CLINICAL STUDY REPORT

ProTOocoL CORAL: 50-03B

RANDOMIZED STUDY OF ICE PLUS RITUXIMAB (R-ICE) VERSUS DHAP PLUS
RITUXIMAB (R-DHAP) IN PREVIOUSLY TREATED PATIENTS WITH CD 20 POSITIVE
DIFFUSE LARGE B-CELL LYMPHOMA, ELIGIBLE FOR TRANSPLANTATION FOLLOWED
BY RANDOMIZED MAINTENANCE TREATMENT WITH RITUXIMAB

Phase lll clinical trial

SPONSOR:

LYSARC: The Lymphoma Academic Research Organisation

>4 : Centre Hospitalier Lyon-Sud - Secteur Sainte Eugénie - Pavillon 6D - 69495
PIERRE-BENITE Cedex - France

B :+33(0)4 72669333 Fax: +33(0)4 7266 93 71

INTERGROUP PROTOCOL COORDINATOR/CHAIRMAN:

Pr Christian Gisselbrecht

Hopital Saint Louis

1, avenue Claude Vellefaux 75010 Paris -
@:+33(0)1424998 11

Fax:+33(0)1 42499972
christian.qgisselbrecht@sls.ap-hop-paris.fr

CONTENTS:

J Clin Oncol. 2010;28:4184-4190.

J Clin Oncol. 2011;29:4079-4087.

J Clin Oncol. 2012;

Induction part statistical analysis, Version 2.
Maintenance part statistical analysis, Version 2.
Exploratory analysis.

Annual safety report, 09 August 2011.



mailto:christian.gisselbrecht@sls.ap-hop-paris.fr

VOLUME 28 -

JOURNAL OF CLINICAL ONCOLOGY 1 G I

From the Hopital Saint Louis, Paris;
Centre Hospitalier Universitaire de
I’Archet, Nice, France; Asklepios Klinik
St Georg, Abteilung Hamatologie und
Stammzelltransplantation, Hamburg,
Germany; Princess Alexandra Hospital,
Woodville, South Australia; St Vincent's
Hospital Sydney, Darlinghurst, New
South Wales, Australia; University
College London Hospital London,
United Kingdom; Charles University
General Hospital, Praha, Czech Repub-
lic; Université Catholique de Louvain
Mont Godinne, Yvoir, Belgium; Centre
Hospitalier Universitaire Vaudois,
Lausanne, Switzerland; Davidoff Cancer
Center, Rabin Medical Center, Beilinson
Hospital, Petah Tikva, Israel; Akade-
miska Sjukhuset, Uppsala, Sweden; and
Memorial Sloan-Kettering Cancer
Center, New York, NY.

Submitted January 12, 2010; accepted
May 28, 2010; published online ahead
of print at www.jco.org on July 26,
2010.

Written on behalf of the Collaborative
Trial in Relapsed Aggressive Lymphoma
(CORAL).

Supported by research grants from
F. Hoffmann-La Roche, Baxter, and
Chugai Laboratories.

Presented at the 45th Annual Meeting
of the American Society of Clinical
Oncology, May 29-June 2, 2009,
Orlando, FL, and at the 51st Annual
Meeting of the American Society of
Hematology, December 5-8, 2009, New
Orleans, LA.

Authors' disclosures of potential con-
flicts of interest and author contribu-
tions are found at the end of this
article.

Clinical Trials repository link available on
JCO.org.

Corresponding author: Christian
Gisselbrecht, MD, Hopital Saint Louis, 1
Avenue Claude Vellefaux, 75010 Paris,
France; e-mail: christian.gisselbrecht@
sls.aphp.fr.

© 2010 by American Society of Clinical
Oncology

0732-183X/10/2827-4184/$20.00
DOI: 10.1200/JC0.2010.28.1618

NUMBER 27 -

SEPTEMBER 20 2010

NAL REPORT

Salvage Regimens With Autologous Transplantation for
Relapsed Large B-Cell Lymphoma in the Rituximab Era

Christian Gisselbrecht, Bertram Glass, Nicolas Mounier, Devinder Singh Gill, David C. Linch, Marek Trneny,
Andre Bosly, Nicolas Ketterer, Ofer Shpilberg, Hans Hagberg, David Ma, Josette Briere, Craig H. Moskowitz,
and Norbert Schmitz

See accompaning articles on pages 4191, 4199, and 4207
A B S T R A C T

Purpose

Sal\l;age chemotherapy followed by high-dose therapy and autologous stem-cell transplantation
(ASCT) is the standard treatment for relapsed diffuse large B-cell lymphoma (DLBCL). Salvage
regimens have never been compared; their efficacy in the rituximab era is unknown.

Patients and Methods

Patients with CD20" DLBCL in first relapse or who were refractory after first-line therapy were
randomly assigned to either rituximab, ifosfamide, etoposide, and carboplatin (R-ICE) or rituximab,
dexamethasone, high-dose cytarabine, and cisplatin (R-DHAP). Responding patients received
high-dose chemotherapy and ASCT.

Results

The median age of the 396 patients enrolled (R-ICE, n = 202; R-DHAP, n = 194) was 55 years. Similar
response rates were observed after three cycles of R-ICE (63.5%; 95% ClI, 56% to 70%) and R-DHAP
(62.8%; 95 Cl, 55% to 69%). Factors affecting response rates (P < .001) were refractory disease/
relapse less than versus more than 12 months after diagnosis (46% v 88%, respectively), International
Prognostic Index (IPI) of more than 1 versus 0 to 1 (562% v 71%, respectively), and prior rituximab
treatment versus no prior rituximab (51% v 83%, respectively). There was no significant difference
between R-ICE and R-DHAP for 3-year event-free survival (EFS) or overall survival. Three-year EFS was
affected by prior rituximab treatment versus no rituximab (21% v 47%, respectively), relapse less than
versus more than 12 months after diagnosis (20% v 45%, respectively), and IPl of 2 to 3 versus 0 to
1 (18% v 40%, respectively). In the Cox model, these parameters were significant (P < .001).

Conclusion

In patients who experience relapse more than 12 months after diagnosis, prior rituximab treatment
does not affect EFS. Patients with early relapses after rituximab-containing first-line therapy have
a poor prognosis, with no difference between the effects of R-ICE and R-DHAP.

J Clin Oncol 28:4184-4190. © 2010 by American Society of Clinical Oncology

stem-cell transplantation (ASCT).® Various param-
eters greatly affect the results of ASCT, including

During the last decade, the addition of the anti-
CD20 monoclonal antibody rituximab to various
chemotherapies'® has dramatically improved re-
sponse rates in diffuse large B-cell lymphoma
(DLBCL), with complete responses (CRs) in 75% to
80% of patients. The use of rituximab in first-line
treatment improved 5-year event-free survival (EFS)
from 29% to 47% in the initial study of patients
between age 60 and 80 years® and improved 3-year
EFS from 59% to 79% in patients age 18 to 60
years;5 rituximab was also associated with im-
proved overall survival (OS). Before the rituximab
era, 5-year OS rate for relapsed DLBCL was 53%
after high-dose chemotherapy with autologous
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chemotherapy sensitivity before ASCT,” time from
diagnosis to relapse of less than 12 months,® and the
presence of prognostic factors at relapse, as defined
by the secondary age-adjusted International Prog-
nostic Index (saalPI).>'® The addition of rituximab
to second-line chemotherapy followed by ASCT sig-
nificantly improved progression-free survival (PES)
in patients not exposed to rituximab as part of their
first-line treatment."'

For patients who have experienced relapse, no
comparative studies have thus far been performed
to our knowledge to evaluate the efficacy of the
different salvage regimens.'> Therefore, we com-
pared the effects of two established salvage regimens
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followed by ASCT, attempted to identify the parameters influencing
the effectiveness of each regimen, and aimed to establish whether or
not the widespread use of rituximab as part of first-line therapy affects
the outcome of patients with relapsed DLBCL.®

The present Collaborative Trial in Relapsed Aggressive Lym-
phoma (CORAL) study was a collaborative effort by 12 countries
worldwide. Patients with refractory or relapsed CD20" DLBCL were
randomly assigned to one of the following two widely used regimens
that included rituximab: rituximab, ifosfamide, carboplatin, and eto-
poside (R-ICE)"® or rituximab, dexamethasone, high-dose cytarabine,
and cisplatin (R-DHAP)."* In responding patients, peripheral progen-
itor cells were collected after chemotherapy and reinfused after a
high-dose chemotherapy conditioning regimen. We also investigated
the impact of post-transplantation rituximab administration. Here,
we report the results of the comparison between these two salvage
regimens and the factors affecting outcome.

Patients

Eligible patients were age 18 to 65 years and had aggressive CD20 ™" B-cell
non-Hodgkin’s lymphoma, including DLBCL, and had experienced relapse or
did not achieve CR with a standard anthracycline-based regimen composed of
cyclophosphamide, doxorubicin, vincristine, and prednisone (CHOP). Before
enrollment, CD20™ aggressive B-cell lymphoma was histologically confirmed
in all patients. Patients eligible for inclusion had a performance status of 0 to 1.
Exclusion criteria included CNS involvement, a history of HIV infection,
post-transplantation lymphoproliferative disorders, and inadequate organ
function. Patients were fully evaluated by examinations that included tho-
racic and abdominal computed tomography scans and bone marrow bi-
opsy. saalPI factor status was determined by the absence or presence of risk
factors, poor performance status, elevated lactate dehydrogenase, and dissem-
inated stage before salvage treatment.”'® The study was approved by the

Randomly assigned
(N = 400)
CRF not recovered (n=4)
R-ICE R-DHAP
(n =202) (n = 194)
No study treatment received (n =5) No study treatment received (n=3)
Death (n=1) Death (n=1)
Protocol violation (n=3) Protocol violation (n=1)
Missing treatment pages (n=1) Voluntary patient withdrawal (n=1)
Received study Received study
treatment treatment
(n=197) (n=191)
Fig 1. CONSORT diagram of distribution
Withdrawn during induction (n =28) Withdrawn during induction (n =30) of pat|ent§ according to .arm resulting
Patients with one cycle (n=11) __] Patients with one cycle (n=13) from the first random assignment. CRF,
Patients with two cycles (n=17) Patients with two cycles (n=17) case report forms; R-ICE, rituximab, ifosf-
amide, carboplatin, etoposide; R-DHAP,
rituximab, dexamethasone, high-dose cyt-
Completed Completed arabine, cisplatin; BEAM, carmustine,
induction phase induction phase etoposide, cytarabine, melphalan; ASCT,
(n = 169) (n=161) autologous stem-cell transplantation.
Withdrawn during induction but after Withdrawn during induction but after
three cycles (n=63) three cycles (n =56)
Induction treatment failure (n =58) Induction treatment failure (n=41)
Protocol violation (n=1) — — Treatment toxicity (n=6)
Death (n=1) Voluntary patient withdrawal (n=2)
Other reason (n=3) Death (n=1)
Other reason (n=6)
Received Received
BEAM+ASCT BEAM+ASCT
(n=101) (n = 105)
Patients with ASCT but withdrawn before Patients with ASCT but withdrawn before
2nd randomization (n=4) __| 2nd randomization (n =6)
No ASCT (missing data) but Missing premature
2nd randomization (n=1) withdrawals (n=2)
Randomly assigned Randomly assigned
in maintenance in maintenance
(n =98) (n =98)
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relevant institutional review boards or ethics committees, and all patients gave
written informed consent.

The study was registered under Europen Union Drug Regulating Au-
thorities Clinical Trials (EudraCT) No. 2004-002103-32 and Clinical Trials.gov
NCT 00137995. Four hundred patients were enrolled between July 2003 and
September 2007 for part 1 of the study. On an intent-to-treat basis, 396
patients were randomly assigned (202 patients to the R-ICE arm and 194
patients to the R-DHAP arm), and 388 patients were actually treated (Fig 1).
Patient characteristics are listed in Table 1. No significant differences between
the two arms were observed. Histology was reviewed by local hematopatholo-
gists attached to the participating centers. In addition, an international central
review was performed in 289 (73%) of 396 patients. Only 13 patients did not
have DLBCL; three patients had grade 3 follicular lymphoma, six patients had
grade 2 follicular lymphoma, two patients had T-cell lymphoma, and two
patients had Hodgkin’s lymphoma. Only four patients were CD20", and
CD20 status was not documented in 13 patients. All of the patients were
included in an intent-to-treat analysis and received the protocol arm.

Study Design and Treatment

This study was a phase III multicenter randomized trial designed to
compare the efficacy of R-ICE and R-DHAP in patients with previously treated
DLBCL followed by ASCT with or without rituximab maintenance therapy
(Fig 2). There were two random assignments, the first for salvage therapy and
the second for maintenance treatment. The efficacy of the two salvage regi-
mens is the subject of this report.

Patients were stratified according to participating country, prior ritux-
imab treatment, and relapse occurring less than or more than 12 months after
diagnosis. Every 3 weeks, patients were given three cycles of chemotherapy,
followed by ASCT. In both regimens, rituximab (375 mg/m?) was adminis-
tered before chemotherapy, and in the first course, additional rituximab was

Table 1. Baseline Patient Demographics and Clinical Characteristics
(intent to treat)
No. of Patients
Demographic or R-ICE R-DHAP
Clinical Characteristic (n = 202) (n = 194) P
Age, years
Median 54 BY
Range 19-65 19-65 NS
Sex
Male 125 118
Female 77 76 NS
Ann Arbor stage
-1 81 66
-1V 119 121 NS
Extranodal site > 1 55 64 NS
Bone marrow involvement 17 19 NS
Elevated LDH 104 94 NS
saalPl at relapse
0-1 119 107
2-3 75 74 NS
Time to relapse after diagnosis, months 89 87 NS
< 12* 112 103
=12 122 122 NS
Prior rituximab treatment
Prior first-line CHOP-like chemotherapy 171 167 NS
Intensified CHOP 28 23
Abbreviations: R-ICE, rituximab, ifosfamide, carboplatin, and etoposide;
R-DHAP, rituximab, dexamethasone, high-dose cytarabine, and cisplatin; NS,
not significant; LDH, lactate dehydrogenase; saalPl, secondary age-adjusted
international prognostic index at relapse; CHOP, cyclophosphamide, doxoru-
bicin, vincristine, and prednisone.
“Including patients not achieving complete response after first-
line treatment.

4186 © 2010 by American Society of Clinical Oncology

R1

R-DHAP R-ICE
R-DHAP R-ICE
Clinical evaluation
R-DHAP R-ICE
PBPC
Evaluation
CR/PR PD/SD
BEAM ASCT OFF

/ RZ\

SOHlEL Observation

375 mgm?/8 weeks/
12 months

Fig 2. Treatment protocol. R1, first random assignment; R-DHAP, rituximab,
dexamethasone, high-dose cytarabine, cisplatin; R-ICE, rituximab, ifosfamide,
carboplatin, etoposide; PBPC, peripheral-blood progenitor cells; CR, complete
response; PR, partial response; PD, progressive disease; SD, stable disease;
BEAM, carmustine, etoposide, cytarabine, melphalan; ASCT, autologous stem-
cell transplantation; R2, second random assignment.

given on day — 1. The R-ICE'® regimen consisted of etoposide (100 mg/m?) on
days 1 through 3, ifosfamide (5,000 mg/m?) infused continuously for 24 hours
on days 2 and 3 with mesna; and carboplatin (area under the curve = 5;
maximum dose, 800 mg) on day 2. The R-DHAP regimen'* consisted of
cisplatin (100 mg/m?) on day 1 via continuous 24-hour infusion, followed on
day 2 by cytarabine (2 g/m?) in a 3-hour infusion repeated after 12 hours, and
dexamethasone (40 mg/d) for 4 consecutive days. Granulocyte colony-
stimulating factor was administered after R-ICE and, depending on site policy,
with R-DHAP, but always after the third cycle until the end of leukaphereses.

Leukaphereses were performed after the third or second course of salvage
therapy to obtain a target of 2,000,000 CD34™ hematopoietic stem cells per
kilogram for cryopreservation. In case of inadequate peripheral stem-cell col-
lection after the third course, patients were considered to be experiencing
treatment failure and withdrawn from the study.

Assessment of Response and Follow-Up

Response was assessed by conventional diagnostic methods, including
computed tomography scans, after the third chemotherapy course. Bone mar-
row biopsies were only repeated if abnormal before treatment.

Response was assessed using the International Working Group criteria.'®
CR was defined by the disappearance of all documented disease; unconfirmed
CR (CRu) was used when a residual mass was present without evidence of
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Table 2. Response After Induction Treatment (including death)
for All Patients

R-ICE R-DHAP
(n=197) (n=191)
No. of No. of

Response Patients % Patients %
Complete response 48 24 58 28
Unconfirmed complete response 24 12 22 12
Partial response 58 27 45 24
Stable disease 23 12 22 12
Progressive disease 38 19 85) 18
Death 6 3 10 5
Premature withdrawal, not evaluated 4 2 4 2

Autologous transplantation
Median CD347 cells collected,

million/kg 4.5 4.9
Collection failure < 2,000,000
CD34™" cells 20 10 15 8
Mobilization-adjusted response 103 52.3 104 54.5
Consolidation with BEAM performed
per protocol 101 51 105 55

Abbreviations: R-ICE, rituximab, ifosfamide, carboplatin, and etoposide;
R-DHAP, rituximab, dexamethasone, cytarabine, and cisplatin; BEAM, car-
mustine, etoposide, cytarabine, and melphalan.

active disease. Partial response (PR) was defined as a 50% reduction of mea-
surable disease. The mobilization response rate was defined as the objective
CR and PR rates associated with the target mobilization of the peripheral stem
cells (2,000,000 CD34™ hematopoietic stem cells/kg). Response was evaluated
3 months after transplantation. Follow-up procedures included a physical
examination every 3 months for the first year and every 6 months thereafter for
2 years and a complete evaluation at the end of the first year or earlier if
necessary.

ASCT

Patients who achieved a CR or PR after the third cycle of salvage treat-
ment were given carmustine, etoposide, cytarabine, and melphalan (BEAM)
high-dose chemotherapy. The BEAM regimen included carmustine (300
mg/m?) on day —6, etoposide (200 mg/m?), cytarbine (200 mg/m*) on
days —5 to —2, and melphalan (140 mg/m?) on day — 1. Peripheral-blood
stem cells were reinfused on day 0, at least 24 hours after completion of BEAM.

Radiotherapy after transplantation was not allowed and was considered
to be an event. Supportive treatments were given according to standard use
in each center.

Statistical Analysis

The primary end point was the mobilization-adjusted response rate after
three cycles of chemotherapy. A higher favorable response rate was expected
for R-ICE than for R-DHAP, with fewer failed stem-cell collections. To detect
adifference of 15% in the mobilization-adjusted response rate between R-ICE,
for which this rate was 60% (75% response minus 15% mobilization failure),
and R-DHAP, with a corresponding rate of 45% (65% response minus 20%
mobilization failure) with a power of 82% and a 5% significance level, 400
patients had to be randomly assigned to the two chemotherapy arms. This
allowed the second random assignment of 240 patients, with an expected
dropout rate of 40% (Appendix, online only).

Administration of an alternative treatment was considered as an event.
EFS was defined as the time from the start of treatment to progression, relapse,
new treatment, or death (irrespective of cause), whichever event occurred first.
PFS was defined as the time from study entry until disease progression or
death. OS was defined as the time from the start of treatment to death.

The Kaplan-Meier method was used to estimate EFS, PFS, and OS, and
95% Cls were calculated.'® Cox regression analysis was used to calculate the
hazard ratio between the two arms.'” All reported P values are two-sided, and
P <05 was considered significant. All analyses were carried out with SAS9.1.3
software (SAS Institute, Cary, NC).

The study was designed by the Steering Committee of CORAL. The same
investigator (C.G.) checked the data for medical coherence, analyzed and
interpreted the data, and was the principal writer of this article (Appendix).

Response to Treatment

At diagnosis, 62% of the patients had been treated with a CHOP-
like regimen with rituximab. Before inclusion, after first-line treat-
ment, 65% of patients had achieved a first CR, 20% had achieved a PR,
4% had stable disease, and 11% had progressive disease.

After salvage chemotherapy but before transplantation, the over-
all response rate, including CR, CRu, and PR, was 63.5% (95% CI,
56.8% to 70.7%) in the R-ICE arm and 62.8% (95% CI, 55.6% to
69.7%) in the R-DHAP arm (Table 2). The factors significantly affect-
ing the overall response rate in the univariate analysis (P < .001) were
refractory disease/relapse less than 12 months after diagnosis, second-
ary IPI of 2 to 3, and prior rituximab treatment, but not the treatment
arm (Table 3). In total, 206 patients received BEAM and ASCT per
protocol, and five more patients had stable disease. The main reason
for premature withdrawal from the study was disease progression (Fig
1). Three months after transplantation and random assignment, 132

Table 3. Response Rate and Survival According to Prognostic Factors
3-Year Event-Free 3-Year Overall
Response CR/CRu/PR Survival Survival
Total No. . oo
Factor of Patients No. of Patients % P % P % P

All patients 398 246 63 31 50
CR/CRu 148 38 51 70
Prior rituximab

No 147 122 83 <.001 47 <.001 66 <.01

Yes 244 124 51 21 40
Relapse, > 12 months 160 140 88 < .001 45 < .001 64
Refractory, < 12 months 228 106 46 20 39 < .001
saalPl

<2 224 160 71 <.001 40 62

> 1 146 76 52 18 <.001 32 <.001
Abbreviations: CR, complete response; CRu, unconfirmed complete response; PR, partial response; saalPl, secondary age-adjusted International Prognostic Index.
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Fig 3. (A) Overall survival according to the first random assignment (intent to treat). (B) Progression-free survival according to treatment arm. (C) Event-free survival
(EFS) according to prior rituximab treatment and relapse less than 12 months after diagnosis. (D) EFS according to prior rituximab treatment and relapse more than 12
months after diagnosis. R-ICE, rituximab, ifosfamide, carboplatin, etoposide; R-DHAP, rituximab, dexamethasone, high-dose cytarabine, cisplatin.

(73%) of 181 evaluable patients had CR or CRu, 24 (13%) had PR, one
had stable disease, and 17 (9%) had progressive disease.

Survival

After a median follow-up time of 27 months, the 3-year EFS rate
was 31% (95% CI, 26% to 36%) and was not significantly different
between the R-ICE and R-DHAP arms (26% and 35%, respectively;
P = .6). Three-year PFS was 37% (95% CI, 31% to 42%), and again,
the R-ICE and R-DHAP arms were not significantly different (31%
and 42%, respectively; P = .4). Three-year OS (Figs 3A and 3B) was
49% (95% CI, 43% to 55%), with no difference between the R-ICE
and R-DHAP arms (47% and 51%, respectively; P = .4). For patients
who underwent ASCT, 3-year PFS was 53% (Fig 4A). There was no
difference between the numbers of patients who achieved CR and PR
just before ASCT (Fig 4B).

Three-year EFS, PFS, and OS were affected by prior rituximab
treatment, early relapse, and saaIPI (Table 3). In the Cox model, all
of these parameters remained significant (P < .001) for EFS, PFS,
and OS; prior rituximab treatment was significant at a lower level
(P =.01). The treatment arm was not significant.

When patients were analyzed according to early relapse and prior
rituximab treatment, there was no difference in PFS, EFS, or OS for
patients with relapse more than 12 months after diagnosis (Figs 3C
and 3D). Early relapse and prior rituximab treatment (n = 187)

4188 © 2010 by American Society of Clinical Oncology

defined a population with a poor response rate to the standard treat-
ment; thus, their 3-year PFS was only 23%. However, for responding
patients who underwent ASCT (n = 68), 3-year PFS was 39%, com-
pared with 14% for patients who did not receive transplantation
(n = 119; P <.001; Appendix Fig A1, online only). At the time of our
analysis, 92 deaths (47%) had occurred in the R-ICE arm, and 82
deaths (43%) had occurred in the R-DHAP arm, mainly as a result
of lymphoma.

Relapse and Progression

Progression or relapse was experienced by 104 patients in the
R-ICE arm and 97 patients in the R-DHAP arm, mostly at the initial
site and by half of patients during the treatment period. Various
treatments wereadministered, includingradiotherapyand chemother-
apy, with or without transplantation (32 autotransplantations and 14
allografts; Appendix Tables Al to A3, online only). A second CR was
experienced by 32 of 176 patients. In all, 48 patients, 24 in each
treatment arm, reported an event as a result of a new treatment
after progression.

Adverse Events

The median time between salvage cycles was 22 days for both
arms for the 230 patients who completed three cycles. Grade 3 to 4
hematologic toxicities were more severe in the R-DHAP arm than the

JOURNAL OF CLINICAL ONCOLOGY
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Fig 4. (A) Progression-free survival (PFS) of patients undergoing autologous stem-cell transplantation (intent to treat; n = 206). (B) PFS according to response after
salvage regimen (including death) for all patients: complete response (CR) plus unconfirmed complete response (CRu; n = 147) and partial response (PR; n = 98).

R-ICE arm, and more patients required at least one platelet transfu-
sion during the induction phase (57% in R-DHAP arm v 35% in
R-ICE arm). In all, 90 serious adverse events occurred in 58 patients in
the R-ICE arm, and 120 serious events occurred in 68 patients in the
R-DHAP arm.

In both arms, the most common serious adverse events were
infections, with a similar rate of infection as a result of neutropenia
(16%) in both arms. Grade 3 to 4 nonhematologic toxicities were
more severe in the R-DHAP arm and included grade 4 renal
toxicity in 11 patients (Appendix Tables A4 and A5, online only).
Patients who underwent BEAM followed by ASCT experienced the
usual patterns of hematologic and nonhematologic toxicity, and three
toxic deaths occurred.

In DLBCL, two populations are candidates for salvage treatment fol-
lowed by high-dose chemotherapy and ASCT—patients who experi-
ence a relapse after achieving CR and those who do not achieve CR but
are still responding to treatment. From the PARMA data,® patients
experiencing early relapses less than 12 months after diagnosis have
the same poor prognosis as incomplete responders. Such patients
constituted 57% of all patients in the present study. Because this study
was performed between 2003 and 2007, not all of the patients had
access to rituximab as first-line treatment. This fact enabled us to
prospectively enroll patients who did and did not have prior rituximab
treatment (62% and 36%), respectively).

Because no randomized comparison of any salvage regimens had
ever been previously reported, it was not clear which regimen was
preferable for treatment of relapsed DLBCL.'? The R-ICE regimen
was chosen because we assumed that rituximab would improve its
results, as suggested by the Memorial Sloan-Kettering Cancer Cen-
ter."> Because DHAP has been widely used all over the world and was
the salvage regimen of the PARMA study, it was used here as compar-
ator.>'? Both regimens were supplemented with rituximab, which has
been shown to improve treatment results of patients with relapsed
DLBCL'""* not previously treated with rituximab.

The present results show a similar response rate of 63% for the
two regimens, with a CR rate of only 38%, even after adjustment for
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mobilization failure. Furthermore, similar prospective mobilization
failure rates of 10% were observed after both regimens. Only 50% of
patients were able to undergo ASCT. Toxicities were similar, but there
were more platelets and renal toxicity in the R-DHAP arm. An impor-
tant finding was that several independent factors significantly affected
response rates after salvage therapy, including saalPI score, early re-
lapse less than 12 months after diagnosis, and prior rituximab treat-
ment. The same independent factors were found for OS, EFS, and PFS.
R-ICE and R-DHAP gave similar results for all conceivable situations,
thus demonstrating that it will be difficult to improve therapy without
new drugs.

In this study, it was possible to identify a population with late
relapse who benefited from the introduction of rituximab into their
salvage regimen and exhibited an 80% response rate and a 3-year EFS
ranging from 40% to 50%. Here, the standard treatment with ASCT
reproduced the PARMA results.” However, there was a group of
patients with a poor prognosis whose prior rituximab treatment was
predictive, in cases of early relapse, of a response rate of 50% and
3-year EFS of only 20%. For these patients, the results of standard
therapy should be improved, and new approaches are needed.

At the time of this analysis, there were not enough events (85 of
140 events) to determine the impact of rituximab administered as
post-transplantation maintenance therapy. For patients who under-
went transplantation, 3-year PFS was 53% (Fig 4).

Our results seem less favorable than those reported in a nonran-
domized study'’ with R-ICE and in a study using high-dose rituximab
before and after transplantation.'® In the randomized CORAL study,
the three courses of R-ICE were separated by a 3-week interval instead
of 2 weeks, which may have helped to lower the CR rate. However, the
patients in the present study differed from those in both of the previ-
ously cited studies because they had not had previous rituximab treat-
ment and their response was evaluated by functional imaging,'> We
believe, however, that our results are more representative of the gen-
eral population with relapsed DLBCL than those reported by single
institutions with limited numbers of patients and no random assign-
ment. When we looked at the initial prognostic parameters before
failure/relapse according to prior rituximab treatment, patients who
had received rituximab had more adverse factors, a finding likely to
prove representative of the patients we will have to treat in the future."
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Consequently, new drugs designed to increase the response rate of

salvage regimens and new approaches,” including allogeneic trans-
plantation, should be explored.*"** In the era of antibody chemother-
apy, novel targeted therapy resulting from better understanding of the
biology of DLBCL, including studies of patient tumor specimens, will
play a key role in these respects.
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See accompanying editorial on page 4065

A B S T R A C T

Purpose

To I<)5va|uate the prognostic value of the cell of origin (COO) in patients with relapsed/refractory
diffuse large B-cell lymphoma (DLBLC), prospectively treated by rituximab, dexamethasone,
high-dose cytarabine, and cisplatin (R-DHAP) versus rituximab, ifosfamide, carboplatin, and
etoposide and followed by intensive therapy plus autologous stem-cell transplantation on the
Collaborative Trial in Relapsed Aggressive Lymphoma (CORAL) trial.

Patients and Methods
Among the 396 patients included on the trial, histologic material was available for a total of 249

patients at diagnosis (n = 189 patients) and/or at relapse (n = 147 patients), which included 87
matched pairs. The patient data were analyzed by immunochemistry for CD10, BCL6, MUMT,
FOXP1, and BCL2 expression and by fluorescent in situ hybridization for BCL2, BCL6 and ¢c-MYC
breakpoints. The correlation with survival data was performed by using the log-rank test and the
Cox model.

Results
Characteristics of immunophenotype and chromosomal abnormalities were statistically highly

concordant in the matched biopsies. In univariate analysis, the presence of c-MYC gene
rearrangement was the only parameter to be significantly correlated with a worse progression-free
survival (PFS; P = .02) and a worse overall survival (P = .04). When treatment interaction was
tested, the germinal center B (GCB) —like DLBCL that was based on the algorithm by Hans was
significantly associated with a better PFS in the R-DHAP arm. In multivariate analysis, independent
prognostic relevance was found for the GCB/non-GCB the Hans phenotype interaction treatment
(P = .04), prior rituximab exposure (P = .0052), secondary age-adjusted International Prognostic
Index (P =.039), and FoxP1 expression (P = .047). Confirmation was obtained by gene expression
profiling in a subset of 39 patients.

Conclusion
COO remains a major and independent factor in relapsed/refractory DLBCL, with a better

response to R-DHAP in GCB-like DLBCL. This needs confirmation by a prospective study.

J Clin Oncol 29:4079-4087. © 2011 by American Society of Clinical Oncology

gene expression profiling analyses leading to a
molecular classification of DLBCL into at least

Diffuse large B-cell lymphoma (DLBCL) is a well-
defined entity' and the most common form of
adult non-Hodgkin’s lymphoma.”> Complexity
and heterogeneity of the disease have been dem-
onstrated over the past 10 years, first by the most
recent WHO classification that includes no less
than 15 different subentities' and second by the

three distinct subtypes: germinal center B (GCB)—
cell-like, activated B-cell (ABC)-like, and primary
mediastinal B-cell lymphoma (PMBL)** associ-
ated with different oncogenic events.®'°

The prognosis has been demonstrated to be
variable, with a poorer outcome for patients with ABC-
like DLBCL than for those with GCB-like DLBCL

© 2011 by American Society of Clinical Oncology ~ 4079
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when treated with conventional anthracycline-based chemotherapy
(usually cyclophosphamide, doxorubicin, vincristine, and prednisone
[CHOP])."! Consequently, surrogates of this molecular classification
have been developed for routine usage on the basis of immunohisto-
chemical protein expression or genetic markers detected by fluores-
cent in situ hybridization (FISH),'*'> the most concordant with the
microarray results being the algorithms of Choi'® and Hans.'” Pub-
lished algorithms encompass proteins such as CD10, BCL6, MUMI,
FOXP1, GCET1, and BCL2. Individually, these proteins have shown
to have equivocal prognostic relevance. Expression of the antiapop-
totic molecule BCL2 has been associated with a poor clinical out-
come,'® although treatment with rituximab appears to eliminate the
unfavorable effect from BCL2 expression.'”*® High-level expression
of FOXP1 is correlated with the non-GC phenotype and has been
reported to be an independent adverse prognostic marker for DL-
BCL."**! Smaller, potentially oncogenic FOXP1 isoforms induced by
B-cell activation have been found in some ABC-like DLBCLs.*

In first-line therapy with conventional CHOP or intensive chem-
otherapy plus autograft, most studies that are based on GCB/ABC
subtyping report a better outcome in patients with GCB-like than in
patients with ABC-like DLBCL.>**’ In patients treated with a combi-
nation of rituximab and chemotherapy, the clinical significance of the
GCB/ABC subtyping is more controversial. The pivotal study pub-
lished by Lenz et al'! showed that cell of origin (COO) was highly
predictive in patients treated by rituximab plus CHOP (R-CHOP) as
well as in patients treated by CHOP.!" Other studies found that pa-
tients with de novo DLBCL no longer showed differential clinical
outcomes in GCB and non-GCB subgroups when treated with
R-CHOP."*'®**2¢ At relapse, no data regarding the clinical signifi-
cance of GCB/ABC-subtyping were available. In this context, the
international Collaborative Trial in Relapsed Aggressive Lymphoma
(CORAL) study addressed the question of the best induction treat-
ment in young patients with relapsed/refractory DLBCL between the
most widely used regimens, R-ICE (ie, rituximab, ifosfamide, carbo-
platin, and etoposide) and R-DHAP (ie, rituximab, dexamethasone,
high-dose cytarabine, and cisplatin). The study found no difference
between R-ICE and R-DHAP.”’

In this study, we wanted to assess whether tumor biology is a
predictive factor for response to R-ICE or R-DHAP in relapse/refrac-
tory DLBCL compared with other known clinical prognostic factors.

The patients studied for the present biologic analyses were a subset of the 396
patients analyzed in the CORAL study,”” which was designed to compare the
efficacy of R-ICE and R-DHAP followed by high-dose therapy and autologous
stem-cell transplantation in patients age 18 to 65 years old who presented
with relapsed/refractory CD20" DLBCL and to test maintenance with or
without rituximab. The study was registered under European Union Drug
Regulating Authorities Clinical Trials (EudraCT) No. 2004 to 002103-32
and ClinicalTrials.gov NCT 00137995, and it was conducted in accordance
with Good Clinical Practice rules. All patients gave written informed consent
to participate and to provide tissue material for biologic studies.

Morphology, Inmunohistochemistry, and COO Algorithms
Histologic material was available in a total of 249 patients at diagnosis
(n = 189 patients) and/or at relapse (n = 147 patients). A panel of seven
hematopathologists (J.B., P.G., HU.V,, C.S., S.C, P.T., AJ.) conducted a
central review to confirm the diagnosis of CD20" DLBCL' and to evaluate the

4080 © 2011 by American Society of Clinical Oncology

immunostaining and FISH. Among these 249 patients, eight (3%) presented
with a primary mediastinal B-cell lymphoma (PMBL), and 12 (4.8%) pre-
sented with a follicular lymphoma (FL) grade 1 to 2 either at diagnosis or at
relapse. Immunostaining against CD10, BLC2, IRF4/MUMI1, BCL6, and
FOXP1 were performed by using 3-um sections either from full slides or from
tissue microarrays containing two or three representative 0.6-mm cores of
routinely formalin-fixed paraffin-embedded tissues. LMO2 expression was
not evaluated, because its predictive value was not confirmed in our previous
work.'? The tissue quality was evaluated morphologically on hematoxylin and
eosin staining. All evaluable occurrences were given a secondary classification
according to the COO algorithms previously published by Hans et al,'* Muris
etal,'’® and Nyman et al**

FISH Analysis

FISH analysis was performed on tissue microarray or full paraffin-
embedded 2- to 3-um tissue sections by using the breakapart probes for
c-MYC/8q24, BCL2/18q21, and BCL6/3q27 (Abbott, Paris, France). Samples
were analyzed with an Axiolmager.M1 epifluorescence microscope (Carl
Zeiss, Hamburg, Germany). Images were captured with a X63 or X100 oil
objective and were analyzed by using the Isis software (METAsystems, Alt-
lussheim, Germany). The hybridization signal scoring was performed accord-
ing to Haralambieva et al,*® with a normal cutoff value of 10%. On the basis of
the results of BCL6/3q27 gene rearrangement and expression levels of MUM1
and FOXP1, the occurrences were scored with the immunoFISH index, as
reported by Copie-Bergman et al."

Microarray Procedures and Analyses

Fresh-frozen lymphoma samples were obtained retrospectively from 50
patients included on the CORAL trial. None of them presented with an FL or
a PMBL. Tumor infiltration was checked on hematoxylin and eosin—stained
frozen sections. Total RNA quantity and initial quality were estimated by a
NanoDrop ND-1000 spectrophotometer (Thermo Fisher Scientific,
Waltham, MA), and quality was assessed by electrophoresis (Agilent 2100
Bioanalyzer; Agilent Technologies, Mississauga, Ontario). Overall, 11 samples
were not accepted for additional experimentation: three were of insufficient
quantity, and eight were of insufficient quality. A total of 44 samples (n = 14
primary biopsies, n = 20 relapse biopsies, and n = 5 matched cases) that
corresponded to 39 patients were analyzed. The Agilent Whole Human
Genome microarray (G4112F) and a gene voting method were used to
determine the COO on the basis of the genes discriminating GCB/ABC
signatures that were published initially by Alizadeh et al.”> Details of the

Table 1. Index of Variation Considering Immunophenotypes and
Chromosomal Abnormalities Between Primary and Relapse Biopsies in
Matched Pairs
No. of % Similarities
Patients Primary v P by
Parameter (n = 87) Relapse Wilcoxon test

CD10 77 96 .62
BCL6 75 95 .38
MUM1/IRF4 75 91 .80
FOXP1 (Barrans) 68 93 13
BCL2 75 92 .79
Chromosomal breakpoint

BCL2/18g21 28 100 1

BCL6/3q27 25 100 1

c-MYC/8q24 24 100 1
GCB/ABC surrogate publication

Hans et al'® 77 94 .58

Muris et al'® 73 88 42

Nyman et al?* 67 97 1
Abbreviations: ABC, activated B-cell; GCB, germinal center B.
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procedures and analyses are in the Data Supplement. Microarray data have
been submitted to the Gene Expression Omnibus (GEO; GSE26812).

Statistical Analysis

Each biologic parameter obtained at diagnosis and at relapse within the
matched pairs were analyzed for variation. The results showed no statistical
variation (Wilcoxon paired ranked test; Table 1). This finding allowed us to
analyze all data in a similar manner, irrespective of whether they were gener-
ated by diagnostic or relapse biopsies. For the survival analyses, all analyses
were performed on an intention-to-treat basis. Patient characteristics and
complete remission rates were compared by the x* and Fisher’s exact tests.

Progression-free survival (PFS) was defined as the time from study entry until
disease progression or death. Overall survival (OS) was defined as the time
from the start of treatment to death. Survival functions were estimated by the
Kaplan-Meier method and were compared by the log-rank test.? Differences
between the results of comparative tests were considered significant at a two-
sided P < .05. Because the CORAL trial was not stratified by biologic data, we
controlled for the effects of prognostic factors on outcome that resulted from
sampling fluctuation in the treatment groups by using multivariate analysis of
survival in a Cox model.” All statistical analyses were performed with SAS 9.13
(SAS Institute, Cary, NC) and S-Plus 6.2 (MathSoft, Cambridge, MA) software.

Table 2. Baseline Characteristics of Patients Enrolled Onto Bio-CORAL and CORAL
Patients
At Diagnosis At Time to Relapse
Bio-CORAL CORAL Bio-CORAL CORAL
(n = 249) (n = 396) (n = 249) (n = 296)
Characteristic No. No. P No. No. P
Sex
Male 156 63 241 61 A7 156 63 241 61 A7
Female 93 37 152 39 93 37 152 39
Age, years
Median 53 54 9 54 55 9
Range 19-65 19-65 19-65 19-65
ECOG PS
0-1 190 88 300 84 .33 216 88 339 88 46
2-3 28 22 55 16 31 12 48 12
Ann Arbor stage
-1 11 45 159 41 .16 97 40 147 38 .68
-1V 133 55 226 59 147 60 237 62
Elevated LDH 115 27 187 48 79 119 60 195 51 .37
“B” symptoms 95 38 154 40 .59 60 24 93 24 27
Extranodal site > 1 55 22.5 93 26 16 71 29 117 30 21
Bone marrow involvement — — 20 8 35 9 .8
aallPI .69
0-1 138 59 217 62 12 146 62 226 61 .69
2-3 78 40 131 38 90 38 146 39
Initial response
CR-CRU 173 70 255 65 .09 —
CRU 34 14 47 12 —
PR 38 15 76 20 —
Stable disease 9 4 16 4 —
Progression 27 1N 43 11 —
Time to relapse, months —
<12 134 54 229 58 .02 —
=12 115 46 164 42 —
Prior rituximab treatment 152 61 243 62 .67 —
Treatment at relapse
R-ICE — 126 51 201 51 77
R-DHAP — 123 49 192 49
Response at induction
CR/CRU — 99 41 147 37 .38
PR — 63 26 98 26
Stable disease — 24 10 46 12
Progression — 43 17 78 20
Not evaluable — 8 2 11 8
Death 12 4 16 4
Transplantation — 139 56 206 53 .07
NOTE. Baseline characteristics of the patients in the CORAL study included in the bio-CORAL study.
Abbreviations: CORAL, Collaborative Trial in Relapsed Aggressive Lymphoma; CR, complete response; CRU, complete response undetermined; ECOG PS, Eastern
Cooperative Oncology Group performance status; LDH, lactate dehydrogenase; PR, partial response; R-DHAP, rituximab, dexamethasone, high-dose cytarabine, and
cisplatin; R-ICE, rituximab, ifosfamide, carboplatin, and etoposide.
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Patient Characteristics and Outcome

Overall, 249 patients included in the CORAL trial were enrolled
onto this study (Table 2). At initial therapy, the median age was 53
years (range, 18 to 65 years), and 40% had a high-intermediate or high
age-adjusted International Prognostic Index (aalPI). At relapse and
time to CORAL inclusion, the median age was 54 years (range, 19 to 65
years), and 38% had a secondary high-intermediate or high aaIPI. At
salvage therapy, 123 patients were treated with R-DHAP;126, with R-
ICE.

After a median follow-up time of 27 months, the 3-year PFS was
47.5% and was not significantly different between the R-ICE and
R-DHAP arms (28.7% v 40.9%, respectively; P = .24). Three-year OS
was 50.8% (95% CI, 43% to 55%), with no difference between the
R-ICE and R-DHAP arms (47.7% v 54%, respectively; P = .23; data
not shown). As initially described in the CORAL study,” early relapse
less than 12 months after the diagnosis, prior rituximab exposure,
and secondary aalPI were the individual risk factors for OS and PFS
(P < .001, P < .001, and P < .001, respectively). Moreover, initial
aalPI and response to initial treatment had a significant impact on
outcome (OS and PES, P < .001 and P < .001, respectively; data
not shown).

Tumor Biology

Immunohistochemical expression of CD10, BCL6, MUM/IRF4,
BCL2, and FOXP1 in tumor cells were observed in 59%, 60%, 42%,
73%, and 65% of the cells, respectively, when pooled (Table 3).
Among the tumor samples displaying interpretable FISH signals,
BCL2/18q21, BCL6/3q27, and ¢-MYC/8q24 gene rearrangements
were found in 31%, 18%, and 13% of the samples, respectively. BCL2/
18q21 and c-MY(C/8q24 rearrangements were strongly associated with
the GCB category according to the Hans classifier (P = .007 and
P = .0001, respectively). BCL6/3q27 rearrangement was not corre-
lated to any Hans category. On the basis of the algorithm by Hans,"*
49% of the patients were classified as GCB, and 51% were classified as
non-GCB. On the basis of the algorithm by Muris,'> 72% were classi-
fied as group 1, and 28% were classified as group 2. On the basis of the
algorithm by Nyman,* 73% were classified as ABC, and 27% were
classified as others.

Biologic Prognostic Factors

By univariate analysis, c-MYC/8q24 gene rearrangement was
the only parameter to be significantly correlated with a worse PFS
(P = .02) and a worse OS (P = .04; Table 3). To investigate the
impact of different treatment arms on some biomarkers, we stud-
ied clinical outcome according to the treatment arms in each
biomarker subgroup. PFS was significantly different when we stud-
ied BCL6 protein expression, BCL2/18q21 gene rearrangement, GCB/
non-GCB classification on the basis of the Hans algorithm, and ABC
phenotype on the basis of the algorithm by Nyman, in the R-ICE arm
and R-DHAP arms. Interaction between GCB/non-GCB Hans classi-
fication and the R-ICE treatment versus R-DHAP treatment was
significant (P < .035). Patients with GCB DLBCL according to the
algorithm by Hans, who were treated with R-DHAP, had a better PES
than patients with non-GCB DLBCL (3-year PFS rate and standard
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deviation, 52% *7% v 32% 7%, respectively; P = .01; Fig 1A).
Patients treated with R-ICE had a poor PFS without significant differ-
ence between the GCB and non-GCB Hans phenotypes (3-year-PFS
rate and standard deviation, 31% = 7% v 27% * 7%, respectively;
P = 81; Fig 1B). Similar results were observed for OS (Figs 1C and
1D). Analysis realized after removing PMBL and transformed FL
occurrences resulted in unchanged results neither in PES (non-GC Iv
GC, 34% Iv 72%; 2-year PES for R-DHAP, P = .04; 41% v 51% for
R-ICE; P = .60), nor in OS (non-GC v GC, 51% v 83%; 2-year OS for
R-DHAP, P = .11; 57% v 62% for R-ICE; P = .65).

Multivariate analysis showed an independent prognostic im-
pact of the following parameters on PES: GCB/non-GCB Hans
phenotype interaction with treatment (P = .04), prior rituximab
exposure (P = .0052), secondary aallPI (P = .039), and FoxP1
expression (P = .047). This analysis confirmed that R-DHAP was
significantly more beneficial than R-ICE in patients presenting with
GCB DLBCL as classified by Hans et al,"* irrespective of clinical vari-
ables, such as aalPI.

Gene Expression Profiling

Gene expression—based COO predictor. A diagnostic predictor
was built on the basis of the gene expression signatures published by
Alizadeh et al.’> From this report,” we obtained a reference of 325
IMAGE clones.” We could obtain references to 185 genes by using
MADgene,** and 140 did not have any annotation. Among them, 85
genes (258 probes) were listed in the Agilent Whole Human Genome
micrdoarrays (G4112F). From this set, we selected the genes, discrim-
inating the samples into two classes, one overexpressing GCB genes
and another overexpressing ABC genes. This selection resulted in a list
of 48 genes.

Sample classification with the gene expression—based COO predic-
tor. The prediction of GCB and ABC classes for each sample is shown
in Appendix Figure Al (online only). Considering the gene expression
classification by Alizadeh et al’, 51% of the cases were predicted as
GCB occurrences, and 49% were predicted as ABC occurrences, with
an identical prediction within the matched pairs. Two samples could
not be predicted. Concordance between the algorithm by Hans and
gene expression profiling results was calculated at 75% of the occur-
rences (n = 28 of 37). Two patients were classified as GCB by the Hans
algorithm who were showing ABC gene expression profiling. Six pa-
tients were classified as non-GCB by the Hans algorithm who were
showing GCB gene expression profiling.

Prognostic impact. Survival analysis demonstrated that GCB-
like DLBCLs have a better PFS and OS than ABC-like DLBCLs,
with 3-year OS rates of 74% for GCB and 40% for ABC and with
3-year PES rates at 70% for GCB and 28% for ABC. When sub-
grouping the patients according to their gene expression profiling
groups and according to the type of treatment with R-DHAP or
R-ICE (n = 10, 16, 12, and 8, respectively), patients with GCB-like
DLBCL treated with R-DHAP had a better outcome than patients with
GCB-like DLBCL treated with R-ICE (Figs 2A to 2D). The 3-year PFS
was 100% for GCB-like DLBCL treated with R-DHAP, whereas the
3-year PFS for GCB DLBCL treated with R-ICE was 27% (P = .01).
Patients with ABC-like DLBCL had an unfavorable course irrespective
of the treatment, R-ICE or R-DHAP, with 3-year PES rates of 60% and
30%, respectively.
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Table 3. Immunohistochemical Staining Results, Cell of Origin Classification, Chromosomal Break Points, and Their Association With OS and PFS by
Univariate Analysis
Pooled Occurrences
Diagnosis Relapse P
Parameter No. % No. % No. % oS PFS CR
Immunohistochemistry
CD10 179 82 240 21 48 .23
Positive 74 44 40 49 98 59
Negative 105 57 42 51 140 41
BCL6 177 81 238 17 .08 .50
Positive 99 56 50 62 142 60
Negative 78 44 31 38 96 40
MUM1/IRF4 176 81 239 .61 .83 185
Positive 61 37 27 33 100 42
Negative 115 65 54 67 134 58
FOXP1 (Barrans) 157 77 217 .036 .024 .56
Positive 104 66 55 71 142 65
Negative 53 33 22 29 75 35
BCL2 175 78 241 .63 3 .56
Positive 123 70 55 70 175 73
Negative 52 30 23 30 66 27
Chromosomal break point (FISH)*
BCL2/18q21 92 45 107 A .52 .84
Positive 36 39 16 38 33 31
Negative 56 61 29 62 74 59
BCL6/3q27 81 49 94 .89 .65 .06
Positive 15 19 1 23 17 18
Negative 66 81 38 77 77 82
c-MYC/8q24 89 49 96 .02 .04 .005
Positive 18 20 10 20 12 13
Negative 71 80 39 80 84 87
ImmunoFISH index published by Copie-Bergman et al'®
No. of occurrences 154 130 217
Negative 113 73 92 71 148 68 72 .35 .09
Positive 41 34 38 29 69 30
GCB/ABC algorithm publication
Hans et al'® 173 82 235 .23 .09 .89
GC 90 52 48 59 116 49
Non GC 83 48 34 41 119 51
Muris et al'# 171 78 237 .89 .51 46
Group 1 124 73 56 72 171 72
Group 2 47 27 2 28 66 28
Nyman et al?’ 160 74 225 18 .08 .36
ABC 116 72.5 56 76 165 73
Others 44 27.5 18 24 60 27
Abbreviations: ABC, activated B-cell; CR, complete response; FISH, flourescent in situ hybridization; GC, germinal cell; GCB, germinal center B; OS, overall survival;
PFS, progression-free survival.
“Double-hit lymphomas were observed in 20 occurrences with the combination BCL2+/MYC+, BCL6+/MYC+, BCL2+/BCL6+ in 12, four, and four occurrences,
respectively. BCL2+/BCL6+/MYC+ triple-hit lymphomas were observed in four occurrences.

In this study, we biologically analyzed a population of patients
younger than 65 years who had DLBCL at first relapse or progression
after one line of chemotherapy that was based on anthracycline and
who were enrolled on the international, multicenter, CORAL trial.?”
Selected patients were representative of the whole population, with
similar clinical characteristics and identical clinical prognostic param-
eters, including aalP], early relapse, prior rituximab exposure and
secondary aalP1. We confirmed that patients who had relapsed/refrac-

WwWw.jco.org

tory DLBCL could be profiled on the basis of the COO entities, and we
demonstrated that patients with GCB-like DLBCL have an improved
outcome when treated with R-DHAP compared with R-ICE in the
context of a randomized trial.

Biomarkers were analyzed to help us understand the biologic
basis for the outcomes of these patients with relapsed/refractory
DLBCL. We did not find any individual immunohistochemical or
FISH markers sufficiently powerful to predict survival independently
from the aallPI, except FOXP1. FOXP1 expression was significantly
associated with a poorer PFS and OS but had a marginal prognostic
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Fig 1. (A, B) Progression-free survival (PFS) and (C, D) overall survival (OS) according to the (A, C) rituximab, dexamethasone, high-dose cytarabine, and cisplatin
(R-DHAP) versus (B, D) rituximab, ifosfamide, carboplatin, and etoposide (R-ICE) treatment arms (ie, Collaborative Trial in Relapsed Aggressive Lymphoma [CORAL] first
random assignment, intent to treat) and to the Hans algorithm. Among the 232 patients classified on the basis of Hans's algorithm, 115 were treated with R-DHAP
and 117, with R-ICE. Blue lines indicate patients who had a germinal cell B (GCB) profile (n = 115; 49.5%) and were treated with R-ICE (n = 61) or treated with R-DHAP
(n = b4). Gold lines indicate patients who had a non-GCB profile (n = 117; 50.5%) and were treated with R-ICE (n = 56) or treated with R-DHAP (n = 61).

value in our series (PFS, P = .02; OS, P = .03). Several other biomark-
ers (BCL6, BCL2 expression, and c-MYC breakpoint) had a statistical
significance in PFS or in OS in the separated subgroups as defined by
the group of primary biopsies or the group of relapse biopsies. How-
ever, none of these abnormalities, except for the ¢-MYC breakpoint,
were associated with a poorer outcome when the analysis was con-
ducted for the whole group of patients. Additionally, none of the
algorithms significantly predicted survival. These results may be due
to the interaction between biomarkers and clinical characteristics
and/or treatment. Interactions between several biologic markers, such
as BCL6 expression, BCL2 breakpoint, Hans algorithm, and treatment
were found to be significant, indicating that treatment efficacy de-
pended on the pattern of these risk factors.

Thirty-one percent of the occurrences interpretable by FISH
harbored t(14,18). This chromosomal abnormality was significantly
associated with a GCB phenotype on the basis of the Hans algorithm.
We can not exclude that, in our retrospective series, these occurrences
of GCB-DLBCL with t(14;18) correspond to transformed FL, which
can not be distinguish morphologically—including by histology, im-
munohistochemistry, and gene expression profiling—from de novo
GCB DLBCL.

Importantly, in studying matched cases, we observed similar
phenotype and genotype between primary and relapse biopsies, sug-

4084 © 2011 by American Society of Clinical Oncology

gesting that tumor biology of DLBCL is present at time of diagnosis
with all characteristics and is stable over the evolution. Therapeutic
implications of this observation are important because of the possible
use of targeted therapies.

Our results demonstrated that COO is one of the main pre-
dictive factors for the response to treatment in patients with re-
lapsed/refractory DLBCL treated by a nonanthracycline-based
immunochemotherapy. This finding has already been suggested in
first-line therapy.>®**>* However, this finding remains controver-
sial, and others authors have not reported any differences.>® This
controversy may be explained by these differences: retrospective
analyses gather different population of patients, different treat-
ment protocols (R-CHOP, DA-EPOCH with sequential rituximab
or concurrent rituximab) can be used, and there was a relatively
short follow-up period.*® One important issue is also the accuracy
of immunohistochemical determination of tumor phenotype. Val-
idation with gene expression profiling is an important control.
These limitations have been well reported by the Lunenbourg
Lymphoma Biomarker Consortium study.””** In this study, even if
the series of patients analyzed by gene expression profiling was
small, we could confirm by gene expression profiling a survival
benefit under R-DHAP treatment in patients who had GCB-like
DLBCL compared with patients who had ABC-like DLBCL.
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Fig 2. Progression-free survival (PFS; A, B) and overall survival (OS; C, D) according to the treatment and germinal center B (GCB)/activated B-cell (ABC) status as
classified by the gene predictor on the basis of gene signatures published by Alizadeh et al.2 Blue lines indicate patients with a GCB profile (n = 19; 51%). Gold lines
indicate patients with an ABC profile (n = 18; 49%). Patients with GCB-like diffuse large B-cell lymphoma (DLBCL) treated with rituximab, dexamethasone, high-dose
cytarabine, and cisplatin (R-DHAP) had a significant better (A) PFS and (C) OS than patients with ABC-like DLBCL treated with R-DHAP. Patients treated with (B, D)
rituximab, ifosfamide, carboplatin, and etoposide (R-ICE) had poor survival regardless of the molecular subtype.

However, the present findings were retrospectively observed and
should be cautiously considered as hypothesis generating. Defini-
tive observation of the survival benefit under R-DHAP treatment
in patients with GCB-like DLBCL have to be performed by pro-
spective randomized trials that are based on a COO stratification.

Understanding the relationship of tumor biology to outcome is
important for the identification of molecular targets and for improve-
ment of therapy. The hypothesis as proposed by Wilson et al*° for a
different result of DA-EPOCH with a better efficacy in GCB-like
DLBCL than in ABC-like DLBCL was due to a prolonged exposure of
agents, particularly topoisomerase II inhibitors.”® Our results did not
support this hypothesis, as the best results were obtained with cytara-
bine in GCB-like DLBCL and not with etoposide. However, drug
combinations and regimen schedules were also different, and this
could be of importance. The BCL6 oncogenic transcriptional repres-
sor is required for the development of germinal center centroblasts
and directly represses TP53.° One can hypothesize that cytarabine
might modulate BCL6 expression through epigenetic mechanisms to
allow the release of TP53. Dexamethasone known for inducing apo-
ptosis in leukemia cells, via mechanisms that are yet unknown, might
also act differently in function of the COO. In contrast, the poor
outcome of ABC-like DLBCL, might relate to the constitutive activa-

www.jco.org

tion of the nuclear factor kappa 8 pathway.”***! Inhibition of nuclear
factor kappa 8 and blockade of its ability to inhibit apoptosis in ABC
cell lines is toxic, and recent clinical evidence suggests that the ABC-
like DLBCL can be preferentially targeted (over the GCB-like DLBCL)
by strategies that block I kappa 8 degradation.*”***

In conclusion, COO remains a major factor in patients who
experienced disease relapse and who have a better response to
R-DHAP salvage chemotherapy in GCB-like DLBCL. Treatment of
the ABC subtype is still unsatisfactory, with a classical multidrug
regimen. Our study highlights the pivotal role of tumor biology in the
rational design of targeted therapies in DLBCL and the importance of
well-designed prospective studies.
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Purpose

The standard treatment for relapsed diffuse large B-cell lymphoma (DLBCL) is salvage chemo-
therapy followed by high-dose therapy and autologous stem-cell transplantation (ASCT). The
impact of maintenance rituximab after ASCT is not known.

Patients and Methods
In total, 477 patients with CD20* DLBCL who were in their first relapse or refractory to initial

therapy were randomly assigned to one of two salvage regimens. After three cycles of salvage
chemotherapy, the responding patients received high-dose chemotherapy followed by ASCT.
Then, 242 patients were randomly assigned to either rituximab every 2 months for 1 year
or observation.

Results
After ASCT, 122 patients received rituximab, and 120 patients were observed only. The median

follow-up time was 44 months. The 4-year event-free survival (EFS) rates after ASCT were 52%
and 53% for the rituximab and observation groups, respectively (P = .7). Treatment with rituximab
was associated with a 15% attributable risk of serious adverse events after day 100, with more
deaths (six deaths v three deaths in the observation arm). Several factors affected EFS after ASCT
(P < .05), including relapsed disease within 12 months (EFS: 46% v56% for relapsed disease after
12 months), secondary age-adjusted International Prognostic Index (saalPl) more than 1 (EFS: 37%
v61% for saalPl < 1), and prior treatment with rituximab (EFS: 47% v 59% for no prior rituximab).
A significant difference in EFS between women (63%) and men (46%) was also observed in the
rituximab group. In the Cox model for maintenance, the saalPl was a significant prognostic factor
(P < .001), as was male sex (P = .01).

Conclusion
In relapsed DLBCL, we observed no difference between the control group and the rituximab
maintenance group and do not recommend rituximab after ASCT.

J Clin Oncol 30. © 2012 by American Society of Clinical Oncology

tients (60 to 80 years)," and the 3-year EFS from 59%
to 79% in younger patients (18 to 60 years).” How-

The addition of the anti-CD20 monoclonal anti-
body rituximab to various chemotherapies'™ has
dramatically improved the response rates in diffuse
large B-cell lymphoma (DLBCL) and has resulted in
complete responses (CRs) in 75% to 80% of pa-
tients. The use of rituximab in first-line treatment
improves the overall survival (OS), the 5-year event-
free survival (EFS) from 29% to 47% in older pa-

ever, patients with a poor International Prognostic
Index (IPI) require more effective treatment options
because they have an unsatisfactory CR rate and a
high relapse rate.>” In patients who do not achieve a
CR or who experience relapse but remain sensitive
to salvage chemotherapy, the therapy should be con-
solidated with high-dose therapy (HDT) and autol-
ogous stem-cell transplantation (ASCT).® Even in
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the rituximab era,” only 10% of these patients obtain long-term
disease-free survival with salvage chemotherapy alone.'® The addition
of rituximab to second-line chemotherapy followed by ASCT signifi-
cantly improves progression-free survival (PFS) in patients who do
not receive rituximab in their first-line treatment."'

Maintenance treatment has been used successfully in relapsed
follicular lymphoma.'? Furthermore, maintenance treatment after
ASCT showed some encouraging results in refractory DLBCL,'>'* but
a randomized study in first-line treatment revealed no significant
survival advantage.'®

The Collaborative Trial in Relapsed Aggressive Lymphoma
(CORAL) study was organized among 12 countries. In this study,
patients with refractory or relapsed CD20" DLBCL were randomly
assigned to either rituximab, ifosfamide, carboplatin, and etoposide
(R-ICE)'® or rituximab, dexamethasone, cytarabine, and cisplatin
(R-DHAP)."” Patients who responded to the chemotherapy were sub-
mitted to HDT and ASCT. The initial results'® revealed no significant
difference in outcome between the two regimens. However, several
factors did affect survival, including early relapse (< 12 months), the
IPI at relapse, and prior exposure to rituximab. The results of the
post-transplantation part of the trial, comparing rituximab treatment
every 2 months for 1 year with observation alone, and the factors that
influenced patient outcome are reported herein.

This study was a phase III, multicenter, randomized trial that compared the
efficacy of R-ICE and R-DHAP in patients with previously treated DLBCL
followed by ASCT with or without rituximab maintenance therapy. There
were two separate random assignments for salvage therapy and maintenance
treatment after transplantation.'® The present report focuses on the primary
end point for the maintenance phase.

Patients were stratified according to participating country, prior ritux-
imab treatment, and relapse within 12 months of diagnosis. The primary end
point was EFS, and the secondary end points included response rate, PFS, OS,
and toxicities. To detect a 15% change in the 2-year EFS after ASCT in the
maintenance therapy arm (65%) versus no maintenance therapy (50%) and to
provide an 80% power at the overall 5% (two-sided) significance level, power
analyses revealed that 240 patients who underwent ASCT were required for a
1:1 random assignment into two treatment groups over 3 years and that they
should be observed for a minimum of 2 years. The expected number of events
during a 5-year period was 140 events. This sample size takes drop-out rates as
a result of the salvage treatment and transplantation procedure into account.
Initially, we expected a 40% drop-out rate, but this estimate was adjusted to
50% after the first interim analysis of 200 patients. As suggested by the data
monitoring committee in May 2007, the initial sample size was amended from
400 to 480 participants to maintain the planned power with 240 patients
(Data Supplement).

This study was designed by the steering committee of CORAL and
approved by the relevant institutional review boards or ethics committees. All
patients gave written informed consent. The study is registered under
EUDRACT No. 2004-002103-32 and ClinicalTrials.gov NCT00137995.

Patients

In brief, the CORAL study included patients 18 to 65 years old with
aggressive CD20™" B-cell lymphoma, including DLBCL with relapse or pa-
tients who did not achieve CR using a standard anthracycline-based (eg,
cyclophosphamide, doxorubicin, vincristine, and prednisone) regimen. All
patients underwent histologic confirmation of CD20" aggressive B-cell lym-
phoma before enrollment. Eligible patients had a WHO performance status of
0to 1. Exclusion criteria included CNS involvement, history of HIV infection,
post-transplantation lymphoproliferative disorder, and inadequate organ

2  © 2012 by American Society of Clinical Oncology

function. Patients were fully evaluated, including computed tomography (CT)
scanning of the thorax and abdomen and bone marrow biopsy. The secondary
age-adjusted IPI (saalPI) was determined according to the absence or presence
of risk factors, poor performance status, elevated lactate dehydrogenase, and
disseminated stage before salvage treatment.'>*° Patient enrollment occurred
between July 2003 and June 2008, and the last patient was randomly assigned
in the maintenance phase of the study in October 2008. In total, 481 patients
were randomly assigned to the R-ICE arm (n = 243) or the R-DHAP arm (n =
234; Fig 1). A total of 255 patients who achieved CR (n = 142), partial response
(PR;n = 92), or stable disease (n = 7) after the third cycle of salvage treatment
received consolidation with ASCT, and 242 patients received maintenance
rituximab (n = 122) or observation (n = 120; Fig 1).

Patient characteristics at the second random assignment are listed in
Table 1. Patient characteristics at entry for all patients are provided in the Data
Supplement. No significant differences between the two arms were observed.
Histologic materials were reviewed by local hematopathologists in the partic-
ipating centers. An international central review was performed in 69% of the
patients, and 18 patients were not reviewed as having DLBCL (two patients
had follicular lymphoma grade 3, five patients had follicular lymphoma grade
2, two patients had T-cell lymphoma, two patients had Hodgkin lymphoma,
and seven patients remained unclassified).

Treatment

Details of the treatment and monitoring have been published
previously.'® Briefly, only chemotherapy-sensitive patients (CR, un-
confirmed CR [CRu], or PR) after three cycles of R-ICE' or
R-DHAP"” received a consolidation with high-dose chemotherapy
carmustine, etoposide, cytarabine, and melphalan (BEAM) followed
by ASCT. These patients were randomly assigned to groups with or
without rituximab maintenance therapy (375 mg/m? every 8 weeks for
1 year) on day 28 after ASCT (Fig 2).

Radiotherapy after transplantation was not performed, and it was
considered as an event. Supportive treatments were administered ac-
cording to the standard use in each center.

Assessment of Response and Follow-Up

Response was assessed using conventional diagnostic methods,
including CT scanning after the third chemotherapy course. Positron
emission tomography scans were not mandatory, and bone marrow
biopsies were repeated only if the samples were observed to be abnor-
mal before treatment.

Response was assessed using the International Working Group cri-
teria.”! CR was defined as the disappearance of all documented disease,
and CRu was used in cases of residual mass. PR included a 50% reduction
in measurable disease. Follow-up procedures included a physical exami-
nation every 3 months for the first year with a complete evaluation at the
end or atan earlier time point if clinically indicated. Follow-up procedures
were performed every 6 months for 2 years thereafter, and thoracic and
abdominal CT scans were performed annually.

Statistical Analysis

Analyses were first performed following the intent-to-treat prin-
ciple. EFS was defined as the time from treatment initiation to pro-
gression, relapse, new treatment, or death by any cause, whichever
occurred first. It was considered an event if patients received alternative
treatment outside of the protocol. PFS was defined as the time from study
entry until disease progression or death by any cause. OS was defined as
the time from treatment initiation to death by any cause.

Survival functions were estimated using the Kaplan-Meier
method and compared using the log-rank test. Multivariate analyses
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With R-DHAP (n=62) With R-DHAP

No study treatment received (n
Voluntary withdrawal (n
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Not treated with rituximab  (n

but maintenance visits
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Switched from rituximab arm
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Fig 1. CONSORT diagram of the patient
distribution according to the treatment arm

(n=120) ! :
(n = 56) resulting from the second random assign-
(n = 64) ment. ASCT, autologous stem-cell transplan-

tation; CRF, case report forms; R-DHAP,
rituximab, dexamethasone, high-dose cytara-
bine, and cisplatin; R-ICE, rituximab, ifosf-

No maintenance visit (n=3) amide, carboplatin, and etoposide.
Transplantation failure (n=1)
—— Voluntary withdrawal (n=1)
Missing withdrawal (n=1)

were performed using a Cox proportional hazards model. Differences
between the results of comparative tests were considered significant if
the two-sided P < .05. All statistical analyses were performed using
SAS version 9.1.3 software (SAS Institute, Cary, NC).

Response to Treatment

The overall response rate (CR + CRu + PR) after salvage chem-
otherapy and before transplantation was 63% in the R-ICE group and
64% in R-DHAP group, with 142 patients (58%) experiencing CR or
CRu and 92 patients (38%) exhibiting PR before ASCT. For patients
with prior exposure to rituximab and progression within 12 months of
diagnosis, the overall response rate was 46% (Data Supplement).

A total of 245 patients received BEAM and ASCT, and 242 evalu-
able patients were randomly assigned to either the treatment group
(Fig 2, Table 1) with rituximab or the observation-only group. In the
treatment group, 78 patients (67%) received all six cycles; new pro-
gression of the disease was the primary reason for patients not com-
pleting the full treatment. At the end of the maintenance therapy, the
CR rates were 57% and 50% for the rituximab and observation
groups, respectively, including all deaths.

Survival

After a median follow-up of 44 months for the 469 patients who
were enrolled, no difference was detected between the treatment and
control arms of the study. The 4-year OS was 43% (95% CI, 36% to
50%) for the R-ICE arm and 51% (95% CI, 44% to 58%) for the
R-DHAP arm (P = .3). The EFS was 26% (95% CI, 20% to 32%) in the

WWW.jco.org

R-ICE arm and 34% (95% CI, 36% to 50%) in the R-DHAP arm
(P = .2; Appendix Figs A1A and A1B, online only).

Considering only patients who received ASCT and were ran-
domly assigned to the maintenance arm after ASCT, the 4-year EFS
was 52% (95% CI, 42% to 61%) in the rituximab group and 53%
(95% CI, 44% to 62%) in the observation group (P = .7; Fig 3A). We
observed no difference in the PFS (P = .8) or OS between the ritux-
imab group and the observation group (Table 2). We also observed no
significant difference between the patients who achieved CR or PR
before ASCT (Table 2, Fig 3B).

The 4-year EFS, PES, and OS after ASCT were affected by a
number of factors, including prior treatment with rituximab, early
relapse, and saalPI (Table 2, Figs 3C and 3D). However, the Cox
model revealed that only an saalPI of 2 to 3 remained significant
(P < .001) for the EFS, PES, and OS. Men performed significantly
poorer than women (Table 2), a finding that was related to the supe-
rior survival of women in the rituximab group (Figs 4A to 4C). Addi-
tional subset analyses are included in the Data Supplement. In the
multivariate analyses of PFS, male sex (P = .01) and saalPI (P < .001)
remained significant prognostic factors. Treatment arm, early relapse,
prior rituximab exposure, and PR were no longer significant factors
(Data Supplement). However, in a subset analysis based on sex that
compared the rituximab and observation groups, the 3-year EFS was
43% (95% CI, 31% to 54%) in men and 69% (95% CI, 53% to 81%) in
women (P = .1; Data Supplement).

Relapse and Progression
The first progression or relapse was observed in 47 and 46 pa-
tients in the rituximab and observation groups, respectively, primarily
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Table 1. Baseline Demographic and Clinical Characteristics of the Patients
Randomly Assigned for Maintenance (Intent to Treat)
Rituximab ~ Observation
Characteristic (n=122) (n = 120) P
Age, years
Median 54 54
Range 19-65 19-65
<40 17 22 NS
Sex
Male 76 83
Female 46 37 NS
Body mass index, kg/m?
Median 25.8 26.7 NS
Range 17.3-36.8 18.3-45.2
> 30 21 28
Ann Arbor stage
&l 53 48
-1V 69 71 NS
Extranodal site > 1 30 30 NS
Bone marrow involvement 13 8 NS
Elevated LDH 54 51 NS
Response after salvage therapy
CR + CRu 73 69 NS
PR 47 45
Stable disease 2 5
saalPl at relapse
0-1 84 81
2-3 36 36 NS
Time to relapse, months
<12 33 41 NS
=12 89 76
Prior rituximab treatment 63 62 NS
Prior CHOP-like first-line chemotherapy 102 100 NS
Salvage regimen
R-ICE 60 56
R-DHAP 62 64
Abbreviations: CHOP, cyclophosphamide, doxorubicin, vincristine, and pred-
nisone; CR, complete response; CRu, uncertain complete response; LDH,
lactate dehydrogenase; NS, not significant; PR, partial response; R-DHAP,
rituximab, dexamethasone, cytarabine, and cisplatin; R-ICE, rituximab, ifosf-
amide, carboplatin, and etoposide; saalPl, secondary age-adjusted Interna-
tional Prognostic Index.
*Including patients not achieving CR in first-line treatment.

during the follow-up period. Although this occurrence was at the
initial site, half included a new site of involvement. These patients
underwent various additional treatments, including radiotherapy
(25%) and chemotherapy (76%) with transplantation (14 allografts;
Data Supplement). A second CR was observed in 21 patients and a PR
in 13 patients.

The majority of deaths were a result of lymphoma. Forty-three
deaths occurred in the rituximab group, and 17 of these deaths oc-
curred within 1 year after the transplantation. Thirty-eight deaths
occurred in the observation group, and 19 occurred within 1 year
after ASCT.

Adverse Events

The treatment was well tolerated, and the reported events were
separated into those that occurred before day 100 after ASCT and
those that occurred after day 100. A total of 87 adverse events (AEs)
were reported in 54 patients (47%) within 100 days in the rituximab

4  © 2012 by American Society of Clinical Oncology

R1
R-DHAP R-ICE
R-DHAP R-ICE
Clinical evaluation
R-DHAP R-ICE
PBPC
Evaluation
CR/PR PD/SD

| |

BEAM Off

/N

Observation
375 mg m?8 weeks/12 months

Fig 2. Treatment protocol. BEAM, carmustine, etoposide, cytarabine, mel-
phalan; CR, complete response; PBPC, peripheral-blood progenitor cells; PD,
progressive disease; PR, partial response; R, rituximab; R1, first random assign-
ment; R2, second random assignment; R-DHAP, rituximab, dexamethasone,
high-dose cytarabine, and cisplatin; R-ICE, rituximab, ifosfamide, carboplatin, and
etoposide; SD, stable disease.

group, whereas 75 AEs were reported in 50 patients (42%) in the
observation group. A total of 75 AEs were reported in 35 patients
(30%) in the rituximab group more than 100 days after ASCT,
whereas 24 AEs were observed in 20 patients (17%) in the observation
group. The majority of the AEs were infections; 45 episodes of infec-
tion were reported in the rituximab group, and 13 episodes were
reported in the observation group. Grade 3 or greater delayed neutro-
penia after day 100, excluding values after additional treatment, was
reported in 11 patients (9%) in the rituximab group and in seven
patients (6%) in the observation group.

Forty-three serious AEs (SAEs) were reported in the rituximab
group, and 22 SAEs were reported in the observation group. After day
100, 23 SAEs were reported in the rituximab arm, and only five were
reported in the observation group. Fatal outcomes were observed in
six patients in the rituximab group and three patients in the observa-
tion group; four deaths resulted from secondary cancers (two in the
rituximab group and two in the observation group), one death re-
sulted from varicella and one death resulted from myocarditis several
months after the end of the treatment, and three deaths resulted from
infections and pneumonia.

The present results demonstrate a similar response rate of 63% for the
two initial chemotherapy regimens over a 4-year follow-up, but only
37% of the patients attained CR. In addition, only 51% of patients
were able to undergo ASCT. We did not observe a difference in the
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Fig 3. Survival of patients after autologous transplantation. (A) Event-free survival (EFS) according to the second random assignment and treatment arm of rituximab
(n = 122) or observation (n = 120). (B) EFS at the second random assignment according to disease status before transplantation (complete response [CR] plus
unconfirmed CR [CRul, n = 142; partial response [PR], n = 92). (C) EFS at the second random assignment according to prior rituximab exposure (n = 125) or no prior
rituximab (n = 117) during first-line treatment. (D) EFS at the second random assignment according to age-adjusted International Prognostic Index at relapse of 0 to

1(n = 165) versus 2 to 3 (n = 72).

survival rates between the two treatment regimens after ASCT. In the
multivariate analysis for maintenance, the hazard ratio for R-ICE was
1.47 (95% CI, 0.98 to 2.2; P = .06). This trend of an improved
outcome for R-DHAP (Appendix Fig A1) may reflect the observed
preference for the germinal center B subtype for this regimen in the
subset analysis.**

The objective of the second part of this study was to test the
hypothesis that rituximab treatment after transplantation would
reduce the relapse rate in these patients. Although patients who
received HDT with BEAM and ASCT were randomly assigned to
either rituximab or the observation group, no difference was ob-
served between these two groups (Fig 3). However, the toxicity was
increased by 15% in reported SAEs in the rituximab arm after day
100 after ASCT, with an excess of deaths by infections that was
most likely related to immunodeficiency. Only 10% of patients in
the rituximab-treated group experienced delayed neutropenia,
which was not significantly different from patients in the observa-
tion arm. Maintenance rituximab therapy after ASCT has been
evaluated over different durations and treatment strategies, but it
has been primarily examined in the context of short treatment
courses administered soon after transplantation.'*'® The increase
in toxicity that was observed after this treatment raises concerns

WWW.jco.org

about prolonging immunodeficiency after ASCT and leads us to
propose only 1 year of treatment, rather than the 2 years of treat-
ment recommended in cases of follicular lymphoma.

This first randomized study does not support the promising
results that had been described in two phase II studies after ASCT.">"*
These results are consistent with our randomized study of high-risk
DLBCL where 269 patients were randomly assigned to either an
observation-only control group or a treatment group who received 4
weekly injections of rituximab after transplantation,'® which found
that rituximab treatment lacked efficacy. These results are also consis-
tent with those of the Intergroup study,” which reported that mainte-
nance therapy had no impact on patients who had previously been
exposed to rituximab. The duration of the maintenance therapy does
not explain these results because 50% of the relapses after ASCT
occurred during the maintenance period. Rituximab alone has limited
activity in DLBCL, and its role is mostly related to chemotherapy
sensitization of the lymphoma by different mechanisms that are not
completely understood.”

The previously described factors that affected the outcome of
patients who received transplantation were also identified in our uni-
variate analysis (Table 2). The saalPI score was the only significant
variable that was associated with male sex in the multivariate analyses.
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Table 2. Prognostic Factors at the Second Random Assignment
4-Year 4-Year 4-Year
No. of  EFS PFS oS
Patients Patients (%) P (%) P (%) P
Arm 7 .
Rituximab 122 52 52 61
Observation 120 53 56 65
R-ICE 4 5 4
Rituximab 60 50 50 61
Observation 56 47 49 53
R-DHAP 7 4 2
Rituximab 62 55 55 62
Observation 64 59 63 77
Prior rituximab .009 .03 .03
Yes 125 47 50 58
No 117 59 59 69
Treatment failure,
months .04 A .07
<12 105 48 51 59
=12 137 56 56 66
saalPI .0018 <.001 <.001
0-1 165 61 63 72
2-3 72 37 37 45
Response .07 2 3
CR + CRu 142 58 58 66
PR 92 48 51 59
Sex .01 .01 .007
Male 159 46 48 55
Female 83 63 65 75
Rituximab arm .005 .005 .009
Male 76 38 48 50
Female 46 70 70 76
Observation arm .5 .6 3
Male 83 53 56 60
Female 37 56 59 77
Abbreviations: CR, complete response; CRu, unconfirmed complete re-
sponse; EFS, event-free survival; OS, overall survival; PFS, progression-free
survival; PR, partial response; R-DHAP, rituximab dexamethasone, cytarabine,
and cisplatin; R-ICE, rituximab, ifosfamide, carboplatin, and etoposide; saalPlI,
secondary age-adjusted International Prognostic Index.

Male sex is an adverse prognostic factor in follicular lymphomas and
DLBCL in the rituximab era.**** One striking observation in the
present study was the significant survival difference between women
and men who received rituximab maintenance therapy. This disparity
cannot be explained by the underlying sex-related mortality hazard
(ie, the natural 5- to 10-year survival advantage of women over men in
the general population) because no such sex difference was observed
in the observation arm. A higher rituximab clearance in males, which
results in lower rituximab exposure, has been reported previously.**
These results are similar to the findings of Ng et al*® in a population
approach examining the outcome of rituximab in patients with rheu-
matoid arthritis. These investigators also observed a 39% greater clear-
ance of rituximab in men than in women. In our study, the impact of
rituximab was obscured in overweight postmenopausal women who
presented higher testosterone levels as a result of hyperinsulinism.*”
Therefore, we hypothesize that the lower survival impact of rituximab
that we observed in males may be a result of hormone-related phar-
macokinetic variations. Thus, the impact of an increased dose of
rituximab on survival requires further investigation using random-
ized studies.

6 © 2012 by American Society of Clinical Oncology
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Fig 4. Survival of patients after autologous transplantation according to sex. (A)
Progression-free survival (PFS) at the second random assignment according to
male (n = 159) or female (n = 83) sex. (B) PFS at the second random assignment
according to male (n = 78) or female (n = 46) sex and the rituximab treatment
arm. (C) PFS at the second random assignment according to male (n = 83) or
female (n = 37) sex and observation.

Our data are surprising because no other drugs were involved
after ASCT. The role of rituximab in DLBCL requires further analysis,
as does the role of sex, in large randomized studies with or without
rituximab maintenance.

In summary, rituximab maintenance therapy does not prevent
relapse after ASCT and was associated with higher toxicity. Therefore,
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this treatment is not recommended in relapsed DLBCL. The initial
prognostic parameters still apply for patients who receive transplanta-
tion. The patient population in this study is representative of patients
who will require innovative approaches to treatment in the future.*®
Consequently, new drugs that are designed to increase the response
rate of salvage regimens and novel approaches, including allogeneic
transplantation, should be explored.”~*' An improved understanding
of the biology of DLBCL derived at least in part from studies of patient
tumor specimens®* will play a key role in the development of novel
targeted therapies for this disease.
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Fig A1. (A) Event-free survival (EFS) according to treatment arm from induction treatment. (B) Overall survival (OS) according to treatment arm (induction intent to
treat). NA, not available; R-DHAP, rituximab, dexamethasone, high-dose cytarabine, and cisplatin; R-ICE, rituximab, ifosfamide, carboplatin, and etoposide.
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1. INVESTIGATIONAL PLAN

1.1. Overall study design

This study is a multicenter, phase Ill open-lab@hdomized trial evaluating the efficacy of R-ICE
compared to R-DHAP in patients aged from 18 to éary with previously treated diffuse large B-
cell lymphoma, followed by high-dose chemotherapyrituximab maintenance therapy. There will
be two phases in the study and patients will urmléwgp randomizations according to induction
phase or maintenance phase.

1.2. Study objectives
1.2.1. Primary objective

Part | (induction chemotherapy): Overall response rate (CR and PR) after 2 an8l/oycles of
ICE+Rituximab in comparison to DHAP+rituximab, aslied to successful mobilization of stem
cells in patients aged from 18 to 65 years witbvmusly treated diffuse large B-cell lymphoma
CD20.

Part Il (Maintenance vs. observation: Event free survival (EFS) at 2 years after aatwdplant
with or without maintenance therapy with rituximdbents are defined as death from any cause,
relapse for complete responders and unconfirmegsmresponders (CRu), progression during or
after treatment for partial responders, and instituof new antilymphoma therapy. The absence of
transplantation procedure will be not consideredrasvent for the intent to treat analysis.

1.2.2. Secondary objectives

— Eligibility for transplant, (independent from wheth transplantation was done or not)
transplantation done or not.

— Safety toxicities.

— Event-Free Survival, Progression-Free Survival @wérall Survival for the whole randomized
population, for patients submitted to ASCT.

— Progression-Free Survival and Overall Survivaldatients randomized in maintenance.

2. STATISTICAL METHODOLOGY

2.1. Statistical methods
Statistical analysis was planned and performed faiows:

Descriptive statistics

Quantitative variables were summarized in tablepldying sample size, mean, standard deviation,
median, range; quartiles were presented when ceresidelevant.

Qualitative variables were described in terms @&qérencies of each response category and
frequencies converted into percentages of the nurobeatients or adverse events examined
depending on the statistical unit under investarati

Censored data were presented as Kaplan-Meier gldime to first event and summary tables of
Kaplan-Meier estimates for criterion rates at fixede points, with 95% CIs. The median time to
event was calculated (if reached) with 95% Clsinkaties of the treatment effect were expressed as
hazard ratios based on the Cox regression with @x%dence interval.

GELARC Page 14/301



CORAL / Analysis of induction part V2 - 24/11/2010

Satistical inference

Statistical tests were two-sided and performedgusirb% level of significance. 95% confidence

intervals were also presented when consideredaete®urvival endpoints were analyzed using the
log rank test (unstratified) and Cox model for esponding hazard ratio and p-value of treatment
effect and multivariate models.

The number and proportion of responders and ngoorekers in each treatment group, together
with the two-sided 95% Pearson-Clopper Cl were gnesd, as well as the difference between
proportion, the two-sided 95% asymptotic confideimterval and p-value of chi-square test.

All statistical analyses were carried out with S&%.3 software (SAS Institute, Cary, NC).

2.2. Determination of sample size

Part I induction:

The primary end point is mobilization adjusted masge rate after 3 cycles of chemotherapy and it
is expected to detect a difference in mobilizataajusted response rate of 15% between R-ICE
60% ( 75% response rate and 15% mobilization fajland R-DHAP 45 % ( 65% response rate and
20% mobilization failure) with a 82 % power at 5 $gnificance level. 400 patients should be
randomized between the two chemotherapy armsallgi#00 patients are to be randomised 1:1 to
either R-ICE or R-DHAP.

It was expected that 40% of these patients wiliegithot achieve Complete Response or Partial
Response or drop-out before ASCT. Immediately pooASCT it was expected that there will be
240 patients (400 x 60%) available for second ramdation (1:1) into the maintenance or
mabthera arms. First safety analysis on 100 patigaviewed by DSMC on 14th November 2005)
and first interim analysis on 200 patients (18thilApO07) showed that the drop-out rate is 50%.
Then, in order to keep the planned power with 24dfepts for the maintenance or mabthera arms,
we increase the initial sample size from 400 to @B each)

Part Il maintenance:

The primary endpoint of event free survival (EFSQswsed to assess sample size. If we wish to
detect after transplantation a change in the 2 geant-free of 15% in favor of the MabThera arm
65 % versus no maintenance 50 %, 240 patientspiaarted, randomized 1:1 between the two
treatment groups recruited over 3 years and foltbfee a minimum of two years, will provide 80%
power at the overall 5% (2-sided) significance legedetect the expected difference.

2.3. Interim analysis

An interim analysis of the two parts, response eaté EFS efficacy parameter was planned after
200 patients, necessitating an adjustment of theimed significance -level) for the final analysis

to maintain the overall global significance levehe O’Brien-Fleming adjustment will be used to
partition thea-level with a=0.003 at the first interim for response arxD.05 at the final analysis.

An interim analysis of the primary efficacy paraeretvas planned after the inclusion of 200
patients leading to 100 patients randomized to rtie@ntenance treatment. It necessitates an
adjustment of the nominal significanae-level) for the final analysis to maintain the caféglobal
significance level. The O’Brien-Fleming adjustmenmill be used to partition the-level with
a=8.10° (40 events) at the first interim ancE0.05 at the final analysis. The expected number of
events during the five years is 140 to 145.
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STUDY PATIENTS

3.1. Disposition of patients

The whole set of 481 patients was first randomisean July 24, 2003 to June 30, 2008
(approximately five years of enrollment). 245 patsewere then randomized in the' part of the

study from October 21, 2003 to October 21, 2008.

Nevertheless, CRFs for 4 patients could not bevereal.

Listing 3.1-1 Patients with CRF not recovered

Arm of treatment=ARM A / R-ICE

Initials of First
Randomization family Initials of Randomization Date of 2nd
Number Country Code name first name Date of Birth Date randomization
5003613301007 Australie - Nouvelle- JEN RO 10/01/1944 14/11/2006 31/01/2007
Zélande
5003620201405 Allemagne-Autriche STA BR 22/06/1950 03/04/2006 BR2006
5003631201412 Allemagne-Autriche WIL MA 27/02/1952 07/12/2007 -
N=3
Arm of treatment=ARM B / R-DHAP
Initials of First
Randomization family Initials of Randomization Date of 2nd
Number Country Code name first name Date of Birth Date randomization
5003613301404 Australie - Nouvelle- KEL ER 30/01/1946 14/11/2006 08/02/2007
Zélande
N=1

Thus, 477 patients, 243 from R-ICE arm and 234 fRMBHAP arm, are evaluable for induction

part, and 242 patients, 122 from the rituximab ard 120 from the observation arm, are evaluable

for maintenance part of the study.

This report deals with analysis of the inductiont jgé the study.

The following flowcharts describe the dispositidipatients during the whole study.
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Figure 3.1-1 Disposition of patients according toran of 1% randomization

Randomized patients

N =481

CRF not recovered

A 4

N=4

Evaluable patients

N =477

R-ICE

N =243

No study treatment received

N=4
(one death, 3 protocol violations

A

Received study treatment

N =239

Withdrawn during induction
N =234
(14 after C1, 20 after C2)
(20 for induction treatment failure, 7

for treatment toxicity, 3 for death, 2
for voluntary withdrawal, one other
reason, one unknown)

Completed induction phase

N = 205
(one pt with only 2 cycles)

Withdrawn during induction but
after 3 cycles

N =82

(74 for induction treatment
failure, 1 protocol violation,
1 death, 1 voluntary withdrawal, §
other reason)

Received BEAM+ASCT

N =123

Withdrawn during consolidation
N=7

(2 deaths, 5 other reasons)

A

Randomized in maintenance

N =116

(60 rituximab, 56 observation)

R-DHAP

N =234

No study treatment received
N=4
(one death, one protocol violation
2 patient voluntary withdrawals)

A 4

Received study treatment

N =230

Withdrawn during induction
N =234
(14 after C1, 19 after C2)

(24 for induction treatment
failure, 4 for treatment toxicity, 5
for death, one other reason)

A 4

Completed induction phase

N =196

Withdrawn during induction but
after 3 cycles

N =64
(49 for induction treatment
failure, 6 treatment toxicity, 2

voluntary withdrawal, 1 death, 6
other reasol

Received BEAM+ASCT

N =132

Withdrawn during consolidation
N=6

(one death, 5 other reasons)

Randomized in maintenance

N =126

(62 rituximab, 64 observation)
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Figure 3.1-2 Disposition of patients according tora of 2™ randomization

Randomized in maintenance

N =245

A 4

Evaluable patients

CRF not recovered
N=3

No study treatment received

N=6

(2 voluntary withdrawals, one los
to FU after ASCT, one missing
withdrawal, 2 not treated with

rituximab but maintenance visits

N =242
Rituximab Observation
N =122 N =120
(60 with R-ICE, 62 with R-DHAP) (56 with R-ICE, 64 with R-DHAP)
Switched from rituximab arm »
N=2

Received study treatment
(i.e. at least one injection)

N =116

Completed maintenance phaseg
(6 injections)

N=78

No maintenance visit

N=3

(one transplantation failure, one
voluntary withdrawal, one missing

withdrawal)

Received study treatment
(i.e. at least one visit)

N =119

Completed maintenance phase
(6 visits)

N =30
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3.2. Patients recruitment

32 patients (7%) did not respect at least oner@iieof inclusion/non inclusion: 19 patients (8%) i
R-ICE arm and 13 patients (6%) in R-DHAP arm.

Table 3.2-1 Criteria exceptions

Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP All
N % N % N %
AT LEAST ONE CRITERIA EXCEPTION
No 224 92 221 94 445 93
Yes 19 8 13 6 32 7
TOTAL 243 100 234 100 477 100

The following tables details inclusion and non ustbn criteria.

Inclusion criteria

1- Patient with histologically proven, CD20+ difeukarge B cell lymphoma in'relapse after CR, less than PR or
partial response to first line treatment

2- Aged from 18 to 65 years inclusive

3- Eligible for transplant

4- Previously treated with chemotherapy regimenaiamg anthracyclin with or without rituximab

5- ECOG performance statgs?

6- With a minimum life expectancy of 3 months

7- Signed informed consent form prior to randonitat

The following table presents the number and thegeage of patients respecting or not the
inclusion criteria:

Table 3.2-2 Inclusion criteria

FULFILLED
No Yes Total
N % N % N

CRITERIA

Inclusion Criteria 1 7 1 470 99 477
Inclusion Criteria 2 0 0 477 100 477
Inclusion Criteria 3 0 0 477 100 477
Inclusion Criteria 4 0 0 477 100 477
Inclusion Criteria 5 3 1 474 99 477
Inclusion Criteria 6 0 0 477 100 477
Inclusion Criteria 7 1 0 476 100 477

Exclusion criteria

1- Burkitt, mantle cell, T-cell ymphoma
2- CD20-negative NHL

3- HIV or HBV disease

4- Central nervous system or meningeal involverbgriymphoma

5- Not previously treated with anthracycline contiag regimens

6- Prior transplantation

7- Contraindication to any drug contained in therobtherapy regimens

8- Any serious active disease or co-morbid medioatition (according to the investigator’'s decigion

9- Poor renal function (creatinin level > 150 pMpfoor hepatic function (total bilirubin level30 mmol/l,
transaminases > 2.5 maximum normal level) unlessetlabnormalities are related to the lymphoma
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10- Poor bone marrow reserve as defined by neutsopi.5 G/l or platelets < 100 G/I, unless retbte bone marrow
infiltration

11- Any history of cancer during the last 5 yearigh the exception of non-melanoma skin tumorstags 0 (in situ)
cervical carcinoma

12- Treatment with any investigational drug witBit days before planned first cycle of chemothe sy during the
study

13- Pregnant woman

14- Adult patient unable to give informed consestduse of intellectual impairment

The following table presents the number and theggage of patients respecting or not the non
inclusion criteria:
Table 3.2-3 Exclusion criteria

FULFILLED
Missing No Yes Total
N % N % N % N
CRITERIA
Exclusion Criteria 1 0 0 476 100 1 0 477
Exclusion Criteria 2 0 0 475 100 2 0 477
Exclusion Criteria 3 1 0 472 99 4 1 477
Exclusion Criteria 4 0 0 477 100 0 0 477
Exclusion Criteria 5 0 0 477 100 0 0 477
Exclusion Criteria 6 0 0 477 100 0 0 477
Exclusion Criteria 7 0 0 476 100 1 0 477
Exclusion Criteria 8 0 0 477 100 0 0 477
Exclusion Criteria 9 1 0 467 98 9 2 477
Exlusion Criteria 10 0 0 467 98 10 2 477
Exclusion Criteria 11 0 0 475 100 2 0 477
Exclusion Criteria 12 0 0 477 100 0 0 477
Exclusion Criteria 13 0 0 477 100 0 0 477
Exclusion Criteria 14 0 0 477 100 0 0 477
Listing 3.2-1 Criteria not fulfilled
Randomization Age
Number Arm of treatment Sex (years) CRITERIA FULFILLED
5003101021027 | ARM A/R-ICE MALE 33 Exclusion Criteria 2 No
5003101021027 | ARM A/R-ICE MALE 33 Inclusion Criteria 1 No
5003101031001 | ARM A/R-ICE MALE 65 Exclusion Criteria 11 No
5003101041606 ARM A/ R-ICE MALE 64 Exclusion Criteria 1 No
5003101041606 ARM A/ R-ICE MALE 64 Exclusion Criteria 2 No
5003101041606 ARM A/ R-ICE MALE 64 Inclusion Criteria 1 No
5003101051004 | ARM A/R-ICE FEMALE 49 Exclusion Criteria 9 No
5003101131030 | ARM A/R-ICE FEMALE 48 Exclusion Criteria 3 No
5003101131030 | ARM A/R-ICE FEMALE 48 Exclusion Criteria 7 No
5003101131030 ARM A/ R-ICE FEMALE 48 Exclusion Criteria 9 No
5003101171637 | ARM A/R-ICE FEMALE 63 Exclusion Criteria 3 Missing
5003102341049 ARM A/ R-ICE MALE 33 Exlusion Criteria 10 No
5003102491616 | ARM A/R-ICE MALE 46 Exlusion Criteria 10 No
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Randomization Age
Number Arm of treatment Sex (years) CRITERIA FULFILLED
5003102541625 ARM A/ R-ICE MALE 25 Exclusion Criteria 3 No
5003602901002 ARM A/ R-ICE MALE 64 Inclusion Criteria 5 No
5003602901201 ARM A/ R-ICE FEMALE 31 Exlusion Criteria 10 No
5003603201627 | ARM A/R-ICE MALE 49 Exlusion Criteria 10 No
5003605201006 | ARM A/R-ICE FEMALE 63 Exclusion Criteria 9 No
5003609201013 | ARM A/R-ICE MALE 44 Inclusion Criteria 1 No
5003610201615 ARM A/ R-ICE MALE 62 Exclusion Criteria 9 No
5003614301614 ARM A/ R-ICE MALE 59 Inclusion Criteria 1 No
5003617501024 ARM A/ R-ICE FEMALE 61 Inclusion Criteria 5 No
5003622201022 | ARM A/R-ICE MALE 60 Exlusion Criteria 10 No
5003622501604 | ARM A/R-ICE MALE 47 Exlusion Criteria 10 No
5003630201055 | ARM A/R-ICE FEMALE 62 Exlusion Criteria 10 No
5003101031019 | ARM B/ R-DHAP | FEMALE 58 Inclusion Criteria 1 No
5003101061617 | ARM B/ R-DHAP | FEMALE 54 Exclusion Criteria 9 No
5003101071002 | ARM B/ R-DHAP MALE 64 Exclusion Criteria 9 No
5003101071005 | ARM B/ R-DHAP MALE 56 Inclusion Criteria 1 No
5003101251044 | ARM B/ R-DHAP | FEMALE 64 Exclusion Criteria 3 No
5003101251044 | ARM B/ R-DHAP | FEMALE 64 Inclusion Criteria 1 No
5003603201005 | ARM B/ R-DHAP MALE 50 Exclusion Criteria 3 No
5003603201027 | ARM B/ R-DHAP MALE 54 Exclusion Criteria 11 No
5003603201027 | ARM B/ R-DHAP MALE 54 Exlusion Criteria 10 No
5003603201027 | ARM B/ R-DHAP MALE 54 Inclusion Criteria 5 No
5003604701002 | ARM B/ R-DHAP | FEMALE 30 Exlusion Criteria 10 No
5003608301205 | ARM B/ R-DHAP | FEMALE 59 Exclusion Criteria 9 No
5003610201212 | ARM B/ R-DHAP MALE 23 Inclusion Criteria 7 No
5003617201031 | ARM B/ R-DHAP | FEMALE 56 Exclusion Criteria 9 Missing
5003623501405 | ARM B/ R-DHAP MALE 58 Exclusion Criteria 9 No
5003631201012 | ARM B/ R-DHAP | FEMALE 58 Exclusion Criteria 9 No
5003638501023 | ARM B/ R-DHAP MALE 60 Exlusion Criteria 10 No
N =42

GELARC

Page 21/301



CORAL / Analysis of induction part V2 - 24/11/2010

3.3. Protocol deviations
3.3.1. Protocol violations
Protocol violations in course of the study werecdbsd in blind-review document.

3.3.2. Withdrawals

318 premature withdrawals (67%) were observed duttiis trial: 8 before treatment period, 214
during induction period, 13 during consolidatiorripg and for patients randomized in the second
part of the study, 83 in maintenance period.

166 patients (68%) were withdrawn in R-ICE arm uer$52 patients (65%) in R-DHAP arm.

Table 3.3-1 Withdrawals from study

Table 3.3-2 Period of withdrawal from study

Table 3.3-3 Reason of withdrawal from study
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The main reasons for premature withdrawal werdrtreat failure (53%) and other reason (24%).
8 patients (5% of withdrawals) were withdrawn dadreatment toxicity in R-ICE arm versus 12
patients (8%) in R-DHAP arm.

All patients withdrawn prematurely from trial aistéd in section 86.1.

EFFICACY EVALUATION

4.1. Eligible patients for analysis

Five populations of patients were identified:

v Induction full analysis set (following the intent-to-treat principle) refers &ll randomized
patients regardless they have received study tesdtror not: 477 patients analyzed
according the therapy they were randomized to vecé&43 in R-ICE arm and 234 in R-
DHAP arm).

v Induction Intent-To-Treat (ITT) population refers to patients receiving at least one
injection of study treatment, regardless the qtmniijected: 469 patients analyzed
according the therapy they were randomized to vecé&39 in R-ICE arm and 230 in R-
DHAP arm).

v Induction safety population refers to patients receiving at least one injecto§ study
treatment: 469 patients analyzed according thefhyethey actually received (239 in R-ICE
arm and 230 in R-DHAP arm).

v Maintenance Intent-To-Treat (ITT) population refers to all patients formally randomized
in the 29 part of the study: 242 patients analyzed accordimg therapy they were
randomized to receive (122 in rituximab arm and ib2@bservation arm).

v Maintenance safety population refers to all patients formally randomized in 2§& part of
the study and have received at least one dos¢uafmab or have only been observed, and
have at least one maintenance follow-up assessrB8htpatients analyzed according the
therapy they actually received, i.e. patient w#l included in rituximab arm if he/she had
received at least one dose of rituximab during r@yntenance visit otherwise, he/she will
be included in observation arm (thus, 116 in ritoxib arm and 119 in observation arm).

Since all patients received randomized inducti@attnent, induction ITT and safety populations
are equivalent.

The following tables summarize the repartition afipnts per population and lists present excluded
patients.
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Table 4.1-1 Eligible patients for analysis per effiacy populations

60 13 56 12 127 27 243 51 62 13 64 13 108 23 234 49122 26 120 25 235 49 477 10(
60 13 56 12 123 26 239 51 62 13 64 14 104 22 230 49122 26 120 26 227 48 469 10(
0 0 0 0 4 50 4 50 0 0 0 0 4 50 4 50 0 0 0 [0 8 100 8 100
60 25 56 23 0 0 116 48 62 26 64 26 0 0 126 52 122 0 5 120 50 0 0 242 100
0 0 0 0 127 54 127 54 0 0 0 0 108 46 108 46 D 0 (0] 0 235 100 235 100
60 13 56 12 127 27 243 51 62 13 64 13 108 23 234 49122 26 120 25 235 49 477 10(
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Table 4.1-2 Eligible patients for analysis per safe populations

Actual arm of induction
ARM A/ R-ICE ARM B / R-DHAP All
Actual arm of maintenance Actual arm of maintenance Actual arm of maintenance
NOT NOT NOT
RITUXIMAB OBSERVATION | APPLICABLE All RITUXIMAB OBSERVATION | APPLICABLE All RITUXIMAB OBSERVATION | APPLICABLE All
N % N % N % N % N % N % N % % N % N % N % N %
Induction
Safety
population
Yes| 59 13 56 12 124 26 239 51 57 12 63 13 11 23 230 49116 25 119 25 234 50 469 104
Maintenance
safety
population
Yes| 59 25 56 24 0 0 115 49 57 24 63 27 0 Q 120 51 116 9 4 119 51 0 0 235 100
No 0 0 0 0 124 53 124 53 0 0 0 0 110 47 110 47 0 0 0 0 234 100 234 100
TOTAL 59 13 56 12 124 26 239 51 57 12 63 13 11 23 230 49116 25 119 25 234 50 469 104
Listing 4.1-1 Patients excluded from MITT/safety pa@ulations
Randomization First Randomization Date of Treatment period at
Number Arm of treatment Date withdrawal withdrawal Reason for premature withdrawal Other reason for premature withdrawal
5003101041606 ARM A/ R-ICE 03/12/2003 05/12/2003 BEFORE TREATMEN MAJOR PROTOCOL VIOLATION
5003603201627 ARM A/ R-ICE 28/03/2007 03/04/2007 BEFORE TREATMEN DEATH
5003609201013 ARM A/ R-ICE 14/03/2005 14/03/2005 BEFORE TREATMEN OTHER MEET NOT INCLUSION CRITERIAS
5003614301614 ARM A/ R-ICE 16/06/2005 17/06/2005 BEFORE TREATMEN MAJOR PROTOCOL VIOLATION
5003101071620 ARM B/ R-DHAP 29/10/2004 29/10/2004 BEFORE TREATNE PATIENT VOLONTARY WITHDRAWAL
5003601601004 ARM B/ R-DHAP 02/11/2007 04/11/2007 BEFORE TREATNE PATIENT VOLONTARY WITHDRAWAL
5003603201005 ARM B/ R-DHAP 08/10/2004 12/10/2004 BEFORE TREATME MAJOR PROTOCOL VIOLATION
5003603201027 ARM B/ R-DHAP 26/01/2006 26/01/2006 BEFORE TREATNE DEATH
N=8
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Listing 4.1-2 Patients excluded from maintenance $gty population

Randomization Arm of 2nd Date of 2nd Date of Treatment period at
Number randomization randomization withdrawal withdrawal Reason for premature withdrawal Other reason for premature withdrawal

5003601301015 RITUXIMAB 08/02/2008 18/03/2008 FOLLOW UP PERIOD PENT VOLONTARY WITHDRAWAL

5003604901602 RITUXIMAB 02/05/2005 28/06/2005 FOLLOW UP PERIOD BER LOST TO FOLLOW-UP AFTER BMT

5003608301605 RITUXIMAB 25/08/2004 13/09/2004 FOLLOW UP PERIOD PAEENT VOLONTARY WITHDRAWAL

5003617201613 RITUXIMAB 22/09/2005 - - -

5003101601610 OBSERVATION 17/05/2004 11/08/2004 FOLLOW UP PERIOD TRANSPLANTATION FAILURE

5003102361203 OBSERVATION 19/02/2004 13/03/2004 FOLLOW UP PERIOD PATIENT VOLONTARY WITHDRAWAL

5003631201619 OBSERVATION 14/06/2006 - - -

N=7
Listing 4.1-3 Patients with actual arm for maintenance treatment different from randomized
Reason for
Randomization Arm of 2nd Actual arm of Date of 2nd Date of Treatment period at premature
Number randomization maintenance randomization withdrawal withdrawal withdrawal Comments
5003612201401 RITUXIMAB OBSERVATION 29/09/2005 12/10/2005 FOLLOWP PERIOD OTHER THE PATIENT WAS RANDOMIZED AT RITUIKIAB BUT IT WAS
NOT GIVEN BECAUSE OF INCORRECTED COMMUNICATION
BETWEEN US AND THE PRIVATE PRAXIS
5003617201021 RITUXIMAB OBSERVATION 14/02/2006 17/03/2006 FOLLOWP PERIOD OTHER PATIENT STATUS : DUE TO HEP C INFEION AFTER
APHERESIS AND BAD CONDITION WE DECIDED TO STOP
RITUXIMAB THERAPY / EXAMINATION ABNORMAL DUE TO
LYMPHOMA : NO B-SYMPTOMS / LDH = 344 U/L (< 250 UL
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4.2. Baseline data
4.2.1. Demography

The median age af'tandomization was 54 years old (range from 1%5{o 6
Table 4.2-2 Age by category and sex ratio (FAS)

Table 4.2-1 Demography (FAS)

243 234 477
50.7 52.3 51.5
11.10 10.48 10.82
54.0 55.0 54.0
19 19 19
65 65 65
243 233 476
79.4 77.8 78.6
17.38 16.30 16.87
77.0 76.0 76.0
47 45 45
176 137 176
243 233 476
172.4 1725 172.5
9.47 9.21 9.33
173.0 173.0 173.0
147 152 147
196 198 198
243 232 475
1.914 1.891 1.903
0.2192 0.2074 0.2136
1.900 1.900 1.900
1.46 1.40 1.40
2.79 2.45 2.79
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4.2.2. Initial diagnosis

Table 4.2-3 Time between initial diagnosis and*1lrandomization (FAS)

Table 4.2-4 Time between intial diagnosis and™randomization by category (FAS)

Table 4.2-5 Characteristics at initial diagnosis (AS)
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Table 4.2-6 International Prognostic Index and indvidual factors at initial diagnosis (FAS)

190 86 178 84 368 85
30 14 34 16 64 15
220 100 212 100 432 100
97 41 101 44 198 42
142 59 131 56 273 58
239 100 232 100 471 100
93 43 97 47 190 45
123 57 108 53 231 55
216 100 205 100 421 100
42 21 42 22 84 21
76 37 78 41 154 39
66 32 49 26 115 29
20 10 21 11 41 10
118 58 120 63 238 60
86 42 70 37 156 40
204 100 190 100 394 100
170 73 174 76 344 74
64 27 55 24 119 26
234 100 229 100 463 100
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Table 4.2-7 p-values of Chi-2 test for individualdctors of IP| at initial diagnosis (FAS)

Performance Status at diagnosis (<2 Vs >=2) 0.4824
Ann Arbor Stage at diagnosis (I-1l Vs IlI-IV) 0.596
LDH at diagnosis (=< 1 N Vs > 1 N) 0.37p8
Age adjusted IPI at diagnosis (0-1 Vs 2-3) 0.211
Extra nodal involvement at diagnosis (<=1 Vs >1) 4109

IPI at diagnosis (0-2 Vs 3-5) 0.7682

B Symptoms at diagnosis (No Vs Yes) 0.3921
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Table 4.2-8 Anatomopathological report at initial dagnosis - review (FAS)

65 46 63 51 128 48
25 18 13 10 38 14
9 6 9 7 18 7
6 4 10 8 16 6
6 4 3 10 4

4 3 4 3 8 3
3 2 3 2 6 2

1 1 5 2
4 3 1 1 5 2
1 1 3 2 4 2
1 1 3 2 4 2
1 1 3 2 4 2
2 1 1 1 3 1
3 2 0 0 3 1
1 1 1 1 2 1
1 1 1 1 2 1
1 1 0 0 1 0
1 1 0 0 1 0
0 0 1 1 1 0
1 1 0 0 1 0
1 1 0 0 1 0
0 0 1 1 1 0
0 0 1 1 1 0
0 0 1 1 1 0

140 100 124 100 264 100

Final anatomo-pathological review was done for gadents (55%).
Considering local diagnosis (only reported for iig&sla patients) if review was not done, histology
is available for 358 patients (75%).
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Table 4.2-9 Anatomopathological report at initial dagnosis — review or if missing, local (FAS)

95 51 94 55 189 53
28 15 19 11 47 13
9 5 10 6 19 5
9 5 9 5 18 5
6 3 11 6 17 5

11 6 6 3 17 5
3 2 3 2 6 2
4 2 1 1 5 1
4 2 1 1 5 1
1 1 3 2 4 1
1 1 3 2 4 1
1 1 3 2 4 1
2 1 1 1 3 1
3 2 0 0 3 1
1 1 2 1 3 1
1 1 1 1 2 1
1 1 1 1 2 1
1 1 0 0 1 0
1 1 0 0 1 0
0 0 1 1 1 0
1 1 0 0 1 0
1 1 0 0 1 0
1 1 0 0 1 0
1 1 0 0 1 0
0 0 1 1 1 0
0 0 1 1 1 0
0 0 1 1 1 0

186 100 172 100 358 100
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4.2.3. Initial treatment

Table 4.2-10 Time between initial treatment and % randomization (FAS)

Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP All
Time frqm ipitial treatment to 1st N 240 228 468
randomization (months) Mean 259 30.0 279
Std 31.54 40.83 36.38
Median 13.4 13.1 13.2
Min 1 1 1
Max 179 238 238

Table 4.2-11 Characteristics of initial treatment FAS)

Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP All
N % N % N %
Chemotherapy regimen
CHOP - LIKE 203 84 203 87 406 85
ACVB - LIKE 32 13 27 12 59 12
OTHER 7 3 4 2 11 2
1 0 0 0 1 0
Immunotherapy
RITUXIMAB 155 64 151 65 306 64
UNKNOWN 1 0 1 0 2 0
87 36 82 35 169 35
Radiotherapy
LOCAL 63 26 51 22 114 24
OTHER 2 1 1 0 3 1
UNKNOWN 2 1 7 3 9 2
176 72 175 75 351 74
TOTAL 243 100 234 100 477 100

Overall 406 patients (85%) received CHOP-like chéma@py as initial treatment and 306 patients
(64%) received rituximab.

For patient 5003612501021, immunotherapy was ngssirevertheless as it was declared at
randomization that patient previously received xituab, he/she will be considered with prior
rituximab for exploratory analyses.

Details of other chemotherapy regimens and dosesdidtherapy are listed in section 86.2.

GELARC Page 33/301



CORAL / Analysis of induction part V2 - 24/11/2010

Table 4.2-12 Response af'line (FAS)

Response after first line (CR/CRu vs other) 0.3968

4.2.4. Progression/relapse diagnosis

Table 4.2-14 Time intervals with progression/relaps diagnosis (FAS)
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The following tables present the number and pesaggntof patients for baseline clinical
assessments:

Table 4.2-15 Characteristics at relapse (FAS)

Table 4.2-16 Number of extra nodal sites at relapgEAS)

The median number of extra nodal sites was 1 ih hohs.
The details of nodal and extra-nodal involvementlisted in section §6.3.
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Table 4.2-17 International Prognostic Index and indvidual factors at relapse (FAS)

214 88 203 88 417 88
28 12 29 13 57 12
93 38 89 38 182 38

149 62 143 62 292 62

242 100 232 100 474 100

111 47 112 49 223 48

126 53 117 51 243 52

237 100 229 100 466 100
47 20 52 23 99 21
95 40 87 38 182 39
79 34 67 30 146 32
14 6 21 9 35 8

142 60 139 61 281 61
93 40 88 39 181 39

235 100 227 100 462 100

175 72 154 66 329 69
67 28 78 34 145 31

242 100 232 100 474 100
35 15 46 20 81 18
72 31 51 22 123 27
67 29 59 26 126 27
44 19 40 18 84 18
12 5 26 11 38 8

4 2 5 2 9 2

174 74 156 69 330 72
60 26 71 31 131 28

234 100 227 100 461 100
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Table 4.2-18 p-values of Chi-2 test for individuafactors of IPI at progression/relapse diagnosis (F8)

P-value
Variable/Treatment (Chi-2)
Performance Status at baseline (<2 Vs >=2) 0.7557
Ann Arbor stage at baseline (I-Il Vs IlI-IV) 0.9879
LDH at baseline (=< 1 NVs > 1 N) 0.65¢3
Age adjusted IPI at baseline (0-1 Vs 2-3) 0.8p88
Total of extra nodal site at baseline (<=1 Vs >1) .1600
B Symptoms at baseline (No Vs Yes) 0.4513
IPI at baseline (0-2 Vs 3-5) 0.17p8

Table 4.2-19 Other characteristics at relapse (FAS)

Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP All
N % N % N %
beta 2 microglobulin (mg/l)
<3 127 78 124 78 251 78
>=3 35 22 34 22 69 22
Total 162 100 158 100 320 100
Albumin baseline (G/L)
<=35 35 17 40 19 75 18
>35 171 83 170 81 341 82
Total 206 100 210 100 416 100

Table 4.2-20 Bone marrow biopsy at relapse (FAS)

Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP All
N % N % N %
Bone marrow Biopsy
Not involved 196 81 180 77 376 79
Involved 21 9 22 9 43 9
Unspecified 3 1 2 1 5 1
Not Done 23 9 29 12 52 11
TOTAL 243 100 233 100 476 100
If BM involved, type of cells
LARGE CELLS 14 67 13 59 27 63
SMALL CELLS 5 24 8 36 13 30
UNKNOWN 2 10 1 5 3 7
TOTAL 21 100 22 100 43 100

Overall, 43 patients (9%) presented an involvedebmarrow biopsy at baseline, mainly with large
cells (63%).
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Table 4.2-21 PET scan at relapse (FAS)

PET scan at relapse is available for 174 patie3%o].

Table 4.2-22 Number of sites used for response ewnvation at relapse diagnosis (FAS)

The median number of sites used for response ew@uaas 2 (range: 1 to 6).
The lesions’codification is presented in sectiorB86
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Table 4.2-23 Anatomopathological report at relapse review (FAS)

Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP All
N % N % N %
Histology (review) at relapse
Lymphome diffus a grandes cellules B 51 41 62 49 113 45
Lymphome diffus a grandes cellules B (centroblasticg) 29 23 26 20 55 22
Lymphome a grandes cellules B thymique 8 6 3 2 11 4
Lymphome diffus a grandes cellules B (immunoblastige) 5 4 6 5 11 4
Lymphome a grandes cellules B développé (ou asso@&)n
Lymphome B folliculaire 4 3 4 3 8 3
Lymphome B non classable pour raisons techniques 2 2 5 4 7 3
Lymphome & grandes cellules B développé (ou assoG&)n
Lymphome B de la zone marginale 4 3 1 1 5 2
Lymphome a grandes cellules B non classable pour sins
techniques 3 2 1 1 4 2
lymphome B agressif non classable 1 1 3 2 4 2
Lymphome folliculaire grade 2 1 1 3 2 4 2
Insuffisance de matériel 3 2 1 1 4 2
Lymphome folliculaire et diffus 1 1 2 2 3 1
Lymphome diffus & grandes cellules B (B riche en THistiocytes) 1 1 2 2 3 1
Lymphome diffus a grandes cellules B (anaplasique) 2 2 1 1 3 1
Lymphome folliculaire grade 3 B 1 1 1 1 2 1
Lymphome T angio-immunoblastique 1 1 1 1 2 1
Lymphome folliculaire grade 3 A 1 1 1 1 2 1
Lymphome & grandes cellules B plasmoblastique 1 1 1 1 2 1
Lymphome T périphérique (sans spécificité 1 1 0 0 1 0
Hodgkin a prédominance lymphocytaire nodulaire (paagranulome
nodulaire) 1 1 0 0 1 0
Lymphome folliculaire en transformation possible (erL. a grandes
cellules B) 1 1 0 0 1 0
Lymphome a grandes cellules B développé (ou assoGé)n
Lymphome B a "petites cellules" sans précision 0 0 1 1 1 0
Lymphome B a "petites cellules" non classable pouraisons
techniques 0 0 1 1 1 0
Lymphome a grandes cellules non classable 1 1 0 0 1 0
Lymphome folliculaire grade 1 1 1 0 0 1 0
Lymphome folliculaire non gradable 0 0 1 1 1 0
Zone grise entre Hodgkin / lymphoprolifération EBV 1 1 0 0 1 0
TOTAL 125 100 127 100 252 100

Final anatomo-pathological review was done for gatents (53%).
Considering local diagnosis (only reported for riaela patients) if review was not done, histology
is available for 315 patients (66%).
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Table 4.2-24 Anatomopathological report at relapse review or if missing, local (MITT)

78 50 90 57 168 53
29 18 27 17 56 18
9 6 4 13 4
5 3 6 4 11 3
4 3 4 3 8 3
2 5 3 7 2
4 3 1 1 5 2
2 1 3 2 2
3 2 1 1 4 1
1 1 3 2 4 1
1 1 3 2 4 1
3 2 1 1 4 1
1 1 2 1 3 1
3 2 0 0 3 1
2 1 1 1 3 1
1 1 1 1 2 1
1 1 1 1 2 1
1 1 1 1 2 1
2 1 0 0 2 1
1 1 1 1 2 1
1 1 0 0 1 0
1 1 0 0 1 0
1 1 0 0 1 0
0 0 1 1 1 0
0 0 1 1 1 0

1 1 1
0 0 1
157 100 158 100 315 100
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4.2.5. Medical history

343 patients (72%) presented with medical relevastory and 266 patients (56%) presented at
least one persisting disease at baseline.

Table 4.2-25 Medical history (FAS)

4.2.6. Concomitant treatments

294 patients (62%) presented at least one concontitsatment at inclusion and 106 patients (22%)
presented at least one prescription due to lymphoma

Table 4.2-26 Concomitant treatments (FAS)
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4 .3. Evaluation after induction treatment

Table 4.3-1 Induction — Bone marrow biopsy (inducthn ITT)

Table 4.3-2 Induction — PET scan (induction ITT)

Table 4.3-3 Induction - Number of sites used for iponse evaluation (induction ITT)

On the 451 patients with reported sites, the mediamber of sites used for response evaluation
was 2 (range: 1 to 6).
The lesions’ codifications are presented in seciioA.
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4.4. Follow-up

Stopping date was set to June 1, 2010 since lasit®ccurred on this date. 90% of patients had a
date of last contact after September 1, 2009.

Table 4.4-1 Stopping date (induction ITT)

Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP
N % N %
Date of last contact earlier than 01/06/2010
(stopping date)
No 140 59 140 61
Yes 99 41 90 39
Total 239 100 230 100
Date of last contact earlier than 01/09/2009
No 209 87 208 90
Yes 30 13 22 10
Total 239 100 230 100

The list of the 52 patients with a date of conteatlier than September 1, 2009 is presented in
section 86.5.

Table 4.4-2 Follow-up duration (induction ITT)

Arm of treatment N Median Min Max
Follow-up (months) ALL 469 45 0 79
Follow-up (months) ARM A/ R-ICE 239 45 0 77
Follow-up (months) ARM B / R-DHAP 230 45 0 79

With date of last contact censored at the stopplizg, the median duration of follow-up for the
induction ITT population (calculated from date 6frandomization) is 45 months (range from 0 to

77 months).
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4.5. Efficacy results
4.5.1. Primary criterion

The primary criterion for the *1randomization part of the study is the mobilizatiadjusted
response rate, i.e overall response rate (ORR) plaienResponse CR/CRu and Partial Response
PR) adjusted with successful mobilizatatthe end of 2 and/or 3 cycles of induction chdma@py
treatment before high-dose chemotherapy and adofotransplantation.

Thus, response rate after induction treatementseeble first described.

24 patients (13 in R-ICE arm and 11 in R-DHAP apr®sented with no response (not evaluated or
missing) at the end of induction. Out of them, Idrevbecause of death (5 in both arms) and 2 in R-
ICE arm due to patient voluntary withdrwal. The b§these patients is shown in section 86.6.1.

Including deaths in response evaluation only fatigpés with no response, the results are the
following ones:
Table 4.5-1 Primary criterion — Response after indation treatment (induction ITT)

Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP
N % N %
Response after complete induction (including death®r
not evaluated patients)
COMPLETE RESPONSE 57 24 60 26
UNCONFIRMED COMPLETE RESPONSE 31 13 25 11
PARTIAL RESPONSE 65 27 63 27
STABLE DISEASE 26 11 27 12
PROGRESSIVE DISEASE 47 20 44 19
DEATH 5 2 5 2
NOT EVALUATED 5 2 4 2
Missing 3 1 2 1
Total 239 100 230 100

Table 4.5-2 Primary criterion — Overall Response r&e after induction treatment (induction ITT)

Arm of treatment | Nb patients | Nb responders (CR/CRu/PR)| OR rate (%) | 95% ClI lower | 95% CI upper
ARM A/ R-ICE 239 153 64.0 57.6 70.1
ARM B/ R-DHAP 230 148 64.3 57.8 70.5

Table 4.5-3 Primary criterion — Difference betweerDOR rates after induction treatment (induction ITT)

Difference between
OR rates (%)

-0.3

95% CI lower
-9.0

95% CI upper
8.3

p-value
0.9404

R-ICE vs R-DHAP
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Table 4.5-4 Primary criterion — Complete Responseate after induction treatment (induction I1TT)

Nb responders
Arm of treatment Nb patients (CR/CRu) CR rate (%) 95% ClI lower 95% CI upper
ARM A/ R-ICE 239 88 36.8 30.7 43.3
ARM B/ R-DHAP 230 85 37.0 30.7 43.5

Table 4.5-5 Primary criterion — Difference betweerCR rates after induction treatment (induction ITT)

Difference between
CR rates (%)

-0.1

95% CI lower
-8.9

95% CI upper
8.6

p-value
0.9756

R-ICE vs R-DHAP

Considering deaths during induction phase eveatiepts had a response after induction treatment,

8 additional patients died:

v/ 2 patients in R-ICE arm: 1 received one cycle aad then in progressive disease and one was
in CRu after complete induction but died of coneatrillness.

v' 6 patients in R-DHAP arm: 5 were in progressiveeds® (4 received one cycle and one
received 3 cycles) and one was in stable diseaseamplete induction but died of toxicity of
study treatment.

The list of the 18 patients who died during treaitmghase (7 in R-ICE arm and 11 in R-DHAP

arm) is shown in section 86.6.1. Including thesatloe the results are the following ones:

Table 4.5-6 Primary criterion — Response after indation treatment including deaths for all patients {nduction

ITT)
Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP
N % N %
Response after complete induction (including death®r
all patients)
COMPLETE RESPONSE 57 24 60 26
UNCONFIRMED COMPLETE RESPONSE 30 13 25 11
PARTIAL RESPONSE 65 27 63 27
STABLE DISEASE 26 11 26 11
PROGRESSIVE DISEASE 46 19 39 17
DEATH 7 3 11 5
NOT EVALUATED 5 2 4 2
Missing 3 1 2 1
Total 239 100 230 100

Table 4.5-7 Primary criterion — Overall Response rie after induction treatment including deaths for dl patients

(induction 1TT)

Nb responders
Arm of treatment Nb patients (CR/CRU/PR) OR rate (%) 95% ClI lower 95% CI upper
ARM A/ R-ICE 239 152 63.6 57.2 69.7
ARM B/ R-DHAP 230 148 64.3 57.8 70.5
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Table 4.5-8 Primary criterion — Difference betweerOR after induction treatment including deaths for dl
patients (induction ITT)

Difference between
OR rates (%)

-0.7

p-value
0.8658

95% CI lower
-9.4

95% ClI upper
7.9

R-ICE vs R-DHAP

Table 4.5-9 Primary criterion — Complete Responseate after induction treatment including deaths forall
patients (induction ITT)

Nb responders
Arm of treatment Nb patients (CR/CRu) CR rate (%) 95% ClI lower 95% CI upper
ARM A/ R-ICE 239 87 36.4 30.3 42.8
ARM B/ R-DHAP 230 85 37.0 30.7 43.5

Table 4.5-10 Primary criterion — Difference betweerCR rates after induction treatment including deatts for all
patients (induction ITT)

Difference between
CR rates (%)

-0.6

95% CI lower
-9.3

p-value
0.9008

95% CI upper
8.2

R-ICE vs R-DHAP

To evaluate mobilization adjusted response ratéeatmn failure needs to be described.

Table 4.5-11 Primary criterion — Collection failure (induction ITT)

Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP
N % N %
Collection failure

No 159 65 167 71

Yes 37 15 24 10

Missing 47 19 43 18
Total 243 100 234 100

Table 4.5-12 Primary criterion — Reason of collecatin failure (induction ITT)

Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP
N % N %
Collection failure - reason

NOT ENOUGH CELLS 29 78 20 83
OTHER CAUSE 6 16 4 17

Missing 2 5 0 0
Total 30 100 24 100

List of other reason of collection failure are dé@sed in section §6.6.1, 5 were due to no collectio
according to protocol rules since previous onelakba.
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Table 4.5-13 Primary criterion — Overall Response Rte adjusted with successful mobilization (inductin ITT)

Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP
N % N %
Response after complete induction Collection failure
CR/CRu/PR No| 123 51 130 57
Yes 26 11 15 7
Missing 4 2 3 1
Other No| 36 15 37 16
Yes 11 5 9 4
Missing 39 16 36 16
Total 239 100 230 100

Table 4.5-14 Primary criterion — Mobilization Adjusted Response Rate (induction ITT)

Nb responders
with successful
Arm of treatment Nb patients mobilization MARR (%) 95% CI lower 95% CI upper
ARM A/ R-ICE 239 123 51.5 42.0 55.1
ARM B/ R-DHAP 230 130 56.5 37.0 50.2

Table 4.5-15 Primary criterion — Difference betweerMobilization Adjusted Response Rates (induction IT)

Difference between
MARR (%) 95% ClI lower 95% CI upper p-value

R-ICE vs R-DHAP 5.1 -141 4.0 0.2720

The mobilization adjusted response rate is 51.5% in R-ICE arm vs 56.5% in R-DHAP arm
(p=0.27).

If mobilization adjsuted response rate is calcaldbe patients in complete response (CR/CRu) and
no collection failure, results are shown in sec6r6.1.
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4.5.2. Secondary criteria
45.2.1. Mobilization
Table 4.5-16 Mobilization — Collected cells (indu@n ITT)

157 166
9.490 16.542
40.2192 69.8178
5.300 5.230
1.14 1.20
507.15 629.00
19 13
1.486 2.647
3.4004 3.3759
0.520 0.900
0.00 0.00
15.09 9.42
176 179
8.626 15.533
38.0704 67.3229
4.865 5.100
0.00 0.00
507.15 629.00

Table 4.5-17 Mobilization — Number of collectionsifiduction ITT)
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Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP

Total Number of collections N 184 184

Mean 1.9 1.6

Std 1.14 0.80

Median 2.0 1.0

Min 0 0

Max 7 5

Table 4.5-18 Mobilization — Source of stem cellsn@uction ITT)

Arm of treatment

ARM A/ R-ICE ARM B / R-DHAP
N % N %
Source of Stem Cells
Peripheral source 184 97 178 97
Bone marrow 4 2 4 2
Peripheral source + Bone marrow 2 1 1 1
Total 190 100 183 100

4.5.2.2. Consolidation treatment: BEAM+ASCT

All patients who received BEAM regimen underwentiodegous stem cell transplantation.
Thus, 123 patients (51%) in R-ICE arm and 132 ptdi€57%) in R-DHAP arm received ASCT.

Table 4.5-19 Consolidation — Patients with BEAM andASCT (induction ITT)

Arm of treatment

ARM A/ R-ICE ARM B / R-DHAP
N % N %

Consolidation treatment (BEAM)

Yes 123 51 132 57

No 116 49 98 43
Transplantation

Yes 123 51 132 57

No 116 49 98 43
Total 239 100 230 100

14 patients who where eligible to transplantaticesgonders and no
receive ASCT (7 in both arms).

collection failure) did not

On the other hand, 9 patients who where not ekgibltransplantation received ASCT: 7 were in
stable disease after induction (1 in R-ICE arm @md R-DHAP arm) and 2 (one in both arms) had
a missing response. 8 of them was then randomizethintenance part.

These patients are described in section §86.6.2.

3 patients received also ASCT with collected CD84tis less than 2.%(kg (2 in R-ICE arm and
one in RDHAP arm).
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Table 4.5-20 Consolidation — Time intervals with déection and transplantation (induction ITT)

177 179
5.6 -0.4
41.15 86.02
13.0 13.0
-413 -966
122 56
120 132
38.0 457
47.96 101.28
29.0 28.0
2 6
453 1017
120 132
44.3 51.9
47.91 101.24
35.0 34.0
9 12
459 1023
122 132
6.3 6.2
0.49 0.88
6.0 6.0
5 0
8 10
116 126
8.0 7.5
16.03 17.42
8.0 7.0
-84 =77
53 70
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Table 4.5-21 Consolidation — Period of collectioni{duction ITT)

Arm of treatment

ARM A/ R-ICE ARM B / R-DHAP
N % N %
Period of collection
Before C1 2 1 2 1
Ci1-c2 7 4 6 3
C2-C3 34 19 44 24
After C3 134 76 128 71
Total 177 100 180 100

45.2.3. Event-Free Survival

According to the definition of events, 323 patief@8%) presented with an event: 67 (14%) with a
new treatment out of progression, 226 (48%) witbgpession/relapse and 30 (6%) with death

without progression.

Table 4.5-22 Secondary criteria — Events for surviad analysis (induction ITT)

Arm of treatment

ARM A/ R-ICE ARM B / R-DHAP
N % N %
Events
No event 69 29 77 33
New treatment out of progression 36 15 31 13
Progression/relapse 119 50 107 47
Death without progression 15 6 15 7
TOTAL 239 100 230 100

170 patients in the R-ICE arm and 153 patientshmn R-DHAP arm presented with an event
(respectively 71% and 67%): 36 and 31 (respectii&B6 and 13%) with a new treatment out of
progression, 119 and 107 (respectively 50% and 4wb) progression/relapse, and 15 and 15

(respectively 6% and 7%) with death without progi@s.

Event-Free survival is measured from dateSbfahdomization to date of'event.
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Figure 4.5-1 Secondary criteria — Event-Free Survial (induction ITT)

0.8
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0.2
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24

36

48

EFS (months)

72

No. of Subjects

469

Event

Censored Median Survival (95% CL)
69% (323) 31% (146) 7.13 ( 5.82 9.99)

Table 4.5-23 Secondary criteria — Duration of Evenfree Survival (induction ITT)

N

Median

95% CI lower

95% CI Upper

Min

Max

EFS (months)

469

7

6

10

0

79

Table 4.5-24 Secondary criteria — Kaplan-Meier estiates for Event-Free Survival (induction ITT)

Time Point 95% ClI 95% Cl | Patients at

(months) | EFS (%) Lower Upper risk
12 41.9 374 46.4 190
24 355 31.1 39.9 150
36 30.5 26.2 34.8 102
48 30.2 25.9 345 67
60 29.7 25.4 34.1 33
72 24.4 19.0 30.1 8
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Figure 4.5-2 Secondary criteria — Event-Free Survial according to treatment arm (induction 1TT)
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EFS (months)
No. of Subjects Event Censored Median Survival (95% CL)
ARM A/ R-ICE 239 71% (170) 29% (69) 6.51 ( 4.99 9.92)
ARM B / R-DHAP 230 67% (163) 33% (77) 7.49 ( 6.82 12.71)

Table 4.5-25 Secondary criteria — Duration of Evenfree Survival according to treatment arm (inductian ITT)

95% ClI 95% ClI
Arm of treatment N Median lower Upper Min Max
EFS (months) ARM A/ R-ICE 239 7 5 10 0 77
EFS (months) ARM B / R-DHAP 230 7 6 13 0 79

Table 4.5-26 Secondary criteria — Kaplan-Meier estnates for Event-Free Survival according to treatmeharm

(induction ITT)

Time Point
Arm of treatment (months) EFS (%) 95% CI Lower 95% CI Upper Patients at risk
ARM A/ R-ICE 12 39.8 33.4 46.0 91
ARM A/ R-ICE 24 335 275 39.6 70
ARM A/ R-ICE 36 26.2 205 32.2 43
ARM A/ R-ICE 48 26.2 205 32.2 23
ARM A/ R-ICE 60 26.2 205 32.2 11
ARM A/ R-ICE 72 20.9 13.4 295 1
ARM B / R-DHAP 12 441 37.6 50.4 99
ARM B / R-DHAP 24 37.4 311 43.7 80
ARM B / R-DHAP 36 34.8 28.6 41.0 59
ARM B / R-DHAP 48 34.2 28.0 40.5 44
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Time Point
Arm of treatment (months) EFS (%) 95% CI Lower 95% CI Upper Patients at risk
ARM B/ R-DHAP 60 33.3 27.1 39.7 22
ARM B/ R-DHAP 72 28.0 20.5 35.9 7

Table 4.5-27 Secondary criteria — Hazard ratio of RCE arm for Event-Free Survival (induction ITT)

Hazard 95% Hazard Ratio
Parameter p-value Ratio Confidence Limits

R-ICE 0.2687 1.131 0.909 1.408

4.5.2.4. Progression-Free Survival

Progression-Free survival is measured from dataredomization to date of progression/relapse or
death from any cause.

115 events in the R-ICE arm and 103 events in tHeHAP arm were taken into account for
Progression-Free Survival.

Figure 4.5-3 Secondary criteria — Progression-FreSurvival (induction I1TT)
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PFS (months)
No. of Subjects Event Censored Median Survival (95% CL)
469 62% (290) 38% (179) 13.01 (10.15 20.50)
Table 4.5-28 Secondary criteria — Duration of Progession-Free Survival (induction ITT)
N Median 95% CI lower 95% CI Upper Min Max
PFS (months) 469 13 10 21 0 79
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Table 4.5-29 Secondary criteria — Kaplan-Meier estnates for Progression-Free Survival (induction ITT)

Time Point 95% ClI 95% Cl | Patients at

(months) | PFS (%) Lower Upper risk
12 51.7 47.0 56.1 233
24 434 38.8 47.9 181
36 37.7 33.1 42.2 123
48 37.4 32.8 41.9 79
60 35.7 31.0 40.4 38
72 30.2 243 36.3 9

Figure 4.5-4 Secondary criteria — Progression-FreBurvival according to treatment arm (induction ITT)

0.8
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0 12 24 36 48 60 72
PFS (months)
No. of Subjects Event Censored Median Survival (95% CL)
ARM A/ R-ICE 239 64% (152) 36% (87) 12.91 ( 9.26 23.36)
ARM B / R-DHAP 230 60% (138) 40% (92) 13.96 (10.02 24.11)

Table 4.5-30 Secondary criteria — Duration of Progession-Free Survival according to treatment arm (iduction

ITT)
95% ClI 95% ClI
Arm of treatment N Median lower Upper Min Max
PFS (months) ARM A/ R-ICE 239 13 9 23 0 77
PFS (months) ARM B / R-DHAP 230 14 10 24 0 79
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Table 4.5-31 Secondary criteria — Kaplan-Meier estnates for Progression-Free Survival according to #atment
arm (induction ITT)

Time Point
Arm of treatment (months) PFS (%) 95% CI Lower 95% CI Upper Patients at risk
ARM A/ R-ICE 12 50.9 44.3 57.2 116
ARM A/ R-ICE 24 42.9 36.4 49.2 89
ARM A/ R-ICE 36 34.2 27.9 40.6 54
ARM A/ R-ICE 48 34.2 27.9 40.6 31
ARM A/ R-ICE 60 315 24.8 38.5 15
ARM A/ R-ICE 72 27.0 191 35.5 2
ARM B / R-DHAP 12 52.3 45.7 58.6 117
ARM B / R-DHAP 24 43.8 37.3 50.2 92
ARM B / R-DHAP 36 41.2 34.6 47.5 69
ARM B / R-DHAP 48 40.6 34.0 47.0 48
ARM B/ R-DHAP 60 39.6 33.0 46.1 23
ARM B/ R-DHAP 72 334 25.0 42.1 7

Table 4.5-32 Secondary criteria — Hazard ratio of RCE arm for Progression-Free Survival (induction ITT)

Hazard 95% Hazard Ratio
Parameter p-value Ratio Confidence Limits

R-ICE 0.4109 1.102 0.875 1.387

4.5.2.5. Overall Survival
Overall survival is measured from date of randomnzreto date of death from any cause.

125 deaths in the R-ICE arm and 112 deaths in #BHRP arm were taken into account for
Overall Survival.
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Figure 4.5-5 Secondary criteria — Overall Survivalinduction ITT)
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51% (237) 49% (232) 37.26 (26.78 60.68)

Table 4.5-33 Secondary criteria — Duration of Overth Survival (induction ITT)

N

Median

95% CI lower

95% CI Upper

Min

Max

OS (months)

469

37

27

61

0

79

Table 4.5-34 Secondary criteria — Kaplan-Meier estnates for Overall Survival (induction ITT)

Time Point 95% ClI 95% Cl | Patients at
(months) | OS (%) Lower Upper risk
12 70.1 65.6 74.0 315
24 56.1 51.4 60.5 228
36 50.2 45.4 54.8 162
48 47.5 42.5 52.3 100
60 44.9 39.5 50.1 48
72 38.3 31.6 45.0 11
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Figure 4.5-6 Secondary criteria — Overall Survivahccording to treatment arm (induction ITT)
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OS (months)
No. of Subjects Event Censored Median Survival (95% CL)
ARM A/ R-ICE 239 52% (125) 48% (114) 34.53 (23.85 51.42)
ARM B/ R-DHAP 230 49% (112) 51% (118) 58.97 (23.23 NA )

Table 4.5-35 Secondary criteria — Duration of Overth Survival according to treatment arm (induction 1TT)

95% CI 95% CI
Arm of treatment N Median lower Upper Min Max
OS (months) ARM A/ R-ICE 239 35 24 51 0 77
OS (months) ARM B / R-DHAP 230 59 23 - 0 79

Table 4.5-36 Secondary criteria — Kaplan-Meier estates for Overall Survival according to treatment am

(induction 1TT)

Time Point
Arm of treatment (months) OS (%) 95% CI Lower 95% CI Upper Patients at risk
ARM A/ R-ICE 12 68.7 62.2 74.2 155
ARM A/ R-ICE 24 56.1 49.3 62.2 114
ARM A/ R-ICE 36 48.9 42.0 554 79
ARM A/ R-ICE 48 43.4 36.2 50.4 43
ARM A/ R-ICE 60 40.9 334 48.3 20
ARM A/ R-ICE 72 34.0 24.6 43.6 4
ARM B / R-DHAP 12 714 65.1 76.9 160
ARM B / R-DHAP 24 56.1 49.4 62.3 114
ARM B / R-DHAP 36 51.6 44.7 58.0 83
ARM B/ R-DHAP 48 51.6 44.7 58.0 57
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Time Point
Arm of treatment (months) OS (%) 95% CI Lower 95% CI Upper Patients at risk
ARM B / R-DHAP 60 48.8 41.3 56.0 28
ARM B / R-DHAP 72 42.5 33.0 51.6 7

Table 4.5-37 Secondary criteria — Hazard ratio of RCE arm for Overall Survival (induction ITT)

Hazard 95% Hazard Ratio
Parameter p-value Ratio Confidence Limits

R-ICE 0.3389 1.133 0.878 1.462

4.5.2.6. Event-Free Survival of patients submitted to ASCT
Event-Free Survival of patients submitted to AS€mieasured from date of transplantation.

Figure 4.5-7 Secondary criteria — Event-Free Survial (patients with ASCT)
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EFS (months)
No. of Subjects Event Censored Median Survival (95% CL)
255 47% (121) 53% (134) 57.00 (25.76 NA )
Table 4.5-38 Secondary criteria — Duration of Evenfree Survival (patients with ASCT)
N Median 95% CI lower 95% CI Upper Min Max
EFS (months) 255 57 26 - 0 76
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Table 4.5-39 Secondary criteria — Kaplan-Meier esthates for Event-Free Survival (patients with ASCT)

Time Point 95% ClI 95% Cl | Patients at

(months) | EFS (%) Lower Upper risk
12 66.5 60.3 72.0 165
24 58.1 51.7 64.0 124
36 52.0 455 58.2 90
48 52.0 455 58.2 55
60 46.1 38.0 53.9 25
72 43.8 35.0 52.4 6

Figure 4.5-8 Secondary criteria — Event-Free Survial according to treatment arm (patients with ASCT)
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0 12 24 36 48 72
EFS (months)
No. of Subjects Event Censored Median Survival (95% CL)
ARM A/ R-ICE 123 52% (64) 48% (69) 27.66 (21.06 NA )
ARM B / R-DHAP 132 43% (57) 57% (75) NA (3177 NA )

Table 4.5-40 Secondary criteria — Duration of Evenfree Survival according to treatment arm (patientswith

ASCT)
95% ClI 95% ClI
Arm of treatment N Median lower Upper Min Max
EFS (months) ARM A/ R-ICE 123 28 21 - 0 74
EFS (months) ARM B/ R-DHAP 132 - 32 - 0 76
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Table 4.5-41 Secondary criteria — Kaplan-Meier estnates for Event-Free Survival according to treatmeharm

(patients with ASCT)

Time Point
Arm of treatment (months) EFS (%) 95% CI Lower 95% CI Upper Patients at risk
ARM A/ R-ICE 12 64.5 55.3 72.3 77
ARM A/ R-ICE 24 55.5 46.1 63.9 59
ARM A/ R-ICE 36 46.4 36.9 55.3 37
ARM A/ R-ICE 48 46.4 36.9 55.3 19
ARM A/ R-ICE 60 42.2 30.5 53.3 10
ARM A/ R-ICE 72 36.1 21.9 50.6 1
ARM B / R-DHAP 12 68.4 59.7 75.7 88
ARM B / R-DHAP 24 60.4 51.4 68.3 65
ARM B / R-DHAP 36 57.4 48.2 65.5 53
ARM B / R-DHAP 48 57.4 48.2 65.5 36
ARM B/ R-DHAP 60 50.3 39.1 60.6 15
ARM B/ R-DHAP 72 50.3 39.1 60.6 5

Table 4.5-42 Secondary criteria — Hazard ratio of RCE arm for Event-Free Survival (patients with ASCT)

Hazard 95% Hazard Ratio
Parameter p-value Ratio Confidence Limits
R-ICE 0.1612 1.291 0.903 1.846
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4.5.2.7. Progression-Free Survival of of patients submitted to ASCT

Progression-Free Survival for patients submitteASCT is measured from date of transplantation
to date of progression/relapse or death from angea

Figure 4.5-9 Secondary criteria — Progression-FreBurvival (patients with ASCT)
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PFS (months)
No. of Subjects Event Censored Median Survival (95% CL)
255 45% (114) 55% (141) 58.51 (31.77 NA )

Table 4.5-43 Secondary criteria — Duration of Progession-Free Survival (patients with ASCT)

N

Median

95% CI lower

95% CI Upper

Min

Max

PFS (months)

255

59

32

0

76

Table 4.5-44 Secondary criteria — Kaplan-Meier estates for Progression-Free Survival (patients witiASCT)

Time Point 95% ClI 95% CI | Patients at

(months) | PFS (%) Lower Upper risk
12 69.3 63.2 74.6 172
24 60.9 545 66.6 128
36 54.7 48.1 60.9 92
48 54.7 48.1 60.9 56
60 48.7 40.4 56.5 26
72 46.4 37.3 54.9 6
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Figure 4.5-10 Secondary criteria — Progression-FreBurvival according to treatment arm (patients withASCT)
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No. of Subjects Event Censored Median Survival (95% CL)
ARM A/ R-ICE 123 50% (62) 50% (61) 31.51 (22.77 NA )
ARM B / R-DHAP 132 39% (52) 61% (80) NA (57.00 NA )

Table 4.5-45 Secondary criteria — Duration of Progession-Free Survival according to treatment arm (p@gents

with ASCT)
95% CI 95% CI
Arm of treatment N Median lower Upper Min Max
PFS (months) ARM A/ R-ICE 123 32 23 - 0 74
PFS (months) ARM B/ R-DHAP 132 - 57 - 0 76

Table 4.5-46 Secondary criteria — Kaplan-Meier estates for Progression-Free Survival according to #atment

arm (patients with ASCT)

Time Point
Arm of treatment (months) PFES (%) 95% CI Lower 95% CI Upper Patients at risk
ARM A/ R-ICE 12 66.1 57.0 73.8 79
ARM A/ R-ICE 24 57.2 47.7 65.5 61
ARM A/ R-ICE 36 48.1 38.6 57.0 38
ARM A/ R-ICE 48 48.1 38.6 57.0 20
ARM A/ R-ICE 60 44.1 32.6 55.0 11
ARM A/ R-ICE 72 38.6 24.6 52.3 1
ARM B / R-DHAP 12 72.3 63.7 79.1 93
ARM B / R-DHAP 24 64.2 55.2 71.8 67
ARM B/ R-DHAP 36 61.1 51.8 69.1 54
ARM B/ R-DHAP 48 61.1 51.8 69.1 36
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Time Point
Arm of treatment (months) PFS (%) 95% CI Lower 95% CI Upper Patients at risk
ARM B/ R-DHAP 60 53.6 41.8 64.0 15
ARM B/ R-DHAP 72 53.6 41.8 64.0 5

Table 4.5-47 Secondary criteria — Hazard ratio of RCE arm for Progression-Free Survival (patients wih

ASCT)
Hazard 95% Hazard Ratio
Parameter p-value Ratio Confidence Limits
R-ICE 0.0850 1.383 0.956 2.000

4.5.2.8. Overall Survival of patients submitted to ASCT

Overall survival for patients submitted to ASCTmegasured from date of transplantation to date of
death from any cause.

Figure 4.5-11 Secondary criteria — Overall Survivalpatients with ASCT)
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OS (months)
No. of Subjects Event Censored Median Survival (95% CL)
255 35% (88) 65% (167) NA (58.38 NA )
Table 4.5-48 Secondary criteria — Duration of Overth Survival (patients with ASCT)
N Median 95% CI lower 95% CI Upper Min Max
OS (months) 255 - 58 - 0 76
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Table 4.5-49 Secondary criteria — Kaplan-Meier estiates for Overall Survival (patients with ASCT)

Time Point 95% ClI 95% Cl | Patients at

(months) | OS (%) Lower Upper risk
12 84.5 79.3 884 210
24 74.9 68.9 79.8 157
36 67.6 61.0 73.3 112
48 64.2 57.3 70.3 68
60 55.2 45.9 63.5 30
72 52.1 41.5 61.7 6

Figure 4.5-12 Secondary criteria — Overall Survivabccording to treatment arm (patients with ASCT)
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OS (months)
No. of Subjects Event Censored Median Survival (95% CL)
ARM A/ R-ICE 123 41% (50) 59% (73) 58.51 (39.03 NA )
ARM B / R-DHAP 132 29% (38) 71%(94) NA (5838 NA )

Table 4.5-50 Secondary criteria — Duration of Overth Survival according to treatment arm (patients wih ASCT)

95% ClI 95% ClI
Arm of treatment N Median lower Upper Min Max
OS (months) ARM A/ R-ICE 123 59 39 - 0 74
OS (months) ARM B / R-DHAP 132 - 58 - 0 76
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Table 4.5-51 Secondary criteria — Kaplan-Meier estiates for Overall Survival according to treatment am

(patients with ASCT)

Time Point
Arm of treatment (months) OS (%) 95% CI Lower 95% CI Upper Patients at risk
ARM A/ R-ICE 12 81.0 72.8 87.0 97
ARM A/ R-ICE 24 714 62.3 78.6 77
ARM A/ R-ICE 36 63.1 53.3 71.3 51
ARM A/ R-ICE 48 56.4 46.0 65.5 27
ARM A/ R-ICE 60 48.8 35.5 60.9 13
ARM A/ R-ICE 72 41.9 25.1 57.7 1
ARM B / R-DHAP 12 87.7 80.7 92.3 113
ARM B / R-DHAP 24 78.1 69.9 84.4 80
ARM B / R-DHAP 36 71.9 62.8 79.2 61
ARM B / R-DHAP 48 71.9 62.8 79.2 41
ARM B/ R-DHAP 60 61.5 48.5 72.2 17
ARM B/ R-DHAP 72 61.5 48.5 72.2 5

Table 4.5-52 Secondary criteria — Hazard ratio of RCE arm for Overall Survival (patients with ASCT)

Hazard 95% Hazard Ratio
Parameter p-value Ratio Confidence Limits
R-ICE 0.0625 1.494 0.979 2.278
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4.5.3. Exploratory analyses

The prognostic impact of the two stratificationstéas (prior treatment with rituximab and failure
from diagnosis) is analysed on the induction IT pylation.

Table 4.5-53 Exploratory analyses — Stratificactiofiactors (induction ITT)

Table 4.5-54Exploratory analyses -p-values of Chi-2 test for stratification factors {nduction ITT)

Prior Rituximab according to arm 0.9842
Failure from diagnosis according to arm 0.414(
Failure from diagnosis according to prior rituximab <.0001
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4.5.3.1. According to prior rituximab

Table 4.5-55Exploratory analyses —Characteristics at initial diagnosis according to pior rituximab (induction

T
126 89 237 83 363 85
15 11 48 17 63 15

141 100 285 100 426 100
97 60 99 33 196 42
65 40 202 67 267 58
162 100 301 100 463 100
87 63 99 36 186 45
52 37 177 64 229 55
139 100 276 100 415 100
54 43 30 11 84 22

38 30 111 42 149 38
25 20 89 34 114 29
8 6 33 13 41 11

92 74 141 54 233 60
33 26 122 46 155 40
125 100 263 100 388 100
142 89 197 67 339 74
18 11 99 33 117 26
160 100 296 100 456 100
51 41 18 7 69 18

35 28 82 31 117 30
24 19 76 29 100 26
11 59 23 70 18

4 23 9 27 7

0 0 4 2 4 1

110 88 176 67 286 74
15 12 86 33 101 26
125 100 262 100 387 100
111 71 153 52 264 58
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Table 4.5-56Exploratory analyses — p-value of Chi-2 test forlsaracteristics at initial diagnosis according to pror

rituximab (induction ITT)

Performance Status at diagnosis (<2 Vs >=2)

0.0§

Ann Arbor Stage at diagnosis (-1 Vs IlI-IV)

<.000

LDH at diagnosis (=<1 N Vs > 1 N)

<.000]

Age adjusted IPI at diagnosis (0-1 Vs 2-3) 0.00
Nb of extra nodal sites at diagnosis (<=1 Vs >1) 0091
IPI at diagnosis (0-2 Vs 3-5) <.0001

B Symptoms at diagnosis (No Vs Yes)

<.00(

Table 4.5-57Exploratory analyses —Characteristics at progression/relapse diagnosis aording to prior rituximab

(induction 1TT)

21

78 48

103

35

181

40

45 28

99

34

144

32
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6 4 27 9 33 7

112 69 166 57 278 61
51 31 126 43 177 39
163 100 292 100 455 100
125 75 200 67 325 70
41 25 100 33 141 30
166 100 300 100 466 100
30 18 49 17 79 17

50 31 72 25 122 27
50 31 76 26 126 28
25 15 58 20 83 18
6 4 29 10 35 8

2 7 2 9 2

130 80 197 68 327 72
33 20 94 32 127 28
163 100 291 100 454 100
130 79 221 74 351 76
35 21 77 26 112 24
165 100 298 100 463 100

Table 4.5-58Exploratory analyses — p-value of Chi-2 test forlsaracteristics at progression/relapse diagnosis

according to prior rituximab (induction ITT)

Age (<40y vs >=40y)

0.4259

Performance Status at baseline (<2 Vs >=2)

0.0128

Ann Arbor stage at baseline (I-11 Vs llI-IV)

0.2977

LDH at baseline (=<1 N Vs >1N)

0.391¢

Age adjusted IPI at baseline (0-1 Vs 2-3)

0.0128

Nb of extra nodal sites at baseline (<=1 Vs >1)

50

B Symptoms at baseline (No Vs Yes)

0.2685

IPI at baseline (0-2 Vs 3-5)

0.006(])
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Table 4.5-59 Exploratory analyses — Overall resporgate according to prior rituximab (induction ITT)

Prior treatment with Rituximab

No Yes
N % N %
Response after complete induction
CR/CRU/PR 137 82 164 54
Other 30 18 138 46
Total 167 100 302 100

Table 4.5-60 Exploratory analyses — Complete respea rate according to prior rituximab (induction ITT)

Prior treatment with Rituximab

No Yes
N % N %
Response after complete induction
CR/CRu 84 50 89 29
Other 83 50 213 71
Total 167 100 302 100

Table 4.5-61 Exploratory analyses — Mobilization ajdisted response rate according to prior rituximab {nduction

ITT)
Prior treatment with Rituximab
No Yes
N % N %
Mobilization adjusted overall response rate
No 44 26 172 57
Yes 123 74 130 43
Total 167 100 302 100

Table 4.5-62 Exploratory analyses — Univariate angsis for response rates according to prior rituximdp

(induction ITT)

Prior rituximab: No

p-value (Wald Chi-2)

Odds ratio estimates

95% Wald confidence limits

Response to induction CR/CRuU/PR <.0001 3.843 2.437 6.059
Response to induction CR/CRu <.0001 2.422 1.637 3.582
Mobilization adjusted response rate <.0001 0.270 0.179 0.409
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Figure 4.5-13 Exploratory analyses — Event-Free Suival according to prior rituximab (induction ITT)

Survival Probability
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Prior rituximab: No
Prior rituximab: Yes

No. of Subjects Event
167 53% (89)
302

77% (234) 23% (68)

Censored Median Survival (95% CL)
47% (78) 31.28 (23.36 61.96)

4.47 ( 3.48 5.75)

Table 4.5-63 Exploratory analyses — Duration of Ev#-Free Survival according to prior rituximab (indu ction

ITT)
Prior treatment
with Rituximab N Median 95% CI lower 95% CI Upper Min Max
No 167 31 23 62 1 79
Yes 302 4 3 6 0 78

Table 4.5-64 Exploratory analyses — Kaplan-Meier éisnates for Event-Free Survival according to prior

rituximab (induction ITT)

Time
Point Survival 95% ClI 95% Cl | Patients at
Prior treatment with Rituximab (years) (%) Lower Upper risk

No 12 65.4 57.6 72.1 105
No 24 57.2 49.2 64.4 87
No 36 47.8 39.8 55.5 59
No 48 47.0 38.9 54.7 46
No 60 45.9 37.7 53.7 24
No 72 374 274 47.3 7
Yes 12 28.9 23.9 34.2 85
Yes 24 235 18.8 284 63
Yes 36 20.9 16.4 25.8 43
Yes 48 20.9 16.4 25.8 21
Yes 60 20.9 16.4 25.8 9
Yes 72 17.4 10.8 254 1
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Table 4.5-65 Exploratory analyses — Hazard ratio ofrrior rituximab for Event-Free Survival (induction 1TT)

Hazard 95% Hazard Ratio
Parameter p-value Ratio Confidence Limits
Prior rituximab: No <.0001 0.439 0.343 0.561

Figure 4.5-14 Exploratory analyses — Progression-Ee Survival according to prior rituximab (induction ITT)
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Prior rituximab: No
Prior rituximab: Yes

No. of Subjects

167
302

Event
48% (80)

Censored Median Survival (95% CL)
52% (87) 60.68 (30.85 NA )
70% (210) 30% (92)

6.93 ( 5.36 9.53)

Table 4.5-66 Exploratory analyses — Duration of Proression-Free Survival according to prior rituximab

(induction ITT)

Prior treatment

with Rituximab N Median 95% CI lower 95% CI Upper Min Max
No 167 61 31 - 1 79
Yes 302 7 5 10 0 78

Table 4.5-67 Exploratory analyses — Kaplan-Meier éisnates for Progression-Free Survival according t@rior

rituximab (induction ITT)

Time
Point Survival 95% Cl 95% Cl | Patients at
Prior treatment with Rituximab (years) (%) Lower Upper risk

No 12 75.1 67.7 81.0 121
No 24 63.8 55.9 70.7 97
No 36 53.5 45.3 61.1 65
No 48 52.7 44.4 60.3 51
No 60 50.1 41.4 58.1 26
No 72 41.4 30.9 51.6 7
Yes 12 38.6 33.0 441 112
Yes 24 32.0 26.7 374 84
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Time
Point Survival 95% CI 95% Cl | Patients at
Prior treatment with Rituximab (years) (%) Lower Upper risk
Yes 36 28.9 23.7 34.3 58
Yes 48 28.9 23.7 34.3 28
Yes 60 27.8 22.4 334 12
Yes 72 24.7 17.5 325 2

Table 4.5-68 Exploratory analyses — Hazard ratio gbrior rituximab for Progression-Free Survival (induction ITT)

Hazard 95% Hazard Ratio
Parameter p-value Ratio Confidence Limits
Prior rituximab: No <.0001 0.455 0.351 0.589

Figure 4.5-15 Exploratory analyses — Overall Survial according to prior rituximab (induction ITT)
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167
302

Prior rituximab: No
Prior rituximab: Yes

No. of Subjects

Event Censored Median Survival (95% CL)
40% (66) 60% (101) 62.42 (53.59 NA )
57% (171) 43% (131) 17.28 (14.19 26.78)

Table 4.5-69 Exploratory analyses — Duration of Owall Survival according to prior rituximab (inducti on ITT)

Prior treatment
with Rituximab N Median 95% CI lower 95% CI Upper Min Max
No 167 62 54 - 2 79
Yes 302 17 14 27 0 78
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Table 4.5-70 Exploratory analyses — Kaplan-Meier éisnates for Overall Survival according to prior rit uximab

(induction ITT)

Time
Point Survival 95% Cl 95% Cl | Patients at
Prior treatment with Rituximab (years) (%) Lower Upper risk
No 12 86.6 80.3 90.9 140
No 24 4.7 67.2 80.7 114
No 36 67.3 59.2 74.1 83
No 48 62.0 53.4 69.4 62
No 60 56.4 46.9 64.9 30
No 72 46.5 35.3 56.9 8
Yes 12 60.8 55.0 66.2 175
Yes 24 45.7 39.9 51.4 114
Yes 36 40.6 34.8 46.4 79
Yes 48 39.8 33.8 45.7 38
Yes 60 39.8 33.8 45.7 18
Yes 72 36.2 27.6 44.8 3
Table 4.5-71 Exploratory analyses — Hazard ratio gfrior rituximab for Overall Survival (induction IT_T)
Hazard 95% Hazard Ratio
Parameter p-value Ratio Confidence Limits
Prior rituximab: No <.0001 0.485 0.364 0.646

4.5.3.2. According to failure from diagnosis

Table 4.5-72Exploratory analyses —Characteristics at initial diagnosis according to &ilure from diagnosis

(induction 1TT)

Failure from diagnosis
< 12 months >= 12 months All
N % N % N %
Performance Status at diagnosis
<2 211 82 152 90 363 85
>=2 47 18 16 10 63 15
TOTAL 258 100 168 100 426 100
Ann Arbor Stage at diagnosis
I-11 97 35 99 53 196 42
n-1v 178 65 89 47 267 58
TOTAL 275 100 188 100 463 100
LDH at diagnosis
<=1N 79 32 107 65 186 45
>1N 171 68 58 35 229 55
TOTAL 250 100 165 100 415 100
Age adjusted IPI at initial diagnosis
0 29 12 55 36 84 22
87 37 62 41 149 38
2 87 37 27 18 114 29
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33 14 8 5 41 11
116 49 117 77 233 60
120 51 35 23 155 40
236 100 152 100 388 100
194 72 145 78 339 74

77 28 40 22 117 26
271 100 185 100 456 100

21 9 48 32 69 18

68 29 49 32 117 30
65 28 35 23 100 26
53 23 17 11 70 18
25 11 2 1 27 7

3 1 1 1 4 1
154 66 132 87 286 74
81 34 20 13 101 26
235 100 152 100 387 100
140 52 124 68 264 58
131 48 58 32 189 42
271 100 182 100 453 100

Table 4.5-73Exploratory analyses — p-value of Chi-2 test forlsaracteristics at initial diagnosis according to fdure

from diagnosis (induction ITT)

Performance Status at diagnosis (<2 Vs >=2) 0.0135
Ann Arbor Stage at diagnosis (I-1 Vs IlI-IV) 0.020
LDH at diagnosis (=< 1 N Vs > 1 N) <.0001
Age adjusted IPI at diagnosis (0-1 Vs 2-3) <.0001
Nb of extra nodal sites at diagnosis (<=1 Vs >1) 1080

IPI at diagnosis (0-2 Vs 3-5) <.0001

B Symptoms at diagnosis (No Vs Yes) 0.0005

GELARC

Page 76/301



CORAL / Analysis of induction part

V2 - 24/11/2010

Table 4.5-74Exploratory analyses -Characteristics at progression/relapse diagnosis aording to failure from

diagnosis (induction ITT)

57 21 16 8 73 16
219 79 177 92 396 84
276 100 193 100 469 100
232 85 180 94 412 88

42 15 12 6 54 12
274 100 192 100 466 100
106 39 73 38 179 38
169 61 118 62 287 62
275 100 191 100 466 100
114 42 106 56 220 48
155 58 84 44 239 52
269 100 190 100 459 100

53 20 44 23 97 21

97 36 84 45 181 40

90 34 54 29 144 32

27 10 6 3 33 7
150 56 128 68 278 61
117 44 60 32 177 39
267 100 188 100 455 100
187 68 138 72 325 70

87 32 54 28 141 30
274 100 192 100 466 100

41 15 38 20 79 17

72 27 50 27 122 27

71 27 55 29 126 28

49 18 34 18 83 18

25 10 5 35 8

8 3 1 1 9 2

184 69 143 76 327 72

82 31 45 24 127 28
266 100 188 100 454 100
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Table 4.5-75Exploratory analyses — p-value of Chi-2 test forlsaracteristics at progression/relapse diagnosis

according to failure from diagnosis (induction ITT)

Age (<40y vs >=40y)

0.0003

Performance Status at baseline (<2 Vs >=2)

0.0026

Ann Arbor stage at baseline (I-11 Vs llI-IV)

0.9433

LDH at baseline (=< 1 N Vs > 1 N)

0.004¢4

Age adjusted IPI at baseline (0-1 Vs 2-3)

0.01

D3

Nb of extra nodal sites at baseline (<=1 Vs >1)

004

B Symptoms at baseline (No Vs Yes)

0.2514

IPI at baseline (0-2 Vs 3-5)

0.1071

Table 4.5-76 Exploratory analyses — Overall respoesate according to failure from diagnosis (inductbn ITT)

Table 4.5-77 Exploratory analyses — Complete respea rate according to failure from diagnosis (indugbn ITT)
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Table 4.5-78 Exploratory analyses — Mobilization agisted response rate according to failure from diagosis

(induction ITT)

Failure from diagnosis (Randomization)
< 12 months >= 12 months
N % N %
Mobilization adjusted overall response rate
No 163 59 53 27
Yes 113 41 140 73
Total 276 100 193 100

Table 4.5-79 Exploratory analyses — Univariate angsis for response rates according to failure from idgnosis

(induction ITT)

Failure from diagnosis < 12 months

p-value (Wald Chi-2) Odds ratio estimates

95% Wald confidence limits

Response to induction CR/CRu/PR <.0001 0.156 0.097 0.249
Response to induction CR/CRu <.0001 0.253 0.170 0.375
Mobilization adjusted response rate <.0001 3.810 2.562 5.666

Figure 4.5-16 Exploratory analyses — Event-Free Suival according to failure from diagnosis (inductian ITT)

0.8

0.6+

0.4

Survival Probability

0.2

Failure from diagnosis <12 months
------------ Failure from diagnosis >=12 months

Ty

“k
e
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04 Logrank p<0.0001

+
Sk e

0 12 24 36 48 60 72
EFS (months)
No. of Subjects Event  Censored Median Survival (95%
Failure from diagnosis <12 months 276 79% (218) 21% (58) 3.8 ( 3.19 4.60)
Failure from diagnosis >=12 months 193 54% (105) 46% (88) 28.19 (21.13 60.68)
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Table 4.5-80 Exploratory analyses — Duration of Ev#-Free Survival according to failure from diagnoss

(induction ITT)

Failure from

diagnosis N Median 95% CI lower 95% CI Upper Min Max
< 12 months 276 4 3 5 0 78
>=12 months 193 28 21 61 1 79

Table 4.5-81 Exploratory analyses — Kaplan-Meier géisnates for Event-Free Survival according to failue from

diagnosis (induction ITT)

Time
Point Survival 95% ClI 95% Cl | Patients at
Failure from diagnosis (years) (%) Lower Upper risk

< 12 months 12 26.1 21.0 314 68
< 12 months 24 21.8 17.1 27.0 54
< 12 months 36 19.5 14.9 245 39
< 12 months 48 19.5 14.9 24.5 30
< 12 months 60 19.5 14.9 24.5 15
< 12 months 72 16.4 11.1 22.5 3
>=12 months 12 64.3 57.1 70.7 122
>=12 months 24 54.7 47.3 61.5 96
>=12 months 36 46.0 385 53.1 63
>=12 months 48 45.2 37.8 524 37
>= 12 months 60 43.9 36.2 51.3 18
>= 12 months 72 35.6 25.3 46.0 5

Table 4.5-82 Exploratory analyses — Hazard ratio ofailure from diagnosis for Event-Free Survival (irduction ITT)

Hazard 95% Hazard Ratio
Parameter p-value Ratio Confidence Limits
Failure from diagnosis < 12 months| <.0001 2.450 1.936 3.100
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Figure 4.5-17 Exploratory analyses — Progression-Ee Survival according to failure from diagnosis (iduction ITT)

Survival Probability

Failure from diagnosis <12 months
Failure from diagnosis >=12 months

0.8
0.6
0.4
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04 Logrank p<0.0001
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PFS (months)

Failure from diagnosis <12 months
Failure from diagnosis >=12 months

No. of Subjects
276
193

Event

71% (196) 29% (80)
49% (94)

549 ( 417 7.06)

Censored Median Survival (95%
51% (99) 50.86 (28.52 65.54)

Table 4.5-83 Exploratory analyses — Duration of Proression-Free Survival according to failure from dagnosis

(induction ITT)

Failure from

diagnosis N Median 95% CI lower 95% CI Upper Min Max
< 12 months 276 5 4 7 0 78
>=12 months 193 51 29 66 1 79

Table 4.5-84 Exploratory analyses — Kaplan-Meier éisnates for Progression-Free Survival according tdailure

from diagnosis (induction ITT)

Time
Point Survival 95% ClI 95% Cl | Patients at
Failure from diagnosis (years) (%) Lower Upper risk

< 12 months 12 35.6 29.9 41.3 92
< 12 months 24 29.8 24.4 35.3 72
< 12 months 36 27.3 22.0 32.8 52
< 12 months 48 27.3 22.0 32.8 38
< 12 months 60 27.3 22.0 32.8 19
< 12 months 72 24.0 17.8 30.7 4
>=12 months 12 74.3 67.5 79.9 141
>= 12 months 24 62.5 55.2 69.0 109
>= 12 months 36 52.3 447 59.4 71
>= 12 months 48 51.6 43.9 58.7 41
>= 12 months 60 47.1 38.6 55.2 19
>=12 months 72 38.5 27.4 49.6 5
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Table 4.5-85 Exploratory analyses — Hazard ratio dhilure from diagnosis for Progression-Free Survial (induction ITT)

Hazard | 95% Hazard Ratio
Parameter p-value | Ratio Confidence Limits
Failure from diagnosis < 12 months | <.0001 2.319 1.810 2.970

Figure 4.5-18 Exploratory analyses — Overall Survial according to failure from diagnosis (induction ITT)

Survival Probability
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Event
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Censored Median Survival (95%
60% (166) 40% (110) 14.49 (11.86 21.65)
63% (122) 62.42 (58.97 NA )

Table 4.5-86 Exploratory analyses — Duration of Owall Survival according to failure from diagnosis (induction

ITT)
Failure from
diagnosis N Median 95% CI lower 95% CI Upper Min Max
< 12 months 276 14 12 22 78
>= 12 months 193 62 59 - 79
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Table 4.5-87 Exploratory analyses — Kaplan-Meier ésnates for Overall Survival according to failure from

diagnosis (induction ITT)

Time
Point Survival 95% Cl 95% Cl | Patients at
Failure from diagnosis (years) (%) Lower Upper risk

< 12 months 12 55.7 495 61.5 144
< 12 months 24 42.1 36.0 48.0 100
< 12 months 36 37.6 31.6 43.6 71
< 12 months 48 36.2 30.1 42.3 47
< 12 months 60 36.2 30.1 42.3 24
< 12 months 72 32.0 24.3 39.9 4
>= 12 months 12 90.0 84.8 93.5 171
>=12 months 24 75.6 68.7 81.1 128
>=12 months 36 67.6 60.1 74.0 91
>= 12 months 48 63.3 55.3 70.3 53
>= 12 months 60 56.8 47.1 65.4 24
>= 12 months 72 46.6 34.4 57.8 7

Table 4.5-88 Exploratory analyses — Hazard ratio ofailure from diagnosis for Overall Survival (induction ITT)

Hazard 95% Hazard Ratio
Parameter p-value Ratio Confidence Limits
Failure from diagnosis < 12 months| <.0001 2.391 1.808 3.161
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4.5.3.3. According to prior rituximab and failure from diagnosis

Table 4.5-89 Exploratory analyses — Overall respoegate according to prior rituximab and failure from
diagnosis (induction ITT)

Table 4.5-90 Exploratory analyses — Complete respea rate according to prior rituximab and failure from
diagnosis (induction ITT)

Table 4.5-91 Exploratory analyses — Mobilization aisted response rate according to prior rituximab and
failure from diagnosis (induction ITT)
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Figure 4.5-19 Exploratory analyses — Event-Free Suival according to prior rituximab by failure from diagnosis

(induction ITT)
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Figure 4.5-20 Exploratory analyses — Event-Free Suival according to failure from diagnosis by prior rituximab

(induction ITT)
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Table 4.5-92 Exploratory analyses — Duration of Ev#-Free Survival according to prior rituximab and failure

from diagnosis (induction ITT)

Failure from
Prior treatment with diagnosis 95% ClI 95% Cl
Rituximab (Randomization) N Median lower Upper Min Max
EFS (months) No < 12 months 44 5 4 - 1 74
EFS (months) No >=12 months 123 36 26 66 1 79
EFS (months) Yes < 12 months 232 3 3 4 0 78
EFS (months) Yes >= 12 months 70 15 8 - 1 66

Table 4.5-93 Exploratory analyses — Kaplan-Meier ¢isnates for Event-Free Survival according to prior

rituximab and failure from diagnosis (induction ITT)

Prior treatment with Failure from Time Point
Rituximab diagnosis (months) EFS (%) 95% Cl Lower | 95% Cl Upper | Patients at risk
No < 12 months 12 48.6 33.0 62.6 19
No < 12 months 24 435 28.3 57.7 17
No < 12 months 36 40.8 25.9 55.2 15
No < 12 months 48 40.8 25.9 55.2 15
No < 12 months 60 40.8 25.9 55.2 9
No < 12 months 72 36.3 211 51.6 2
No >=12 months 12 71.3 62.3 78.4 86
No >=12 months 24 62.0 52.7 70.0 70
No >= 12 months 36 50.2 40.6 59.0 44
No >= 12 months 48 49.1 39.5 58.0 31
No >= 12 months 60 47.2 374 56.5 15
No >=12 months 72 37.2 248 49.6 5
Yes < 12 months 12 219 16.7 27.5 49
Yes < 12 months 24 17.8 13.2 23.1 37
Yes < 12 months 36 15.5 11.0 20.7 24
Yes < 12 months 48 15.5 11.0 20.7 15
Yes < 12 months 60 15.5 11.0 20.7 6
Yes < 12 months 72 12.4 6.7 19.9 1
Yes >= 12 months 12 52.2 39.9 63.2 36
Yes >= 12 months 24 42.0 30.2 53.2 26
Yes >= 12 months 36 38.6 27.1 50.0 19
Yes >= 12 months 48 38.6 27.1 50.0 6
Yes >= 12 months 60 38.6 27.1 50.0 3
Yes >= 12 months 72 38.6 27.1 50.0 0
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Figure 4.5-21 Exploratory analyses — Progression-Ee Survival according to prior rituximab by failure from

diagnosis (induction ITT)
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Figure 4.5-22 Exploratory analyses — Progression-Ee Survival according to failure from diagnosis byprior

rituximab (induction ITT)
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Table 4.5-94 Exploratory analyses — Duration of Prgression-Free Survival according to prior rituximab and

failure from diagnosis (induction ITT)

Failure from
Prior treatment with diagnosis 95% ClI 95% Cl
Rituximab (Randomization) N Median lower Upper Min Max
PFS (months) No < 12 months 44 35 7 - 1 74
PFS (months) No >= 12 months 123 61 31 - 1 79
PFS (months) Yes < 12 months 232 5 4 6 0 78
PFS (months) Yes >= 12 months 70 29 16 - 1 66

Table 4.5-95 Exploratory analyses — Kaplan-Meier gésnates for Progression-Free Survival according tgrior

rituximab and failure from diagnosis (induction ITT)

Prior treatment with Failure from Time Point
Rituximab diagnosis (months) PES (%) 95% Cl Lower | 95% Cl Upper | Patients at risk
No < 12 months 12 62.8 46.6 75.3 25
No < 12 months 24 50.2 34.3 64.2 20
No < 12 months 36 47.4 31.7 61.7 17
No < 12 months 48 47.4 31.7 61.7 17
No < 12 months 60 47.4 31.7 61.7 10
No < 12 months 72 42.7 26.3 58.1 2
No >=12 months 12 79.4 71.1 85.6 96
No >=12 months 24 68.5 594 76.0 77
No >= 12 months 36 55.4 45.7 64.2 48
No >= 12 months 48 54.3 445 63.1 34
No >= 12 months 60 50.2 39.6 59.9 16
No >=12 months 72 40.0 26.7 52.8 5
Yes < 12 months 12 30.5 24.6 36.6 67
Yes < 12 months 24 25.9 204 31.8 52
Yes < 12 months 36 235 18.0 29.3 35
Yes < 12 months 48 235 18.0 29.3 21
Yes < 12 months 60 235 18.0 29.3 9
Yes < 12 months 72 20.5 13.7 28.2 2
Yes >= 12 months 12 65.3 52.8 75.2 45
Yes >= 12 months 24 521 39.7 63.1 32
Yes >= 12 months 36 46.8 34.5 58.2 23
Yes >= 12 months 48 46.8 34.5 58.2 7
Yes >= 12 months 60 40.2 24.4 55.4 3
Yes >= 12 months 72 40.2 244 55.4 0
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Figure 4.5-23 Exploratory analyses — Overall Survial according to prior rituximab by failure from dia gnosis

(induction ITT)
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Figure 4.5-24 Exploratory analyses — Overall Survial according to failure from diagnosis by prior rituximab

(induction ITT)
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Table 4.5-96 Exploratory analyses — Duration of Ovall Survival according to prior rituximab and fail ure from

diagnosis (induction ITT)

Failure from
Prior treatment with diagnosis 95% ClI 95% Cl
Rituximab (Randomization) N Median lower Upper Min Max
OS (months) No < 12 months 44 35 14 - 3 74
OS (months) No >=12 months 123 65 59 - 2 79
OS (months) Yes < 12 months 232 13 11 17 0 78
OS (months) Yes >= 12 months 70 - 28 - 1 73

Table 4.5-97 Exploratory analyses — Kaplan-Meier éisnates for Overall Survival according to prior rit uximab

and failure from diagnosis (induction ITT)

Prior treatment with Failure from Time Point
Rituximab diagnosis (months) OS (%) 95% Cl Lower | 95% Cl Upper | Patients at risk
No < 12 months 12 69.2 52.9 80.8 28
No < 12 months 24 54.3 38.1 68.0 22
No < 12 months 36 49.0 331 63.2 18
No < 12 months 48 46.3 30.5 60.7 17
No < 12 months 60 46.3 30.5 60.7 10
No < 12 months 72 41.7 254 57.2 2
No >=12 months 12 92.6 86.3 96.1 112
No >=12 months 24 81.6 73.5 87.5 92
No >= 12 months 36 73.6 64.3 80.8 65
No >= 12 months 48 67.5 57.4 75.6 45
No >= 12 months 60 59.0 46.9 69.3 20
No >=12 months 72 46.8 325 59.9 6
Yes < 12 months 12 53.2 46.4 59.5 116
Yes < 12 months 24 39.8 33.3 46.2 78
Yes < 12 months 36 355 29.1 42.0 53
Yes < 12 months 48 34.5 27.9 41.1 30
Yes < 12 months 60 34.5 27.9 41.1 14
Yes < 12 months 72 30.7 21.8 40.0 2
Yes >= 12 months 12 85.5 74.8 91.9 59
Yes >= 12 months 24 65.0 524 75.0 36
Yes >= 12 months 36 57.2 44.0 68.4 26
Yes >= 12 months 48 57.2 44.0 68.4 8
Yes >= 12 months 60 57.2 44.0 68.4 4
Yes >= 12 months 72 57.2 44.0 68.4
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4.5.3.4. According to age-adjusted IPI

Table 4.5-98 Exploratory analyses — Overall respoegate according to age adjusted IPI (induction ITT)

Table 4.5-99 Exploratory analyses — Complete respea rate according to age adjusted IPI (induction IT)

Table 4.5-100 Exploratory analyses — Mobilization djusted response rate according to age adjusted IPI

(induction ITT)
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Table 4.5-101 Exploratory analyses — Univariate argsis for response rates according to age adjusteg!

(induction ITT)

Age adjusted | Pl 0-1

p-value (Wald Chi-2)

Odds ratio estimates

95% Wald confidence limits

Response to induction CR/CRu/PR 0.0002 2.136 1.442 3.166
Response to induction CR/CRu 0.0041 1.799 1.204 2.687
Mobilization adjusted response rate 0.0003 0.489 0.334 0.717

Figure 4.5-25 Exploratory analyses — Event-Free Suival according to age adjusted IPI (induction ITT)
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Table 4.5-102 Exploratory analyses — Duration of Eent-Free Survival according to age adjusted IPI (iduction

ITT)
Age-adjusted IPI N Median 95% CI lower 95% CI Upper Min Max
0-1 278 13 9 24 0 79
2-3 177 4 3 6 0 74
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Table 4.5-103 Exploratory analyses — Kaplan-Meierstimates for Event-Free Survival according to agedjusted

IPI (induction ITT)
Time
Point Survival 95% Cl 95% Cl | Patients at
Age-adjusted IPI (years) (%) Lower Upper risk

0-1 12 51.8 45.7 57.5 140
0-1 24 44.7 38.7 50.5 112
0-1 36 39.9 33.9 45.7 78
0-1 48 39.4 334 453 51
0-1 60 39.4 334 453 24
0-1 72 31.7 23.6 40.1 7
2-3 12 284 219 35.2 48
2-3 24 224 16.5 28.9 37
2-3 36 17.7 12.3 23.9 24
2-3 48 17.7 12.3 23.9 16
2-3 60 16.4 10.9 22.8 9
2-3 72 14.3 8.6 21.4 1

Table 4.5-104 Exploratory analyses — Hazard ratiofcage adjusted IPI for Event-Free Survival (inducton ITT)

Hazard 95% Hazard Ratio
Parameter p-value Ratio Confidence Limits
Age adjusted IPI 0-1 <.0001 0.538 0.430 0.673

Figure 4.5-26 Exploratory analyses — Progression-Ee Survival according to age adjusted IPI (inductin ITT)

Survival Probability

Age adjusted IPI 0-1
Age adjusted IPI 2-3

0.8
0.6 1
0.4
0.2
04 Logrank p<0.0001
T T T T T T T
0 12 24 36 48 60 72

PFS (months)

Age adjusted IPI 0-1
Age adjusted IPI 2-3

No. of Subjects

278
177

Event

74% (131) 26% (46)

Censored Median Survival (95% CL)
53% (148) 47% (130) 28.52 (15.64 61.96)

6.37 ( 4.67 9.63)
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Table 4.5-105 Exploratory analyses — Duration of Rigression-Free Survival according to age adjustedPl

(induction ITT)

Age-adjusted IPI N Median 95% CI lower 95% CI Upper Min Max
0-1 278 29 16 62 0 79
2-3 177 6 5 10 0 74

Table 4.5-106 Exploratory analyses — Kaplan-Meierstimates for Progression-Free Survival according tage

adjusted IPI (induction ITT)

Time
Point Survival 95% CI 95% CI | Patients at
Age-adjusted IPI (years) (%) Lower Upper risk

0-1 12 61.6 55.6 67.1 166
0-1 24 52.7 46.5 58.4 131
0-1 36 47.3 41.1 53.2 92
0-1 48 46.7 40.6 52.7 59
0-1 60 44.8 38.3 51.1 27
0-1 72 37.0 28.3 45.8 8
2-3 12 38.1 30.9 45.2 64
2-3 24 30.2 235 37.2 48
2-3 36 245 18.1 31.3 30
2-3 48 245 18.1 31.3 19
2-3 60 22.9 16.4 30.1 10
2-3 72 20.4 13.3 28.5 1

Table 4.5-107 Exploratory analyses — Hazard ratiofage adjusted IPI for Progression-Free Survival fiduction ITT)

Hazard | 95% Hazard Ratio
Parameter p-value | Ratio Confidence Limits
Age adjusted IPI 0-1 <.0001 | 0.532 0.420 0.674
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Figure 4.5-27 Exploratory analyses — Overall Survial according to age adjusted IPI (induction ITT)

0.8

0.6

0.4

Survival Probability

0.2

| [Logrank p<0.0001

Age adjusted IPI 0-1
Age adjusted IP| 2-3

T T
0 12

24

T
36

48

OS (months)

60

72

No. of Subjects

Age adjusted IPI 0-1
Age adjusted IP| 2-3

278
177

Event

Censored Median Survival (95% CL)
40% (112) 60% (166) 65.84 (60.68 NA )
65% (115) 35% (62)

14.49 (11.20 21.62)

Table 4.5-108 Exploratory analyses — Duration of Gerall Survival according to age adjusted IPI (indu¢ion I1TT)

Age-adjusted IPI N Median 95% CI lower 95% CI Upper Min Max
0-1 278 66 61 - 0 79
2-3 177 14 11 22 0 74

Table 4.5-109 Exploratory analyses — Kaplan-Meierstimates for Overall Survival according to age adjsted IPI

(induction ITT)

Time
Point Survival 95% CI 95% Cl | Patients at
Age-adjusted IPI (years) (%) Lower Upper risk

0-1 12 80.9 75.7 85.1 219
0-1 24 66.7 60.7 72.0 163
0-1 36 61.6 55.4 67.3 121
0-1 48 58.6 52.1 64.5 75
0-1 60 56.6 49.8 62.9 35
0-1 72 49.3 40.2 57.9 10
2-3 12 55.2 47.5 62.3 91
2-3 24 41.0 335 48.4 62
2-3 36 34.1 26.7 41.6 40
2-3 48 31.7 24.2 394 24
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Time
Point Survival 95% CI 95% Cl | Patients at
Age-adjusted IPI (years) (%) Lower Upper risk
2-3 60 28.0 20.0 36.5 12
2-3 72 21.8 12.7 32.6 1

Table 4.5-110 Exploratory analyses — Hazard ratiofaage adjusted IPI for Overall Survival (induction ITT)

Hazard 95% Hazard Ratio
Parameter p-value Ratio Confidence Limits
Age adjusted IPI 0-1 <.0001 0.438 0.337 0.568

4.5.3.5. Multivariate models

Table 4.5-111 Exploratory analyses — Multivariatedgistic model for overall response rate (inductiodTT)

Response to induction CR/CRu/PR p-value (Wald Chi-2) | Odds ratio estimates| 95% Wald confidence limits
Prior rituximab: No 0.0386 1.744 1.030 2.953
Failure from diagnosis < 12 months <.0001 0.204 0.121 0.345
Age adjusted IPI 0-1 0.0036 1.886 1.231 2.888
Treatment arm: R-ICE 0.9242 0.980 0.642 1.495

Table 4.5-112 Exploratory analyses — Multivariatedgistic model for complete response rate (inductioll T)

Response to induction CR/CRu p-value (Wald Chi-2) | Odds ratio estimates| 95% Wald confidence limits
Prior rituximab: No 0.3718 1.236 0.776 1.970
Failure from diagnosis < 12 months <.0001 0.298 0.189 0.470
Age adjusted IPI 0-1 0.0325 1.585 1.039 2.418
Treatment arm: R-ICE 0.8947 1.028 0.687 1.537

Table 4.5-113 Exploratory analyses — Multivariatedgistic model for mobilization adjusted response r&

(induction 1TT)

Mobilization adjusted response rate p-value (Wald Chi-2) | Odds ratio estimates| 95% Wald confidence limits
Prior rituximab: No 0.0012 0.459 0.287 0.735
Failure from diagnosis < 12 months | <.0001 2.506 1.595 3.936
Age adjusted IPI 0-1 0.0042 0.553 0.369 0.830
Treatment arm: R-ICE 0.2848 1.242 0.835 1.847

Table 4.5-114 Exploratory analyses — Multivariate ©x model for Event-Free Survival (induction ITT)

Event-Free Survival p-value Hazard ratio 95% Hazard ratio confidence limits
Prior rituximab: No 0.0011 0.627 0.475 0.829
Failure from diagnosis < 12 months <.0001 1.911 1.465 2.493
Age adjusted IPI 0-1 <.0001 1.633 1.303 2.048
Treatment arm: R-ICE 0.3020 1.125 0.900 1.406
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Table 4.5-115 Exploratory analyses — Multivariate ©x model for Progression-Free Survival (induction TT)

Progression-Free Survival p-value Hazard ratio 95% Hazard ratio confidence limits
Prior rituximab: No 0.0046 0.656 0.490 0.878
Failure from diagnosis < 12 months <.0001 1.873 1.415 2.479
Age adjusted IPI 0-1 <.0001 1.677 1.322 2.128
Treatment arm: R-ICE 0.3554 1.117 0.883 1.414

Table 4.5-116 Exploratory analyses — Multivariate ©x model for Overall Survival (induction ITT)

Overall Survival p-value Hazard ratio 95% Hazard ratio confidence limits
Prior rituximab: No 0.0765 0.746 0.539 1.032
Failure from diagnosis < 12 months <.0001 2.011 1.461 2.768
Age adjusted IPI 0-1 <.0001 2.153 1.656 2.799
Treatment arm: R-ICE 0.2504 1.165 0.898 1.513

4.5.3.6. According to response to induction (CR/CRu vs PR)

Figure 4.5-28 Exploratory analyses — Event-Free Suival according to response to induction (inductiodTT)

1_
CR/CRu
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0 [ Logrank p=0.0029
I I I I I I
0 12 24 36 60 72
EFS (months)
No. of Subjects Event Censored Median Survival (95% CL)
CR/CRu 172 49% (84) 51% (88) 60.68 (24.97 NA )
PR 128 63% (80) 38% (48) 12.65 ( 8.67 28.52)
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Table 4.5-117 Exploratory analyses — Duration of Eent-Free Survival according to response to inductio

(induction ITT)

Response after
complete induction
(including deaths for 95% ClI 95% ClI
all patients) N Median lower Upper Min Max
EFS (months) CR/CRu 172 61 25 - 2 77
EFS (months) PR 128 13 9 29 2 79

Table 4.5-118 Exploratory analyses — Kaplan-Meierstimates for Event-Free Survival according to respoese to

induction (induction ITT)

Response after
complete induction
(including deaths for Time Point
all patients) (months) EFS (%) 95% CI Lower 95% CI Upper Patients at risk
CR/CRu 12 69.5 61.9 75.8 117
CR/CRu 24 59.9 52.1 66.8 96
CR/CRu 36 524 44.4 59.7 70
CR/CRu 48 51.6 43.7 59.0 45
CR/CRu 60 50.4 42.3 58.0 22
CR/CRu 72 42.5 31.6 52.9 4
PR 12 50.6 41.5 58.9 63
PR 24 44.0 35.2 525 51
PR 36 36.1 274 44.8 31
PR 48 36.1 274 44.8 22
PR 60 36.1 27.4 44.8 11
PR 72 28.1 16.8 40.5 4
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Figure 4.5-29 Exploratory analyses — Progression-Ee Survival according to response to induction (ingction

ITT)
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0 12 24 36 48 60 72
PFS (months)
No. of Subjects Event Censored Median Survival (95% CL)
CR/CRu 172 45% (78) 55% (94) 61.40 (34.23 NA )
PR 128 51% (65) 49% (63) 34.69 (20.96 NA )

Table 4.5-119 Exploratory analyses — Duration of Rigression-Free Survival according to response toduction

(induction ITT)

Response after
complete induction
(including deaths for 95% ClI 95% ClI
all patients) N Median lower Upper Min Max
PFS (months) CR/CRu 172 61 34 - 2 77
PFS (months) PR 128 35 21 - 2 79

Table 4.5-120 Exploratory analyses — Kaplan-Meierstimates for Progression-Free Survival according to

response to induction (induction ITT)

Response after
complete induction
(including deaths for Time Point
all patients) (months) PFS (%) 95% CI Lower | 95% Cl Upper | Patients at risk
CR/CRu 12 75.9 68.7 81.6 128
CR/CRu 24 65.2 57.5 71.8 105
CR/CRu 36 56.3 48.3 63.6 77
CR/CRu 48 55.6 47.6 62.9 47
CR/CRu 60 53.1 44.7 60.8 23
CR/CRu 72 45.2 34.1 55.6 4
PR 12 64.7 55.6 72.4 79
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Response after
complete induction
(including deaths for Time Point
all patients) (months) PFS (%) 95% Cl Lower | 95% Cl Upper | Patients at risk

PR 24 56.4 47.1 64.6 62
PR 36 47.8 38.3 56.7 39
PR 48 47.8 38.3 56.7 29
PR 60 45.2 34.9 54.9 13
PR 72 36.5 23.1 50.0 4

Figure 4.5-30 Exploratory analyses — Overall Survial according to response to induction (induction IT)

0.8

0.6

0.4

Survival Probability

0.2

| [Logrank p=0.1514|

CR/CRu

0 12 24 36 48 60 72
OS (months)
No. of Subjects Event Censored Median Survival (95% CL)
CR/CRu 172 36% (62) 64% (110) NA (60.68 NA )
PR 128 40% (51) 60% (77) 62.42 (3545 NA )

Table 4.5-121 Exploratory analyses — Duration of QGerall Survival according to response to inductionifiduction

ITT)
Response after
complete induction
(including deaths for 95% ClI 95% ClI
all patients) N Median lower Upper Min Max
OS (months) CR/CRu 172 - 61 - 2 77
OS (months) PR 128 62 35 - 2 79
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Table 4.5-122 Exploratory analyses — Kaplan-Meierstimates for Overall Survival according to responsé¢o

induction (induction ITT)

Response after
complete induction
(including deaths for Time Point
all patients) (months) OS (%) 95% CI Lower | 95% Cl Upper | Patients at risk
CR/CRu 12 90.6 85.1 94.1 153
CR/CRu 24 76.9 69.8 825 124
CR/CRu 36 69.3 61.5 75.8 96
CR/CRu 48 65.1 56.9 72.1 58
CR/CRu 60 60.5 51.1 68.7 27
CR/CRu 72 50.3 37.9 61.4 5
PR 12 83.8 76.0 89.2 102
PR 24 68.0 58.9 75.5 73
PR 36 58.0 48.1 66.7 45
PR 48 56.3 46.2 65.3 32
PR 60 53.7 42.6 63.5 14
PR 72 49.8 37.2 61.2 5

GELARC

Page 104/301



CORAL / Analysis of induction part

V2 - 24/11/2010

4.5.3.7. According to PET after induction

Figure 4.5-31 Exploratory analyses — Event-Free Swuival according to PET after induction (induction ITT)

Survival Probability

PET +
------------ PET -
:;ﬁ,‘
T
S
TR - - e e
| [ Logrank p<0.0001]
I I I I I I I
0 12 24 36 48 60 72
EFS (months)
No. of Subjects Event Censored Median Survival (95% CL)
PET + 80 78% (62) 23% (18) 3.58 ( 2.92 5.75)
PET - 72 51% (37) 49% (35) 30.85 (15.41 NA )

Table 4.5-123 Exploratory analyses — Duration of Eent-Free Survival according to PET after induction

(induction 1TT)

Pet scan after 95% ClI 95% ClI
induction N Median lower Upper Min Max
EFS (months) PET - 72 31 15 - 2 71
EFS (months) PET + 80 4 3 6 1 75

Table 4.5-124 Exploratory analyses — Kaplan-Meierstimates for Event-Free Survival according to PET fier

induction (induction ITT)

Pet scan after Time Point
induction (months) EFS (%) 95% CI Lower 95% CI Upper Patients at risk
PET - 12 69.4 57.4 78.7 49
PET - 24 58.0 45.7 68.5 40
PET - 36 46.3 34.0 57.7 25
PET - 48 46.3 34.0 57.7 11
PET - 60 46.3 34.0 57.7 5
PET - 72 46.3 34.0 57.7 0
PET + 12 23.2 14.4 33.2 17
PET + 24 23.2 14.4 33.2 15
PET + 36 18.1 10.2 27.9 9
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Pet scan after Time Point
induction (months) EFS (%) 95% CI Lower 95% CI Upper Patients at risk
PET + 48 18.1 10.2 279 8
PET + 60 18.1 10.2 279 3
PET + 72 18.1 10.2 279 1

Figure 4.5-32 Exploratory analyses — Progression-Ee Survival according to PET after induction (indution

I
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Event

No. of Subjects

PET +
PET -

80
72

Censored Median Survival (95% CL)

65% (52) 35% (28)
47% (34) 53% (38) 50.50 (25.79 NA )

6.21 ( 457 10.25)

Table 4.5-125 Exploratory analyses — Duration of Rigression-Free Survival according to PET after indation

(induction ITT)

Pet scan after 95% ClI 95% ClI
induction N Median lower Upper Min Max
PFS (months) PET - 72 50 26 - 71
PFS (months) PET + 80 6 5 10 76

Table 4.5-126 Exploratory analyses — Kaplan-Meierstimates for Progression-Free Survival according t®ET

after induction (induction ITT)

Pet scan after Time Point
induction (months) PFS (%) 95% CI Lower | 95% Cl Upper | Patients at risk
PET - 12 76.4 64.8 84.6 54
PET - 24 63.5 51.2 73.5 44
PET - 36 52.0 39.5 63.2 29
PET - 48 52.0 39.5 63.2 13
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Pet scan after Time Point
induction (months) PFS (%) 95% CI Lower | 95% Cl Upper | Patients at risk
PET - 60 47.3 329 60.5 5
PET - 72 47.3 329 60.5 0
PET + 12 38.9 28.0 49.7 28
PET + 24 36.1 25.4 46.9 22
PET + 36 30.5 20.1 41.5 13
PET + 48 30.5 20.1 41.5 11
PET + 60 30.5 20.1 415 6
PET + 72 30.5 20.1 415 2

Figure 4.5-33 Exploratory analyses — Overall Survial according to PET after induction (induction ITT)

Survival Probability

0.2

| [Logrank p=0.0383 |

0 12 24 36 48 60 72
OS (months)
No. of Subjects Event Censored Median Survival (95% CL)
PET + 80 48% (38) 53% (42) 47.97 (12.81 NA )
PET - 72 40% (29) 60% (43) 61.21 (41.23 NA )

Table 4.5-127 Exploratory analyses — Duration of QGsrall Survival according to PET after induction (induction

ITT)
Pet scan after 95% ClI 95% ClI
induction N Median lower Upper Min Max
OS (months) PET - 72 61 41 - 73
OS (months) PET + 80 48 13 - 76
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Table 4.5-128 Exploratory analyses — Kaplan-Meierstimates for Overall Survival according to PET afte

induction (induction ITT)

Pet scan after Time Point
induction (months) OS (%) 95% CI Lower | 95% Cl Upper | Patients at risk
PET - 12 88.9 79.0 94.3 63
PET - 24 71.8 59.7 80.8 50
PET - 36 65.2 52.6 75.2 38
PET - 48 59.0 45.7 70.1 19
PET - 60 52.4 35.2 67.1 8
PET - 72 45.9 26.9 63.0 1
PET + 12 61.6 49.6 715 46
PET + 24 50.8 39.0 61.4 33
PET + 36 50.8 39.0 61.4 23
PET + 48 47.4 34.7 59.1 14
PET + 60 47.4 34.7 59.1 7
PET + 72 47.4 34.7 59.1 2
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4.5.4. Non study or new treatment out of progression

36 patients (15%) in R-ICE arm and 31 patients (LB#&R-DHAP arm presented a new treatment
out of progression (corresponding to the 67 evdaesto change of therapy for Event-Free survival
of induction ITT population).

Table 4.5-129 Patients with non study or new treatent out of progression (induction ITT)

Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP
N % N %
New treatment out of progression
Yes 36 15 31 13
No 203 85 199 87
Total 239 100 230 100

Table 4.5-130 Type of non study or new treatment @wf progression (induction I1TT)

Arm of treatment
ARM A/ R-ICE ARM B/ R-DHAP
N % N %
Chemotherapy
Yes 21 58 17 55
No 15 42 14 45
Radiotherapy
No 29 81 20 65
Yes 7 19 11 35
Immunotherapy
Yes 9 25 7 23
No 27 75 24 77
Transplantation
No 16 44 16 52
Yes 20 56 15 48
Other treatment
Yes 2 6 0 0
No 34 94 31 100
Total 36 100 31 100

Details of treatment are listed in section §6.6.3.
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45.5. Progression/relapse

132 patients (55%) in R-ICE arm and 117 patients%(b in R-DHAP arm presented a first
progression/relapse.

Table 4.5-131 Patients with progression/relapse (@uction ITT)

Table 4.5-132 Progression/relapse n°1 — Period (indtion ITT)

Table 4.5-133 Progression/relapse n°1 — Involvemefhduction ITT)
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Details of extra-nodal involvement are listed iotgm 86.6.4.

Table 4.5-134 Progression/relapse n°1 — Individudactors of IPI (induction ITT)
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Table 4.5-135 Progression/relapse n°1 — Progressioglapse treatment (induction ITT)

Table 4.5-136 Progression/relapse n°1 — Type of gigession/relapse treatment (induction ITT)

Details of treatment are listed in section §6.6.4.
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Table 4.5-137 Progression/relapse n°1l — Responseeafdditional treatments (induction 1TT)

All information about progression/relapse n°2 dreven in section §86.6.4.
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5. SAFETY EVALUATION

5.1. Extent of exposure to trial medication

The number of inductiontreatment cycles receiveaagh patient is summarized in the following
table; in this summary, patients were considerdubte received a cycle if they were given at least

one study drug.
Table 5.1-1 Induction treatment cycles received (duction safety population)

204 patients (85%) in R-ICE arm received the coteplieeatment and 196 patients (85%) in the R-
DHAP arm.
One patient in R-ICE arm received only 2 cyclesthah received consolidation.

Table 5.1-2 Time between induction cycles (inductiosafety population)
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Table 5.1-3 Induction - Percentage of planned doseceived by cycle for rituximab (induction safety mpulation)

239 228
95.0 94.6
15.29 15.83
100.0 100.0
37 0
113 110
225 212
98.7 98.4
7.87 8.00
100.0 99.9
0 0
117 110
204 193
98.7 99.0
8.06 4.09
100.0 99.9
0 83
117 116

Some patients did not receive rituximab as planned:

v At 1% cycle, injection at day -2 was not administrated 12 patients in R-ICE arm and 8
patients in R-DHAP arm. Injection at day 1 was adininistrated for 9 patients in R-ICE arm
and 12 patients in R-DHAP arm.

v Overall one patient in R-DHAP arm never receivéakimab due to allergy.
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Table 5.1-4 Induction - Percentage of planned doseceived by cycle for ICE regimen (induction safety

population)

239

98.0

9.21

100.0

110

225

97.9

7.79

100.0

33

111

204

97.5

8.48

100.0

33

111

238

99.0

16.76

99.0

149

224

99.9

18.85

100.0

172

203

98.7

15.64

99.5

47

150
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Some patients did not receive at least one druGBfregimen:

v' Patient 5003621301014 only received injection at-@afor rituximab and was withdrawn for
treatment toxicity.

v/ One patient did not receive carboplatine 4t &cle (permanent stop but anyway withdrawn
before C3 for progressive disease).

v" One patient did not receive ifosfamide dtand & cycles due to CNS toxicity.
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Table 5.1-5 Induction - Percentage of planned dogeceived by cycle for DHAP regimen (induction safet

population)

229

106.2

43.02

100.0

75

700

213

103.3

18.65

100.0

25

200

196

103.1

17.62

100.0

50

200

228

97.8

7.49

100.0

28

106

212

95.0

15.54

100.0

110

194

91.0

27.03

100.0

253
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Some patients did not receive cisplatine of DHAgImen due to renal toxicity:
v 4 patients did not receive cisplatine &t &nd & cycles.
v 7 additional patients did not receive cisplatin&&tycle.

Same results are described in terms of frequensgdtion §6.7.1.

The following table summarizes the administratibgrowth factors during induction phase:

Table 5.1-6 Induction — Growth factors (induction sfety population)
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The number of days of G-CSF administration is dbedrin section §86.7.1.

Table 5.1-7 Consolidation - Percentage of plannedde received for BEAM (induction safety population)

Same results are described in terms of frequensgdtion §6.7.1.

122 131
98.5 97.2
8.47 9.22
100.0 99.8
69 49
167 129
122 131
99.1 101.9
21.81 23.06
100.0 100.0
25 25
203 200
122 131
88.9 91.6
20.88 18.02
98.2 99.0
13 12
114 114
122 131
97.9 97.1
6.81 8.86
99.9 99.5
50 30
108 111
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Table 5.1-8 Consolidation — Administration of growh factors (induction safety population)

Table 5.1-9 Consolidation — Type of growth factorginduction safety population)

Other types of growth factors are listed in secg6rv.1.
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5.2. Adverse events

All adverse events occurring were graded with CTGRD.

5.2.1. Overview of toxicity profile

The toxicity profile during the whole induction &tnent phase is summarized by the worst gradetegpper patient in the following tables:

Table 5.2-1 Incidence of toxicities by worst gradper patient during induction phase (induction safey population)

12 3 2 1 0 3 1 239 17 210 11 4 2 [0 A 3 280
92 5 1 1 0 0 1 0 100 7 91 5 2 1 0 0 1 1 190
4 234 2 1 1 0 0 1 1 239 19 208 9 9 1 0 [0 1 K 280
98 1 0 0 0 0 0 0 100 8 90 4 4 0 0 0 0 1 190
219 18 5 28 49 137 0 186 2 239 21 13 3 138 2 169 0 198 3 230
92 8 2 12 21 57 0 78 1 100 93 6 1 6 13 73 ( 86 1 0 10
17 221 5 6 4 2 0 6 1 239 29 196 8 11 6 3 1 10 3 280
7 92 2 3 2 1 0 3 0 100 13 86 3 5 3 1 0 4 1 100
11 224 5 3 1 2 0 3 4 239 12 214 7 2 0 3 g 3 4 280
5 94 2 1 0 1 0 1 2 100 5 93 3 1 0 1 0 1 2 190
37 200 19 17 1 0 0 1 2 239 35 192 2( 14 1 0 il 3 30 2
15 84 8 7 0 0 0 0 1 100 15 83 9 6 0 0 0 0 1 100
134 104 58 57 13 6 0 19 1 239 11 111 49 48 1 2 0 19 3 230
56 44 24 24 5 3 0 8 0 100 50 48 21 21 7 1 ( 3 L 100
42 196 20 16 4 2 0 6 1 239 39 188 18 16 5 ( 0 b5 3 30 2
18 82 8 7 2 1 0 3 0 100 17 82 8 7 2 0 0 2 1 100
a7 191 2 4 30 8 3 41 1 239 47 180 0 8 38 4 2 39 3 30 2
20 80 1 2 13 3 1 17 0 100 20 78 0 3 14 2 1 17 L 100
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The toxicity profile is also summarized by gradel agcle for each designation in section 86.7.2. In
this summary, the denominator is the number oep#tiwho received treatment at each cycle.

Other toxicities are listed in section §86.7.2.

Table 5.2-2 Patients with RBC and platelets transfsions during induction (induction safety population

Actual arm of induction
ARM A/ R-ICE ARM B / R-DHAP
N % N %
At least one RBC transfusion
No 25 10 62 27
Yes 119 50 104 45
Missing 95 40 64 28
At least one platelets transfusion
No 52 22 32 14
Yes 92 38 134 58
Missing 95 40 64 28
Total 239 100 230 100

A higher proportion of patients in the R-DHAP arnegented with at least one platelets transfusion
during induction phase (58% vs 38% in R-ICE arm).
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Table 5.2-3 Incidence of toxicities during consoliation phase (induction safety population)

6 2 1

5 2 1

0 0 1 B2
0 0 1 0
6 0 1

5 0 1

0 0 1 B2
0 0 1 DO
1 0 1

1 0 1

1 0 1 B2
1 0 1 0
1 0 1 B2
1 0 1 4 0
1 0 96 123 51 1 13 23 1 15 80 2 13
1 0 78 100 39 1 10 17 0 1 g1 00

NE = Not Evaluated

Other toxicities during consolidation are listedsaction 86.7.2.
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Table 5.2-4 Patients with RBC and platelets transfsions during consolidation (induction safety populaon)

Table 5.2-5 Time intervals for hematological recovwy after transplant (induction safety population)
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5.2.2. Description of adverse events

2 AEs were reported for patients who did not regany study treatement. There are described in
section 86.7.3.

On induction safety population, a total of 347 AER-ICE arm and 552 in the R-DHAP arm were
reportedduring the whole study (induction, consolidation and maintenance phases), concerning
respectively 154 patients (64%) and 172 patieri%o)/

In both arms, the most common System Organ Classinfactions and infestations (respectively
135 and 166 AEs in R-ICE and RDHAP arm, 39% and 20%Es), then blood and lymphatic
system disorders (64 and 116 AEs, 18% and 21% &) AE

8 AEs (2 in R-ICE arm and 6 in R-DHAP arm) occuriezfore administration of first induction
cycle. The list of these AEs is shown in sectiorv&5

Table 5.2-6 Patients with at least one AE (inductiosafety population)

Actual arm of induction
ARM A/ R-ICE ARM B / R-DHAP
N % N %
Patient with at least one AE
Yes 154 64 172 75
No 85 36 58 25
Total 239 100 230 100

The following table summarizes the incidence of AlgsSystem Organ Class and Preferred Term,
ordered by frequency.

Table 5.2-7 Summary of adverse events by frequency SOC and PT (induction safety population)

Actual arm of induction

ARM A/ R-ICE

ARM B / R-DHAP

N

%

N

%

Total number of AEs

347

100

552

100
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4 other malignancies in R-ICE arm and 7 in R-DHA® avere reported (corresponding to the SOC
neoplasms benign, malignant and unspecified (iystiscand polyps)).
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The following table shows the different characté&ssof adverse events:

Table 5.2-8 Characteristics of adverse events (indtion safety population)

3 1 9 2
11 3 18 3
62 18 99 18
196 56 313 57
36 10 61 11
6 2 10 2
6 2 10 2
27 8 32 6
20 6 30 5
35 10 31
25 7 48 9
44 13 85 15
143 41 222 40
3 1 5 1
13 4 12 2
64 18 119 22
174 50 264 48
172 50 286 52
1 0 2 0
305 88 475 86
41 12 73 13
1 0 4 1
132 38 250 45
199 57 272 49
1 0 1 0
15 29 5
313 90 483 88
11 3 30 5
2 1 12 2
19 5 26 5
2 1 1 0
347 100 5562 100
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Table 5.2-9 Action taken with study drugs due to AE (induction safety population)

5.2.3. Corrective treatments

Among patients with at least one AE, 131 patieB&X) received a corrective treatment in R-ICE
arm versus 141 patients (82%) in R-DHAP arm.

Table 5.2-10 Patients with corrective treatment folAE (induction safety population)

285 AEs in R-ICE arm (82%) were associated witloaective treatment versus 469 AEs (85%) in
R-DHAP arm.

Table 5.2-11 Corrective treatments for AE (inductim safety population)
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5.3. Deaths and other serious adverse events
5.3.1. Serious adverse events
5.3.1.1. Description of serious adver se events

2 SAEs were reported for patients who did not rexainy study treatement. There are described in
section 86.7.4.

On induction safety population, a total of 106 SAERR-ICE arm and 151 in the R-DHAP arm
were reportedduring the whole study (induction, consolidation and maintenance phases),
concerning respectively 66 patients (28%) and 8epis (37%).

In both arms, the most common System Organ Classinfactions and infestations (respectively
46 and 55 SAEs in R-ICE and R-DHAP arm, 43% and 38%SAESs), then gastrointestinal
disorders (10 and 19 SAEs, 9% and 13% of SAEs)doald and lymphatic system disorders (11
and 16 SAEs, 10% and 11% of SAES).

5 SAEs were declared to Pharmacovigilance depattowrterning 2 patients not evaluable due to
CRF not recovered. They are listed in section 86.7.

All serious adverse events are listed in sectiaii.86

Table 5.3-1 Patients with SAE (induction safety pagation)

Actual arm of induction
ARM A/ R-ICE ARM B / R-DHAP
N % N %
Patient with at least one SAE
Yes 66 28 84 37
No 173 72 146 63
Total 239 100 230 100

Table 5.3-2 Summary of serious adverse events byefluency of SOC and PT (induction safety population)

Actual arm of induction

ARM A/ R-ICE

ARM B / R-DHAP

N

%

N

%

Total number of SAEs

106

100

151

100
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55
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16

10

10
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1 1 1 1
1 1 0 0
0 0 1 1
2 2 0 0
1 1 0 0
1 1 0 0
0 0 1 1
0 0 1 1
0 0 1 1
0 0 1 1
0 0 1 1
0 0 1 1
0 0 1 1
0 0 1 1
0 0 1 1
0 0 1 1

4 other malignancies in R-ICE arm and 3 in R-DHAR avere reported as serious (corresponding
to the SOC neoplasms benign, malignant and unspedihcl cysts and polyps)).
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The following table shows the different charact@rssof adverse events reported as serious:

Table 5.3-3 Category of SAESs (induction safety poation)

0 0 4 3
97 92 132 87
9 8 15 10
0 0 4 3
106 100 147 97
0 0 4 3
87 82 124 82
19 18 23 15
0 0 4 3
95 90 126 83
11 10 21 14
0 0 4 3
97 92 143 95
9 8 4 3
0 0 4 3
17 16 18 12
89 84 129 85
106 100 151 100

Table 5.3-4 Characteristics of SAEs (induction safe population)

GELARC
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13 12 10 7
15 14 9 6
7 7 19 13
9 8 27 18
35 33 47 31
3 3 5 3
5 5 3 2
19 18 31 21
51 48 68 45
55 52 82 54
0 0 1 1
76 72 110 73
29 27 38 25
1 1 3 2
39 37 60 40
60 57 84 56
7 7 7 5
18 17 15 10
88 83 136 90
86 8l 111 74
6 6 17 11
2 2 2 1
12 11 21 14
106 100 151 100

Table 5.3-5 Action taken with study drugs due to SE (induction safety population)

53
18 62 13 34
0 0 5 13
29 100 38 100
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5.3.1.2. Corrective treatments
Among patients with at least one SAE, 55 patie8894) received a corrective treatment in R-ICE

arm versus 75 patients (89%) in R-DHAP arm.
Table 5.3-6 Patients with corrective treatment forSAE (induction safety population)

Actual arm of treatment
ARM A/ R-ICE ARM B / R-DHAP
N % N %
Patients with corrective treatment
No 11 17 9 11
Yes 55 83 75 89
Total 66 100 84 100

88 SAEs in R-ICE arm (82%) were associated witloraective treatment versus 136 SAEs (90%)

in R-DHAP arm.
Table 5.3-7 Corrective treatments for SAE (inductim safety population)

Actual arm of treatment
ARM A/ R-ICE ARM B / R-DHAP
N % N %
AEs with corrective treatment
Yes 88 83 136 90
No 18 17 15 10
Total 106 100 151 100
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5.3.2. Deaths

4 deaths were reported for patients who did nagivecany study treatement. There are described in
section 86.7.5.

On induction safety population, 126 deaths (53%atifents) in R-ICE arm and 112 deaths (49%) in
R-DHAP arm occurred at time of analysis, mainly duéymphoma (respectively 78% and 72% of
deaths).

Table 5.3-8 Summary of deaths (induction safety pagation)

Table 5.3-9 Cause of death (induction safety popuian)

See details of deaths in the following list:
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Listing 5.3-1 Deaths (induction safety population)

First
Randomization Actual arm of Randomization | Actual arm of Date of 2nd | Transplantation Age Date of
Number induction Date maintenance randomization date Sex (years) death Reason for death Specify reason of death Response at death
5003101021008, ARM A/ R-ICE 12/05/2004 NOT - - FEMALE 20 22/10/2004 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101021027| ARM A/ R-ICE 01/06/2005 NOT - - MALE 33 26/10/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101021605| ARM A/ R-ICE 04/11/2003 OBSERVATION 04/02/2004 03/2004 MALE 58 20/06/2007 LYMPHOMA PROGRESSIVH|
DISEASE
5003101031001 ARM A/ R-ICE 24/07/2003 RITUXIMAB 21/10/2003 22/12D03 MALE 65 06/05/2004 LYMPHOMA PROGRESSIVE
DISEASE
5003101051004 ARM A/ R-ICE 26/11/2003 NOT - - FEMALE 49 04/06/2004 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101051075| ARM A/ R-ICE 19/02/2008 NOT - - MALE 63 21/09/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101051603, ARM A/ R-ICE 27/10/2003 NOT - - FEMALE 56 09/02/2005 OTHER CANCER MAIL PROVIDEDOESOPHAGUS CARCINOMA COMPLETE
APPLICABLE RESPONSE
5003101071020 ARM A/ R-ICE 15/03/2005 NOT - - FEMALE 63 08/01/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101071059 ARM A/ R-ICE 22/12/2006 NOT - - FEMALE 59 16/04/2007| LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101091602 ARM A/ R-ICE 16/10/2003 NOT - - MALE 45 27/10/2005 LYMPHOMA MAJOR RESPIRATORYIBTRESS PROGRESSIVE
APPLICABLE DISEASE
5003101131030 ARM A/ R-ICE 16/06/2005 NOT - - FEMALE 48 16/08/2005| TOXICITY OF STUDY NOT EVALUATED
APPLICABLE TREATMENT
5003101131062 ARM A/ R-ICE 20/02/2007 NOT - - FEMALE 30 02/06/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101131409 ARM A/ R-ICE 07/03/2006 RITUXIMAB 16/06/2006 14/(06 MALE 55 09/06/2007 UNKNOWN NOT EVALUATED
5003101141065| ARM A/ R-ICE 24/04/2007 NOT - - MALE 40 20/09/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101141406 ARM A/ R-ICE 13/09/2005 NOT - - FEMALE 48 06/12/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101161407 ARM A/ R-ICE 25/11/2005 OBSERVATION 17/03/2006 P8/2006 MALE 60 20/06/2008 LYMPHOMA PROGRESSIVH|
DISEASE
5003101211023 ARM A/ R-ICE 25/04/2005 NOT - - MALE 29 03/10/2005 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101221043 ARM A/ R-ICE 27/02/2006 NOT - - MALE 51 17/06/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101281017, ARM A/ R-ICE 18/11/2004 NOT - - MALE 60 12/01/2005 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
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First
Randomization Actual arm of Randomization | Actual arm of Date of 2nd | Transplantation Age Date of
Number induction Date maintenance randomization date Sex (years) death Reason for death Specify reason of death Response at death
5003101281033 ARM A/ R-ICE 15/07/2005 RITUXIMAB 15/11/2005 04/12D05 MALE 61 16/02/2006 LYMPHOMA PROGRESSIVE
DISEASE
5003101281208 ARM A/R-ICE 09/02/2006 NOT - - FEMALE | 56 | 19/09/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101331077 ARM A/ R-ICE 18/03/2008 NOT - - MALE 38 24/01/2009 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101351040 ARM A/ R-ICE 21/12/2005 NOT - - MALE 47 30/06/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101391039 ARM A/ R-ICE 02/11/2005 NOT - - MALE 43 13/08/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101391201 ARM A/ R-ICE 24/09/2003 NOT - - MALE 35 08/12/2004 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101431622, ARM A/ R-ICE 26/04/2005 RITUXIMAB 13/07/2005 18/(Z005 MALE 49 18/10/2008 LYMPHOMA PROGRESSIVE
DISEASE
5003101441036 ARM A/ R-ICE 02/08/2005 NOT - - MALE 57 10/05/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101441074 ARM A/ R-ICE 12/11/2007 NOT - - MALE 57 28/01/2009 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101491042 ARM A/ R-ICE 14/02/2006 RITUXIMAB 09/05/2006 18/(#H06 MALE 46 05/02/2007 LYMPHOMA PROGRESSIVE
DISEASE
5003101601404 ARM A/ R-ICE 04/07/2005 NOT - - FEMALE 65 05/09/2005 TOXICITY OF STUDY PROBABLE INFECTION, PATIENT REFUSED NOT EVALUATED
APPLICABLE TREATMENT HOSPITALIZATION
5003101621026 ARM A/ R-ICE 31/05/2005 OBSERVATION 14/09/2005 08/2005 MALE 64 09/02/2009 OTHER REASON MESENTERMFARCTUS COMPLETE
RESPONSE
5003101621609 ARM A/ R-ICE 16/02/2004 OBSERVATION 19/05/2004 06/2004 FEMALE 64 26/03/2007 LYMPHOMA PROGRESSIVH
DISEASE
5003101621615 ARM A/ R-ICE 10/06/2004 OBSERVATION 16/09/2004 29/2004 MALE 64 09/03/2006 LYMPHOMA RELAPSE N° 3/02/2006 PROGRESSIVE
DISEASE
5003101641618 ARM A/ R-ICE 19/08/2004 OBSERVATION 19/11/2004 16/2004 FEMALE 49 29/11/2007 LYMPHOMA PROGRESSIVH
DISEASE
5003102161078, ARM A/ R-ICE 21/05/2008 NOT - - MALE 46 06/08/2009 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003102161413 ARM A/ R-ICE 18/10/2006 NOT - - MALE 48 05/11/2006 TOXICITY OF STUDY NOT EVALUATED
APPLICABLE TREATMENT
5003102321024 ARM A/R-ICE 29/04/2005 NOT - - FEMALE | 62 | 31/08/2005 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003102341049 ARM A/ R-ICE 11/07/2006 NOT - - MALE 33 19/09/2007 OTHER REASON AUTOLYSIS NOTVBLUATED
APPLICABLE
5003102341416 ARM A/ R-ICE 20/12/2006 NOT - - MALE 59 25/02/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
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First
Randomization Actual arm of Randomization | Actual arm of Date of 2nd | Transplantation Age Date of
Number induction Date maintenance randomization date Sex (years) death Reason for death Specify reason of death Response at death
5003102491619 ARM A/ R-ICE 28/09/2004 RITUXIMAB 27/12/2004 03/(P005 MALE 60 04/11/2009 LYMPHOMA PROGRESSIVE
DISEASE
5003102541052 ARM A/ R-ICE 26/07/2006 OBSERVATION 12/10/2006 0%/2006 MALE 29 07/05/2007 LYMPHOMA PROGRESSIVH|
DISEASE
5003601201041 ARM A/R-ICE 28/11/2006 NOT - - MALE 31 | 16/07/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003601401002, ARM A/ R-ICE 15/04/2004 RITUXIMAB 22/07/2004 06/(P004 MALE 56 09/07/2006 CONCURRENT ILLNES ACUTE NON LYMPHOCYTIC LEUKEMIA UNCONFIRMED
COMPLETE
RESPONSE
5003601401003, ARM A/ R-ICE 15/06/2005 NOT - - FEMALE 54 11/10/2006| LYMPHOMA NOT EVALUATED
APPLICABLE
5003601401006 ARM A/ R-ICE 18/04/2007 OBSERVATION 11/07/2007 03/2007 FEMALE 62 14/09/2008 LYMPHOMA PROGRESSIVH
DISEASE
5003601401401 ARM A/R-ICE 04/03/2004 NOT - - FEMALE | 62 | 18/07/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003601401602, ARM A/ R-ICE 04/08/2004 RITUXIMAB 27/10/2004 01/12004 MALE 41 06/08/2006 OTHER REASON PERIMYOCARM@T COMPLETE
RESPONSE
5003601401603 ARM A/ R-ICE 27/10/2005 OBSERVATIO 12/01/2006 0%/2006 MALE 59 26/08/2008 LYMPHOMA PROGRESSIVE|
DISEASE
5003601601002, ARM A/ R-ICE 02/01/2007 NOT - - MALE 46 07/06/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003601601003 ARM A/ R-ICE 07/03/2007 OBSERVATIO 08/06/2007 28/2007 MALE 27 23/04/2008 LYMPHOMA PROGRESSIVE|
DISEASE
5003601601005| ARM A/ R-ICE 15/01/2008 OBSERVATION 16/04/2008 08/2008 FEMALE 53 15/10/2008 LYMPHOMA PROGRESSIVH
DISEASE
5003601881401 ARM A/ R-ICE 19/07/2006 RITUXIMAB 07/11/2006 10/12006 MALE 63 06/02/2008 LYMPHOMA PROGRESSIVE
DISEASE
5003602301001 ARM A/ R-ICE 12/02/2004 NOT - - FEMALE 55 29/08/2004 OTHER REASON INTERSTITIA2ANEUMONIA PROGRESSIVE
APPLICABLE DISEASE
5003602401005| ARM A/ R-ICE 29/11/2006 NOT - - MALE 61 04/04/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003602801001 ARM A/ R-ICE 01/12/2003 NOT - - MALE 60 27/12/2004 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003602801011 ARM A/ R-ICE 14/09/2006 OBSERVATIO 22/12/2006 08/2006 MALE 48 09/08/2007 TOXICITY OF SEPTIC SHOCK AFTER SALVAGE CHEMOTHERAPY PROGRESSIVH
ADDITIONNAL DISEASE
TREATMENT
5003602801403, ARM A/ R-ICE 20/03/2007 RITUXIMAB 31/05/2007 20/m07 MALE 64 29/05/2009 TOXICITY OF BILATERAL PNEUMONIA, SEPTIC SHOCK PARTIAL
ADDITIONNAL RESPONSE
TREATMENT
5003602801605 ARM A/ R-ICE 20/07/2006 RITUXIMAB 08/11/2006 12/12D06 FEMALE 58 26/12/200 LYMPHOMA PROGRESSIVH|
DISEASE
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First
Randomization Actual arm of Randomization | Actual arm of Date of 2nd | Transplantation Age Date of
Number induction Date maintenance randomization date Sex (years) death Reason for death Specify reason of death Response at death
5003602901002 ARM A/ R-ICE 24/01/2005 NOT - - MALE 64 04/04/2005 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003602901201  ARM A/R-ICE 03/03/2004 NOT - - FEMALE | 31 | 08/06/2004 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003602901401 ARM A/ R-ICE 12/11/2004 NOT - - MALE 60 11/05/2006 LYMPHOMA NOT EVALUATED
APPLICABLE
5003602901601, ARM A/ R-ICE 08/09/2004 OBSERVATION 27/12/2004 3/2005 MALE 63 04/09/2006 LYMPHOMA PROGRESSIVE|
DISEASE
5003603201038, ARM A/ R-ICE 09/10/2006 OBSERVATION 17/01/2007 29/2006 FEMALE 50 20/09/2007 LYMPHOMA PROGRESSIVH
DISEASE
5003603201213 ARM A/ R-ICE 23/02/2007 OBSERVATION 29/05/2007 28/2007 MALE 54 28/03/2008 LYMPHOMA PROGRESSIVE|
DISEASE
5003603201628 ARM A/ R-ICE 18/05/2007 RITUXIMAB 17/08/2007 22/007 MALE 48 20/01/2009 LYMPHOMA PROGRESSIVE
DISEASE
5003603701004 ARM A/ R-ICE 12/08/2005 NOT - - MALE 64 01/09/2005 TOXICITY OF STUDY | PULMONAL INFECT STARTED IN AGRANULOCYTOSIS,| NOT EVALUATED
APPLICABLE TREATMENT TRANSFER TO INTENSIV CARE UNIT, ARTIFICIAL
RESPIRATION, DEVELOPMENT OF A SEPTIC SHOCK
5003603701006 ARM A/ R-ICE 14/10/2005 OBSERVATION 30/01/2006 0%/2006 MALE 54 12/05/2006 LYMPHOMA PROGRESSIVE|
DISEASE
5003603701010 ARM A/ R-ICE 03/07/2006 NOT - - MALE 54 29/11/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003603801002, ARM A/ R-ICE 24/09/2004 OBSERVATION 22/12/2004 09/2004 FEMALE 49 21/03/201 LYMPHOMA DIED AFTERQYCLE OF SALVAGE CHEMO FOR NOT EVALUATED
GENERALISED RELAPSE. IMMEDIATE REASON FOR
DEATH SEPIC SHOCK
5003603801015 ARM A/ R-ICE 11/04/2007 NOT - - FEMALE 20 25/10/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003603801202, ARM A/ R-ICE 18/11/2004 NOT - - MALE 60 17/11/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003603801203 ARM A/ R-ICE 01/12/2004 RITUXIMAB 14/03/2005 01/(2005 FEMALE 53 25/10/2005 LYMPHOMA PROGRESSIVH|
DISEASE
5003603801406 ARM A/ R-ICE 15/02/2008 RITUXIMAB 15/05/2008 13/(08 MALE 31 01/03/2009 LYMPHOMA PROGRESSIVE
DISEASE
5003603801602 ARM A/ R-ICE 12/10/2004 OBSERVATION 01/02/2005 0&/2005 MALE 54 14/08/2007 TOXICITY OF GVHD + INFECTION POST ALLOGENEIC PBCT FROM COMPLETE
ADDITIONNAL SIBLING DONOR RESPONSE
TREATMENT
5003603801608 ARM A/ R-ICE 09/04/2008 OBSERVATION 03/07/2008 01/2008 MALE 26 03/06/2009 LYMPHOMA PROGRESSIVE|
DISEASE
5003604201204 ARM A/ R-ICE 08/07/2004 NOT - - MALE 60 16/02/2005 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003604801014 ARM A/ R-ICE 15/02/2007 NOT - - MALE 62 09/07/2007, LYMPHOMA NOT EVALUATED|
APPLICABLE
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5003604801205| ARM A/ R-ICE 29/03/2006 RITUXIMAB 11/07/2006 21/(#06 MALE 34 19/01/2008 LYMPHOMA PROGRESSIVE
DISEASE
5003604901005| ARM A/ R-ICE 05/01/2006 RITUXIMAB 09/05/2006 24/(D06 FEMALE 62 11/01/2007 LYMPHOMA PROGRESSIVH|
DISEASE
5003605201006 ARM A/ R-ICE 10/11/2004 NOT - - FEMALE | 63 | 16/04/2005 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003605301010 ARM A/ R-ICE 16/08/2007 NOT - - MALE 55 18/12/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003605301601, ARM A/ R-ICE 05/04/2004 NOT - - MALE 61 20/06/2004) CONCURRENT ILLNESS SUDDEN DEATH, PRESUMED MYOCARDIAL EVENT. | UNCONFIRMED
APPLICABLE KNOWN MODERATE AORTIC STENOSIS COMPLETE
RESPONSE
5003606201605| ARM A/ R-ICE 17/05/2004 RITUXIMAB 29/10/2004 08/12D04 MALE 42 17/10/2006 TOXICITY OF SEPTIC MULTIPLE ORGAN FAILURE AFTER AUTOL. TX NOT EVALUATED
ADDITIONNAL 07/06 AND UNREL. ALLO TX 08/06 / EXTENSIVE GVHD
TREATMENT SKIN + GUT - INTERSTITIAL PNEUMONIA
HEMORRHAGIC CYSTITIS
5003606301207 ARM A/ R-ICE 27/08/2004 OBSERVATION 02/12/2004 23/2004 MALE 37 09/10/2009 OTHER CANCER METASTATEARCINOMA OF THE BLADDER COMPLETE
RESPONSE
5003606301612, ARM A/ R-ICE 15/02/2005 NOT - - FEMALE 58 30/05/2009 OTHER REASON PULMONARY HMORRHAGE PARTIAL
APPLICABLE RESPONSE
5003607201016 ARM A/ R-ICE 09/05/2005 OBSERVATION 11/08/2005 08/2005 FEMALE 54 07/03/2006 LYMPHOMA PROGRESSIVH
DISEASE
5003607201032, ARM A/ R-ICE 01/06/2006 NOT - - MALE 59 18/10/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003607201045| ARM A/ R-ICE 09/05/2007 NOT - 09/08/2007 MALE 48 18/08/2007 TOXICITY OF STUDY| NOT EVALUATED
APPLICABLE TREATMENT
5003607501403 ARM A/ R-ICE 16/10/2006 OBSERVATION 07/02/2007 02/2007 MALE 56 23/10/2007 LYMPHOMA NOT EVALUATEL
5003607701007 ARM A/ R-ICE 06/12/2005 RITUXIMAB 09/03/2006 14/(2006 MALE 56 01/06/2006 LYMPHOMA PROGRESSIVE
DISEASE
5003607701009 ARM A/ R-ICE 18/04/2006 NOT - - MALE 56 19/09/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003609301608 ARM A/ R-ICE 02/11/2004 NOT - - MALE 43 21/04/2009 OTHER CANCER AML TRANSFORMEEROM MDS STABLE DISEASE
APPLICABLE
5003610201206 ARM A/ R-ICE 13/04/2005 RITUXIMAB 16/06/2005 24/(#05 MALE 40 12/03/2007 LYMPHOMA PROGRESSIVE
DISEASE
5003610201611 ARM A/ R-ICE 05/04/2005 RITUXIMAB 22/06/2005 28/(#05 FEMALE 61 13/02/2007 OTHER REASON ORGANIC BRASYNDROME COMPLETE
RESPONSE
5003610201612 ARM A/ R-ICE 12/04/2005 NOT - - FEMALE 56 23/07/2005 TOXICITY OF PNEUMONIA (ASPERGILLUS) STABLE DISEASH
APPLICABLE ADDITIONNAL
TREATMENT
5003610301208, ARM A/ R-ICE 27/08/2004 NOT - - FEMALE 47 11/04/2005 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
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5003610301617 ARM A/R-ICE 31/01/2006 NOT - - MALE 41 | 01/08/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003610501031 ARM A/ R-ICE 20/03/2008 OBSERVATION 08/07/2008 06/2008 MALE 54 01/09/2008 LYMPHOMA PROGRESSIVH|
DISEASE
5003611201057 ARM A/ R-ICE 30/04/2008 NOT - - MALE 52 25/09/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003612501015 ARM A/ R-ICE 22/05/2007 NOT - - MALE 55 04/11/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003614501002, ARM A/ R-ICE 12/09/2006 NOT - - MALE 27 06/01/2007, LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003615301004 ARM A/ R-ICE 17/08/2005 NOT - - FEMALE 64 03/03/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003615501014 ARM A/ R-ICE 02/05/2007 RITUXIMAB 14/08/2007 09/(807 MALE 53 04/05/2009 LYMPHOMA PROGRESSIVE
DISEASE
5003615501018, ARM A/ R-ICE 08/08/2007 NOT - - FEMALE 49 22/10/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003615501028 ARM A/ R-ICE 10/01/2008 NOT - - MALE 59 18/08/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003615501201 ARM A/ R-ICE 12/09/2006 NOT - - MALE 56 15/05/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003615501404 ARM A/ R-ICE 19/03/2007 NOT - - FEMALE 60 04/12/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003616301615 ARM A/ R-ICE 29/09/2005 RITUXIMAB 22/12/2005 21/12005 MALE 63 01/09/2006  TOXICITY OF STUDY PNEUMONIA COMPLETE
TREATMENT RESPONSE
5003616501005| ARM A/ R-ICE 27/10/2006 NOT - 14/02/2007 FEMALE| 59 21/02/200F  TOXICITY OF STUD SEPSIS : MULTIPLE ORGAN FAILURE WITH PARTIAL
APPLICABLE TREATMENT INTESTINAL, MARROW, CARDIAC + RENAL FAILURE RESPONSE
5003617201004 ARM A/ R-ICE 23/08/2004 NOT - - MALE 58 23/01/2005 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003617201042, ARM A/ R-ICE 06/12/2006 NOT - - MALE 64 10/06/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003617501024 ARM A/ R-ICE 04/12/2007 NOT - - FEMALE 61 02/05/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003618501008, ARM A/ R-ICE 16/01/2007 OBSERVATION 18/05/2007 0%/2007 MALE 65 30/12/200¢ LYMPHOMA ACUTE GASTROINESTINAL TRACT HAEMORRHAGE PARTIAL
RESPONSE
5003620301011 ARM A/ R-ICE 14/09/2007 NOT - - MALE 41 07/07/2008 LYMPHOMA NOT EVALUATED
APPLICABLE
5003621201020 ARM A/ R-ICE 28/07/2005 OBSERVATION 07/12/2005 17/2005 FEMALE 59 14/07/200 LYMPHOMA PROGRESSIVH
DISEASE
5003621201023 ARM A/ R-ICE 22/11/2005 NOT - - MALE 53 13/06/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
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5003621201026 ARM A/ R-ICE 25/01/2006 NOT - - FEMALE 63 10/04/2006| TOXICITY OF PROGRESSIVE
APPLICABLE ADDITIONNAL DISEASE
TREATMENT
5003621301014 ARM A/ R-ICE 29/10/2007 NOT - - FEMALE 58 03/12/2007 TOXICITY OF SEPSIC AFTER CHEMO OFF THE CORAL PROTOCOL NOT EVALUATED
APPLICABLE ADDITIONNAL (ICE)
TREATMENT
5003622201022, ARM A/ R-ICE 04/11/2005 NOT - - MALE 60 19/06/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003622201403 ARM A/ R-ICE 24/11/2005 NOT - - FEMALE 58 08/03/2007| UNKNOWN DEATH DUE TO LYMPBIMA COULD BE SUSPECTED PROGRESSIVE
APPLICABLE BUT NOT PROVEN SINCE WE HAVE NO INFO ABOUT DISEASE
THE DEATH REASON
5003628201003, ARM A/ R-ICE 30/07/2004 NOT - - MALE 54 24/01/2005 LYMPHOMA BONE MARROW INFILTRTION, PANCYTOPENIA, PROGRESSIVE
APPLICABLE INFECTION DISEASE
5003628201052 ARM A/ R-ICE 10/09/2007 NOT - - MALE 48 - UNKNOWN PATIENT DID NOT PRESENT TO HSPITAL OR HIS GP /| NOT EVALUATED
APPLICABLE WE WERE INFORMED THE HE DIED SHORTLY AFTER
5003631201035 ARM A/ R-ICE 28/08/2006 NOT - 19/12/2006 FEMALE| 45 14/07/2009 LYMPHOMA PROGRESE
APPLICABLE DISEASE
5003633201036 ARM A/ R-ICE 15/09/2006 NOT - - MALE 51 23/08/2007, LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003642501030 ARM A/ R-ICE 19/03/2008 NOT - - MALE 37 23/01/2009 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003643501202, ARM A/ R-ICE 19/03/2008 NOT - - MALE 62 14/11/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101021038 ARM B/ R-DHAP 06/10/2005 OBSERVATION 02/02/2006 /09/2006 MALE 52 30/05/2007 LYMPHOMA PROGRESSIVH|
DISEASE
5003101031019 ARM B/ R-DHAP 30/12/2004 NOT - - FEMALE 58 24/04/2005 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101031067, ARM B/ R-DHAP 22/05/2007 NOT - - FEMALE 21 18/09/2007| LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101031401 ARM B/ R-DHAP 31/08/2004 RITUXIMAB 25/11/2004 26/12004 MALE 60 30/11/2008 LYMPHOMA PROGRESSIVE]
DISEASE
5003101051050 ARM B/ R-DHAP 13/07/2006 RITUXIMAB 16/10/2006 110122006 MALE 62 19/02/2007 LYMPHOMA PROGRESSIVE]
DISEASE
5003101051063 ARM B/ R-DHAP 26/03/2007 NOT - - FEMALE 61 12/08/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101071002) ARM B/ R-DHAP 16/10/2003 NOT - - MALE 64 21/11/2003| TOXICITY OF STUDY NOT EVALUATED
APPLICABLE TREATMENT
5003101071051] ARM B/ R-DHAP 25/07/2006 NOT - - FEMALE 61 01/12/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101071073 ARM B/ R-DHAP 19/10/2007 NOT - - MALE 47 09/01/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
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5003101071408 ARM B/ R-DHAP 14/12/2005 RITUXIMAB 25/04/2006 0312006 FEMALE 57 03/10/2007 LYMPHOMA PROGRESSIVH
DISEASE
5003101071417 ARM B/ R-DHAP 16/03/2007 RITUXIMAB 17/07/2007 0672007 FEMALE| 56 | 03/10/200 LYMPHOMA NOT EVALUATEL
5003101071607 ARM B/ R-DHAP 07/01/2004 NOT - - MALE 59 04/06/2009 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101071643 ARM B/ R-DHAP 29/10/2007 OBSERVATION 20/03/2008 /@2/2008 FEMALE 58 15/05/2008 TOXICITY OF STUDY| SEPTICEMIA STAPHYLOCOCCUS EPIDERMIDIS COMPLETE
TREATMENT PNEUMOPATHY RESPONSE
5003101091022] ARM B/ R-DHAP 31/03/2005 NOT - - FEMALE | 63 | 05/09/2005 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101091025 ARM B/ R-DHAP 04/05/2005 NOT - - FEMALE 61 20/08/2005 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101091626) ARM B / R-DHAP 01/09/2005 NOT - - MALE 53 | 15/07/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101141402 ARM B/ R-DHAP 06/04/2005 NOT - - MALE 63 13/03/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101141624 ARM B/ R-DHAP 19/05/2005 OBSERVATION 26/10/2005 /10/2005 FEMALE 64 18/04/201 LYMPHOMA PROGRESSIVH
DISEASE
5003101221070 ARM B/ R-DHAP 17/09/2007 NOT - - MALE 49 21/11/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101251035 ARM B/ R-DHAP 26/07/2005 RITUXIMAB 16/11/2005 1412005 MALE 55 10/05/2007 LYMPHOMA NOT EVALUATEN
5003101251044 ARM B/ R-DHAP 28/03/2006 NOT - - FEMALE 64 26/09/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101391032) ARM B/ R-DHAP 12/07/2005 NOT - - MALE 54 15/01/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101391048 ARM B/ R-DHAP 15/06/2006 NOT - - MALE 61 17/12/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101391613 ARM B/ R-DHAP 22/04/2004 NOT - - MALE 56 05/07/2005, LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101431204 ARM B/ R-DHAP 25/11/2003 NOT - - MALE 56 30/06/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101431608 ARM B/ R-DHAP 23/01/2004 RITUXIMAB 23/04/2004 131004 MALE 64 19/04/2008 OTHER CANCER UNCONFIRMEI[
COMPLETE
RESPONSE
5003101481614 ARM B/ R-DHAP 07/05/2004 RITUXIMAB 17/09/2004 0B((R004 MALE 58 20/07/2009 LYMPHOMA PROGRESSIVE
DISEASE
5003101601066f ARM B/ R-DHAP 18/05/2007 NOT - - MALE 55 18/09/2007 TOXICITY OF STOMACH HAEMORRHAGE STABLE DISEASE]
APPLICABLE ADDITIONNAL
TREATMENT
5003101601076) ARM B/ R-DHAP 05/03/2008 NOT - - MALE 52 14/07/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
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5003101601610 ARM B/ R-DHAP 16/02/2004 NOT 17/05/2004 24/05/2004 MALE 49 12/08/2004 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101641018 ARM B/ R-DHAP 28/12/2004 NOT - - MALE 61 20/07/2005 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101641047 ARM B/ R-DHAP 25/04/2006 NOT - - MALE 45 14/02/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003101641079 ARM B/ R-DHAP 27/06/2008 NOT - - MALE 27 24/11/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003102181031) ARM B/ R-DHAP 24/06/2005 NOT - - MALE 63 16/12/2005 LYMPHOMA STABLE DISEASH
APPLICABLE
5003102341003 ARM B/ R-DHAP 07/11/2003 NOT - - MALE 27 02/11/2004 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003102361203 ARM B/ R-DHAP 21/11/2003 NOT 19/02/2004 18/02/2004 MALE 38 12/10/2006 LYMPHOMA ON DATA ARE AVAILABLE BUT IT IS PROBABLE TO | NOT EVALUATED
APPLICABLE STATE THAT DEATH IS DUE TO LYMPHOMA
5003102411069 ARM B/ R-DHAP 05/07/2007 OBSERVATION 24/10/2007 /0@/2007 MALE 63 16/10/2008 LYMPHOMA PROGRESSIVH|
DISEASE
5003102541016) ARM B/ R-DHAP 21/09/2004 NOT - - MALE 54 19/05/2005 TOXICITY OF PROGRESSIVE
APPLICABLE ADDITIONNAL DISEASE
TREATMENT
5003601201018 ARM B/ R-DHAP 14/06/2005 NOT - - FEMALE 43 08/08/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003601401004 ARM B/ R-DHAP 27/09/2006 RITUXIMAB 19/12/2006 15112006 FEMALE 62 26/08/2007 TOXICITY OF STUDY| COMPLETE
TREATMENT RESPONSE
5003601401402 ARM B/ R-DHAP 17/02/2005 RITUXIMAB 04/05/2005 1@BR005 MALE 63 14/11/2005 LYMPHOMA PROGRESSIVE]
DISEASE
5003601601402 ARM B/ R-DHAP 29/10/2004 NOT - - FEMALE 65 13/01/2005 CONCURRENT ILLNESS PLEASE SEE AUTOPSY - PROVISIONAL. COMPLETE COMPLETE
APPLICABLE REPORT TO FOLLOW WHEN AVAILABLE. RESPONSE
5003601801003 ARM B/ R-DHAP 08/11/2004 NOT - - MALE 63 03/12/2005 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003602801016) ARM B/ R-DHAP 21/08/2007 NOT - - FEMALE 39 31/10/2007 TOXICITY OF PATIENT DIED IN PROLONGED NEUTROPENIA AFTER| STABLE DISEASE
APPLICABLE ADDITIONNAL NEW TREATMENT (R-G/FOX)
TREATMENT
5003602801204 ARM B/ R-DHAP 22/12/2004 NOT - - MALE 61 22/03/2005 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003603201001 ARM B/ R-DHAP 11/03/2004 NOT - - MALE 50 13/05/2004 TOXICITY OF STUDY STABLE DISEASE
APPLICABLE TREATMENT
5003603201034 ARM B/ R-DHAP 14/08/2006 NOT - - MALE 33 11/04/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003603201050 ARM B/ R-DHAP 06/08/2007 NOT - - MALE 61 01/11/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
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5003603201211 ARM B/ R-DHAP 21/02/2006 NOT - - MALE 61 16/07/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003603801007| ARM B/ R-DHAP 08/03/2006 NOT - - FEMALE | 34 | 11/02/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003603801009 ARM B/ R-DHAP 31/05/2006 OBSERVATION 07/09/2006 /08/2006 MALE 49 31/03/2007 LYMPHOMA PROGRESSIVH|
DISEASE
5003603801010 ARM B/ R-DHAP 23/08/2006 NOT - - FEMALE 62 21/11/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003603801013 ARM B/ R-DHAP 20/12/2006 NOT - - FEMALE 60 24/04/2007| TOXICITY OF SEPTIC SHOCK AFTER HIGH DOSE CHEMOTHERAPY| PARTIAL
APPLICABLE ADDITIONNAL WITH ASCT RESPONSE
TREATMENT
5003603901001 ARM B/ R-DHAP 06/10/2004 NOT - - MALE 54 19/11/2004 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003604201028 ARM B/ R-DHAP 02/02/2006 NOT - - MALE 65 15/04/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003604701012f ARM B/ R-DHAP 19/04/2007 NOT - - MALE 62 04/05/2007| TOXICITY OF STUDY NOT EVALUATED
APPLICABLE TREATMENT
5003604801006) ARM B/ R-DHAP 18/10/2005 RITUXIMAB 09/03/2006 1322006 MALE 53 10/11/2006 LYMPHOMA NOT EVALUATEN
5003604801201 ARM B/ R-DHAP 08/09/2004 NOT - - FEMALE 40 29/11/2004 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003604801405 ARM B/ R-DHAP 30/05/2007 NOT - - FEMALE 55 29/09/2008 LYMPHOMA PROGRESSION NODANVOLVEMENT WITH PROGRESSIVE
APPLICABLE THROMBOSIS IN VENA CAVA INFERIOR / SEPSIS DISEASE
5003604901004 ARM B/ R-DHAP 22/11/2005 RITUXIMAB 09/03/2006 252006 FEMALE 52 30/07/2007 LYMPHOMA PROGRESSIVH
DISEASE
5003604901603 ARM B/ R-DHAP 03/03/2008 RITUXIMAB 19/06/2008 182008 FEMALE 62 13/09/200 TOXICITY OF STUDY| POST-MORTEM PATHOLOGICAL ANALYSIS WAS COMPLETE
TREATMENT PERFORMED TODAY (14/09/2008) RESPONSE
5003605201603 ARM B/ R-DHAP 14/04/2004 NOT - - MALE 54 22/07/2005 TOXICITY OF PNEUMOCYSTIS CAVINII PNEUMONIA NOT EVALUATED
APPLICABLE ADDITIONNAL
TREATMENT
5003605301203 ARM B/ R-DHAP 23/03/2004 NOT - - FEMALE 30 11/09/2004 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003605301610 ARM B/ R-DHAP 18/11/2004 RITUXIMAB 02/05/2005 231005 MALE 60 14/07/2007 LYMPHOMA PROGRESSIVE
DISEASE
5003605701404 ARM B/ R-DHAP 30/01/2008 NOT - - MALE 52 13/11/2009 TOXICITY OF PAT DIED OF GRAFT VS HOST DISEASE AFTER COMPLETE
APPLICABLE ADDITIONNAL ALLOGENE ENGRAFTMENT RESPONSE
TREATMENT
5003606201033 ARM B/ R-DHAP 02/06/2006 NOT - - MALE 56 08/08/2007 TOXICITY OF CMV-PNEUMONIA AFTER ALLOGENEIC TRANSPLANT | NOT EVALWATED
APPLICABLE ADDITIONNAL
TREATMENT
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5003606201407 ARM B/ R-DHAP 06/06/2006 RITUXIMAB 21/09/2006 13(P006 MALE 54 10/04/2007 TOXICITY OF CMV-PNEUMONIA, RENAL FAILURE, MULTIPLE PARTIAL
ADDITIONNAL ORGAN FAILURE AFTER AUTOLOGOUS TRANSPLANT] RESPONSE
TREATMENT ON 19/03/2007
5003606301012) ARM B/ R-DHAP 11/10/2007 NOT - 15/01/2008 FEMALE| 63 12/02/2008  TOXICITY OF STUDY 1) CANDIDA GUILLIERMONDII SEPTICEMIA 2) CMV PARTIAL
APPLICABLE TREATMENT ENTEROCOLITIS (SEVERE) RESPONSE
5003606301604 ARM B/ R-DHAP 01/06/2004 OBSERVATION 22/09/2004 /2%/2004 MALE 61 22/06/2009 OTHER CANCER MYELODYSRSTIC SYNDROME COMPLETE
RESPONSE
5003606301606) ARM B / R-DHAP 07/07/2004 NOT - - FEMALE | 40 | 03/09/2005 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003607301603 ARM B/ R-DHAP 01/06/2004 OBSERVATION 15/09/2004 /@9/2004 MALE 64 27/04/2007 LYMPHOMA PROGRESSIVH|
DISEASE
5003607301622] ARM B/ R-DHAP 11/12/2006 NOT - - FEMALE | 65 | 26/01/2007  TOXICITY OF STUDY GRAM NEGATIVE SEPTICAEMIA NOT EVALUATED
APPLICABLE TREATMENT
5003607501401 ARM B/ R-DHAP 19/07/2006 RITUXIMAB 30/10/2006 18112006 MALE 54 25/08/2007 LYMPHOMA BRONCHOPNEUMONIA PROGRESSIVE
DISEASE
5003608701008 ARM B/ R-DHAP 09/02/2006 OBSERVATION 19/05/2006 /0%/2006 MALE 57 14/10/2006 LYMPHOMA PROGRESSIVE|
DISEASE
5003610201008 ARM B/ R-DHAP 15/11/2004 NOT - - MALE 39 01/08/2005 TOXICITY OF SEPSIS, INFECTION NODE ALLO = GENER COMPLETE
APPLICABLE ADDITIONNAL TRANSPLANTATION RESPONSE
TREATMENT
5003610201212 ARM B/ R-DHAP 13/04/2006 NOT - - MALE 23 | 29/01/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003610301613 ARM B/ R-DHAP 01/03/2005 OBSERVATION 23/05/2005 /8%/2005 MALE 53 29/07/200 LYMPHOMA PROGRESSIVH|
DISEASE
5003610501402) ARM B/ R-DHAP 21/09/2006 RITUXIMAB 28/12/2006 2012006 MALE 58 13/02/2009 LYMPHOMA PROGRESSIVE|
DISEASE
5003610701014 ARM B/ R-DHAP 24/09/2007 RITUXIMAB 07/01/2008 14008 MALE 57 01/06/2010Q OTHER CANCER HODGKIN LYMP®MA PROGRESSIVE
DISEASE
5003611301002) ARM B/ R-DHAP 14/09/2004 NOT - - MALE 61 13/03/2005 LYMPHOMA CENTRAL NERVOUS SYIEM LYMPHOMA AND PROGRESSIVE
APPLICABLE SYSTEMIC DISEASE AND MARROW INVOLVEMENT DISEASE
5003611301003 ARM B/ R-DHAP 02/05/2005 NOT - - MALE 60 12/05/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003612301623 ARM B/ R-DHAP 13/12/2006 RITUXIMAB 16/04/2007 3@®007 MALE 56 23/04/2008 LYMPHOMA PROGRESSIVE]
DISEASE
5003612501019 ARM B/ R-DHAP 03/09/2007 NOT - - FEMALE 51 12/01/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003614501013 ARM B/ R-DHAP 20/04/2007 NOT - - MALE 35 21/07/2007 OTHER REASON AMPHOTERICIN KICITY PROGRESSIVE
APPLICABLE DISEASE
5003615501004 ARM B/ R-DHAP 05/10/2006 NOT - - FEMALE 64 11/07/2007| LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
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First
Randomization Actual arm of Randomization | Actual arm of Date of 2nd | Transplantation Age Date of
Number induction Date maintenance randomization date Sex (years) death Reason for death Specify reason of death Response at death
5003615501007 ARM B/ R-DHAP 20/12/2006 NOT - - FEMALE 52 25/05/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003616201413 ARM B/ R-DHAP 29/04/2008 NOT - - MALE 62 20/08/2008 TOXICITY OF NOT EVALUATED
APPLICABLE ADDITIONNAL
TREATMENT
5003616301212f ARM B/ R-DHAP 21/04/2006 NOT - - FEMALE 65 23/01/2007 TOXICITY OF PARTIAL
APPLICABLE ADDITIONNAL RESPONSE
TREATMENT
5003616501003 ARM B/ R-DHAP 14/09/2006 RITUXIMAB 20/12/2006 05112006 MALE 30 21/08/2008 CONCURRENT ILLNES PNEUMONIA, DEVIC'S DISEASE NOT EVALUATED|
5003616501411 ARM B/ R-DHAP 26/06/2008 NOT - - MALE 63 28/11/2009 TOXICITY OF MOTOR NEURONE DISEASE AND CJ VIRUS. STABLE DISEASE
APPLICABLE ADDITIONNAL
TREATMENT
5003617201021 ARM B/ R-DHAP 17/10/2005 OBSERVATION 14/02/2006 /02/2006 FEMALE 50 22/12/2007 OTHER REASON RESPIRORY INSUFFICIENCY COMPLETE
RESPONSE
5003617201024 ARM B/ R-DHAP 07/12/2005 NOT - - MALE 58 12/09/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003617201031 ARM B/ R-DHAP 26/05/2006 NOT - - FEMALE 56 05/03/2007 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003617201043 ARM B/ R-DHAP 25/01/2007 RITUXIMAB 16/04/2007 191»007 MALE 42 28/06/2008 LYMPHOMA PROGRESSIVE]
DISEASE
5003617201049 ARM B/ R-DHAP 10/07/2007 NOT - - FEMALE 49 29/04/2009 TOXICITY OF COMPLETE
APPLICABLE ADDITIONNAL RESPONSE
TREATMENT
5003617301619 ARM B/ R-DHAP 06/02/2006 OBSERVATION 27/04/2006 /05/2006 FEMALE 19 24/05/2008 TOXICITY OF MULTI-ORGAN FAILURE SECONDARY TO GRAFT COMPLETE
ADDITIONNAL VERSUS HOST DISEASE FOLLOWING ALLOGENEIC RESPONSE
TREATMENT BONE MARROW TRANSPLANT
5003617501006f ARM B/ R-DHAP 01/12/2006 NOT - - MALE 61 04/02/2007, LYMPHOMA PATIENT ADMITTED WTH SHORTNESS OF BREATH PROGRESSIVE
APPLICABLE AND DIED WITHIN 4 HOURS THEREFORE GONE TO DISEASE
CORONER. WILL UPDATE WHEN INFORMATION
OBTAINED.
5003617501026) ARM B/ R-DHAP 06/12/2007 NOT - - FEMALE 59 24/01/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003618301005 ARM B/ R-DHAP 01/02/2006 OBSERVATION 19/05/2006 /08/2006 MALE 27 07/12/2006 LYMPHOMA PROGRESSIVE|
DISEASE
5003618501025 ARM B/ R-DHAP 05/12/2007 OBSERVATION 29/04/2008 /20/2008 MALE 59 08/01/200¢ LYMPHOMA CAUSE OF DEATBUE TO LYMPHOMA FOUND ON PROGRESSIVE
POST-MORTEM DISEASE
5003619301016) ARM B/ R-DHAP 22/01/2008 NOT - - MALE 38 20/06/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003619501010 ARM B/ R-DHAP 14/02/2007 NOT - - FEMALE 45 06/04/2007 TOXICITY OF STUDY RESPIRATORY FAILURE DUE TO SEPSIS NOT EVALUATE!
APPLICABLE TREATMENT
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Randomization Actual arm of Randomization | Actual arm of Date of 2nd | Transplantation Age Date of
Number induction Date maintenance randomization date Sex (years) death Reason for death Specify reason of death Response at death
5003620201017 ARM B/ R-DHAP 09/05/2005 NOT - - FEMALE 58 24/11/2005 TOXICITY OF SEPSIS PARTIAL
APPLICABLE ADDITIONNAL RESPONSE
TREATMENT
5003623501405 ARM B/ R-DHAP 05/07/2007 NOT - - MALE 58 26/07/2007 LYMPHOMA NOT EVALUATED|
APPLICABLE
5003625501020 ARM B/ R-DHAP 14/09/2007 NOT - - MALE 60 24/05/2008 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003628201046) ARM B/ R-DHAP 21/06/2007 NOT - - FEMALE 48 17/03/2009 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003630201040 ARM B/ R-DHAP 06/11/2006 RITUXIMAB 09/03/2007 13007 MALE 65 21/12/2007 LYMPHOMA PROGRESSIVE]
DISEASE
5003631201011 ARM B/ R-DHAP 03/12/2004 NOT - - FEMALE 61 29/12/2004 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003631201012 ARM B/ R-DHAP 15/12/2004 NOT - - FEMALE 58 25/05/2006 LYMPHOMA CHEMOREFRACTORYIBEASE PROGRESSIVE
APPLICABLE DISEASE
5003631201619 ARM B/ R-DHAP 24/02/2006 NOT 14/06/2006 29/05/2006 MALE 37 14/10/20 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003632201015 ARM B/ R-DHAP 01/04/2005 NOT - - MALE 51 04/06/2006 LYMPHOMA PROGRESSIVE
APPLICABLE DISEASE
5003635201411 ARM B/ R-DHAP 11/05/2007 NOT - - FEMALE 61 01/11/2007 LYMPHOMA 06-07/07 3X R-ICEPROGRESSIVE DISEASE / 09/07 PROGRESSIVE
APPLICABLE RITUX. / GEMCITABIN / OXALIPLATIN : PD DISEASE
N =238
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5.4. Clinical laboratory evaluation
The following tables show statistics summary ofapaeters registered only at baseline.

Table 5.4-1 Summary of laboratory tests at relapsdiagnosis (induction safety population)

226 224
1.138 1.102
0.6287 0.7269
0.997 0.967
0.11 0.01
4.65 4.61
181 182
0.0 0.0
0.22 0.10
0.0 0.0
0 0
2 1
220 210
31.6 29.0
39.23 20.73
25.0 23.0
9 8
566 209
229 219
35.9 33.2
61.26 34.26
23.0 24.0
4 7
861 384
160 156
2.815 2.381
5.2793 1.1310
2.000 2.100
0.20 0.90
67.00 8.30
232 224
113.1 126.0
89.67 131.10
85.0 88.5
35 41
788 1285
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232 225
10.430 11.732
8.9383 22.6876

8.800 8.550

0.40 0.60
90.00 333.00

238 229

78.6 77.9
18.64 19.95
77.9 77.0

35 1

155 174

218 214
2.376 2.386
0.5149 0.3347
2.355 2.360

1.03 1.83
9.50 5.25
233 227
139.8 139.4
3.27 3.13
140.0 139.0
129 126
150 146
234 223
4.149 4.121
0.4220 0.4563
4.100 4.100
3.30 2.50
5.80 5.60
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Table 5.4-2 Serum electrophoresis values at relapdéagnosis (induction safety population)

206 203
68.43 68.17
10.560 8.668
69.00 69.00
6.6 5.4
90 84
202 207
40.52 40.27
6.606 6.693
41.00 41.00
2.9 22.0
62 66
4 9
5.25 9.79
7.182 15.683
2.00 5.00
1.0 1.6
16 51

For each parameter registered at different timea twve course of the study, the mean, standard
deviation, median, range and changes from basatmdescribed in section §6.7.6.

5.5. Vitals signs, physical finding and other obser  vations related to safety

Vital signs are described in section 86.7.7.
For clinical examination, a frequency table sumaesithe results at each visit.
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6. TABLES, LISTINGS AND FIGURES NOT INCLUDED IN THE REPORT

6.1. Withdrawals
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Listing 6.1-1 Withdrawals (FAS)

First Nb of Nb of
Randomization Randomization Arm of 2nd Date of 2nd Date of | Treatment period at | Reason for premature Response at Transplantation cycles | maintenance
Number Arm of treatment Date randomization | randomization | withdrawal withdrawal withdrawal Other reason for premature withdrawal withdrawal date received visits
5003101021008 ARM A/R-ICE 12/05/2004 NOT - 06/07/2004 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101021014 ARM A/R-ICE 20/08/2004 NOT - 20/10/2004 INDUCTION INDUCTION UNCONFIRMED - 3 -
APPLICABLE PHASE TREATMENT COMPLETE
FAILURE RESPONSE
5003101021027 ARM A/ R-ICE 01/06/2005 NOT - 26/07/2005 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101021605 ARM A/ R-ICE 04/11/2003 OBSERVATION 04/02/2004 08/2004 FOLLOW UP OTHER PROGRESSIVE DISEASE PROGRESSIVE  03/02/2004 3 4
PERIOD DISEASE
5003101021631 ARM A/R-ICE 07/02/2006 RITUXIMAB 01/06/2006 09/E07 FOLLOW UP OTHER PROGRESSION PROGRESSIVE 22/05/2006 3 5
PERIOD DISEASE
5003101031001 ARM A/ R-ICE 24/07/2003 RITUXIMAB 21/10/2003 18/12003 FOLLOW UP TRANSPLANTATION PROGRESSIVE 22/10/2003 3 1
PERIOD FAILURE DISEASE
5003101031007, ARM A/ R-ICE 26/01/2004 NOT - 20/04/2004 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003101041606) ARM A/ R-ICE 03/12/2003 NOT - 05/12/2003 BEFORE MAJOR PROTOCOL NOT - - -
APPLICABLE TREATMENT VIOLATION EVALUATED
5003101051004 ARM A/R-ICE 26/11/2003 NOT - 29/01/2004 INDUCTION INDUCTION PARTIAL - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003101051068 ARM A/R-ICE 04/07/2007 NOT - 24/09/2007 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003101051075 ARM A/ R-ICE 19/02/2008 NOT - 02/06/2008 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003101051603 ARM A/ R-ICE 27/10/2003 NOT - 29/12/2003 INDUCTION INDUCTION COMPLETE - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
50031010710200 ARM A/ R-ICE 15/03/2005 NOT - 20/07/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101071029) ARM A/ R-ICE 09/06/2005 NOT - 05/12/2005| CONSOLIDATION OTHER FORGOT 2NDE RANDOMIZATION COMPLETE 10/10/2005 3 -
APPLICABLE PHASE RESPONSE
5003101071059] ARM A/ R-ICE 22/12/2006 NOT - 26/01/2007 INDUCTION INDUCTION PROGRESSIVE - 1 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
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First Nb of Nb of
Randomization Randomization Arm of 2nd Date of 2nd Date of | Treatment period at | Reason for premature Response at Transplantation cycles | maintenance
Number Arm of treatment Date randomization | randomization | withdrawal withdrawal withdrawal Other reason for premature withdrawal withdrawal date received visits
5003101071647, ARM A/R-ICE 11/04/2008 NOT - 01/05/2008 INDUCTION OTHER TREATMENT OUT OF RADIOTHERAPY COMPLETE - 1 -
APPLICABLE PHASE BETWEEN CYCLE 1 AND 2 RESPONSE
5003101091602 ARM A/ R-ICE 16/10/2003 NOT - 22/12/2003 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003101131030) ARM A/ R-ICE 16/06/2005 NOT - 16/08/2005 INDUCTION DEATH NOT - 2 -
APPLICABLE PHASE EVALUATED
5003101131062 ARM A/R-ICE 20/02/2007 NOT - 02/05/2007 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101131072) ARM A/ R-ICE 27/09/2007 OBSERVATION 26/12/2007 08&/2008 FOLLOW UP OTHER PATIENT RETURN IN ROUMANIA UNCONFIRMED 24/12/2007 3 1
PERIOD COMPLETE
RESPONSE
5003101131409 ARM A/R-ICE 07/03/2006 RITUXIMAB 16/06/2006 23/12006 FOLLOW UP OTHER PROGRESSIVE DISEASE PROGRESSIVE  14/06/2006 3 1
PERIOD DISEASE
5003101141065 ARM A/ R-ICE 24/04/2007 NOT - 12/07/2007 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003101141406 ARM A/ R-ICE 13/09/2005 NOT - 20/12/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101211023 ARM A/ R-ICE 25/04/2005 NOT - 06/07/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101221043 ARM A/R-ICE 27/02/2006 NOT - 29/03/2006 INDUCTION INDUCTION PROGRESSIVE - 1 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101281017, ARM A/ R-ICE 18/11/2004 NOT - 10/12/2004 INDUCTION TREATMENT PROGRESSIVE - 1 -
APPLICABLE PHASE TOXICITY DISEASE
5003101281033 ARM A/R-ICE 15/07/2005 RITUXIMAB 15/11/2005 10/(PD06 FOLLOW UP TRANSPLANTATION PROGRESSIVE 04/10/2005 3 1
PERIOD FAILURE DISEASE
5003101281208 ARM A/R-ICE 09/02/2006 NOT - 21/03/2006 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101331077, ARM A/ R-ICE 18/03/2008 NOT - 26/06/2008 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003101351040f ARM A/ R-ICE 21/12/2005 NOT - 10/03/2006 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101391039 ARM A/R-ICE 02/11/2005 NOT - 03/01/2006 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
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First Nb of Nb of
Randomization Randomization Arm of 2nd Date of 2nd Date of | Treatment period at | Reason for premature Response at Transplantation cycles | maintenance
Number Arm of treatment Date randomization | randomization | withdrawal withdrawal withdrawal Other reason for premature withdrawal withdrawal date received visits
5003101391201] ARM A/R-ICE 24/09/2003 NOT - 12/12/2003 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101391638 ARM A/R-ICE 26/01/2007 NOT - 26/02/2007 INDUCTION PATIENT NOT - 1 -
APPLICABLE PHASE VOLONTARY EVALUATED
WITHDRAWAL
50031014310100 ARM A/ R-ICE 11/06/2004 NOT - 18/08/2004 INDUCTION OTHER THE SECOND RANDOMIZATION COULD | STABLE DISEASE - 3 -
APPLICABLE PHASE NOT BE PERFORMED DUE TO THE DELAY
TO GET THE PATHOLOGICAL
EVALUATION
5003101431046/ ARM A/ R-ICE 19/04/2006 NOT - 13/06/2006 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101431622 ARM A/ R-ICE 26/04/2005 RITUXIMAB 13/07/2005 12/12D05 FOLLOW UP TREATMENT COMPLETE 18/07/2005 3 1
PERIOD TOXICITY RESPONSE
5003101441036 ARM A/ R-ICE 02/08/2005 NOT - 17/10/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101441074 ARM A/R-ICE 12/11/2007 NOT - 31/01/2008 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003101481403 ARM A/ R-ICE 21/06/2005 NOT - 01/09/2005 INDUCTION INDUCTION UNCONFIRMED - 3 -
APPLICABLE PHASE TREATMENT COMPLETE
FAILURE RESPONSE
5003101491042 ARM A/ R-ICE 14/02/2006 RITUXIMAB 09/05/2006 31/(P006 FOLLOW UP TRANSPLANTATION PROGRESSIVE 18/05/2006 3 1
PERIOD FAILURE DISEASE
5003101601404 ARM A/R-ICE 04/07/2005 NOT - 21/08/2005 INDUCTION TREATMENT NOT - 2 -
APPLICABLE PHASE TOXICITY EVALUATED
5003101621026/ ARM A/ R-ICE 31/05/2005 OBSERVATION 14/09/2005 23/2006 FOLLOW UP OTHER PROGRESSIVE DISEASE PROGRESSIVE  06/09/2005 3 3
PERIOD DISEASE
5003101621615 ARM A/ R-ICE 10/06/2004 OBSERVATION 16/09/2004 08/2005 FOLLOW UP OTHER PROGRESSION PROGRESSIVE  21/09/2004 3 4
PERIOD DISEASE
5003102161078 ARM A/R-ICE 21/05/2008 NOT - 03/09/2008 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003102161413 ARM A/R-ICE 18/10/2006 NOT - 05/11/2006 INDUCTION DEATH NOT - 1 -
APPLICABLE PHASE EVALUATED
5003102321024 ARM A/ R-ICE 29/04/2005 NOT - 17/08/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003102341045 ARM A/ R-ICE 30/03/2006 OBSERVATION 03/07/2006 09/2006 FOLLOW UP OTHER RADIOTHERAPY TREATMENT PARTIAL 21/06/2006 3 3
PERIOD RESPONSE
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First Nb of Nb of
Randomization Randomization Arm of 2nd Date of 2nd Date of | Treatment period at | Reason for premature Response at Transplantation cycles | maintenance
Number Arm of treatment Date randomization | randomization | withdrawal withdrawal withdrawal Other reason for premature withdrawal withdrawal date received visits
5003102341049 ARM A/R-ICE 11/07/2006 NOT - 11/10/2006 INDUCTION INDUCTION PARTIAL - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003102341061 ARM A/ R-ICE 31/01/2007 RITUXIMAB 04/05/2007 03/12007 FOLLOW UP OTHER POST TRANSPLANTATION RELAPSE PROGRESSIVE  02/05/2007 3 4
PERIOD DISEASE
5003102341416/ ARM A/ R-ICE 20/12/2006 NOT - 31/01/2007 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003102491616/ ARM A/ R-ICE 29/06/2004 NOT - 27/09/2004 INDUCTION INDUCTION PARTIAL - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003102541052 ARM A/ R-ICE 26/07/2006 OBSERVATION 12/10/2006 04/2007 FOLLOW UP OTHER PROGRESSION PROGRESSIVE 05/11/2006 3 1
PERIOD DISEASE
5003102541625 ARM A/ R-ICE 13/06/2005 NOT - 18/08/2005 INDUCTION MAJOR PROTOCOL PARTIAL - 3 -
APPLICABLE PHASE VIOLATION RESPONSE
5003601201041 ARM A/R-ICE 28/11/2006 NOT - 02/02/2007 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003601201602 ARM A/ R-ICE 16/03/2004 NOT - 23/05/2004 INDUCTION INDUCTION UNCONFIRMED - 3 -
APPLICABLE PHASE TREATMENT COMPLETE
FAILURE RESPONSE
5003601401003 ARM A/ R-ICE 15/06/2005 NOT - 12/08/2005 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003601401006 ARM A/ R-ICE 18/04/2007 OBSERVATION 11/07/2007 P3/2008 FOLLOW UP OTHER PROGRESSION PROGRESSIVE 03/07/2007 3 4
PERIOD DISEASE
5003601401401 ARM A/ R-ICE 04/03/2004 NOT - 04/05/2004 INDUCTION INDUCTION PARTIAL - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003601401605 ARM A/R-ICE 21/09/2006 NOT - 24/11/2006 INDUCTION INDUCTION PARTIAL - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003601601002) ARM A/ R-ICE 02/01/2007 NOT - 06/03/2007 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003601601003 ARM A/ R-ICE 07/03/2007 OBSERVATION 08/06/2007 B&/2007 FOLLOW UP TRANSPLANTATION PROGRESSIVE 29/05/2007 3 6
PERIOD FAILURE DISEASE
5003601601005 ARM A/ R-ICE 15/01/2008 OBSERVATION 16/04/2008 03/2008 FOLLOW UP OTHER PROGRESSION OF DISEASE PROGRESSIVE  08/04/2008 3 2
PERIOD DISEASE
5003601601401 ARM A/ R-ICE 26/03/2004 NOT - 13/06/2004 INDUCTION INDUCTION COMPLETE - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
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Randomization Randomization Arm of 2nd Date of 2nd Date of | Treatment period at | Reason for premature Response at Transplantation cycles | maintenance
Number Arm of treatment Date randomization | randomization | withdrawal withdrawal withdrawal Other reason for premature withdrawal withdrawal date received visits
5003601881401 ARM A/ R-ICE 19/07/2006 RITUXIMAB 07/11/2006 26/(P007 FOLLOW UP OTHER PROGRESSIVE DISEASE PROGRESSIVE  10/11/2006 3 4
PERIOD DISEASE
5003602301001 ARM A/R-ICE 12/02/2004 NOT - 16/04/2004 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003602401005 ARM A/ R-ICE 29/11/2006 NOT - 30/01/2007 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003602501001 ARM A/ R-ICE 05/09/2006 NOT - 18/10/2006 INDUCTION INDUCTION STABLE DISEASE - 2 -
APPLICABLE PHASE TREATMENT
FAILURE
5003602801001 ARM A/R-ICE 01/12/2003 NOT - 25/02/2004 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003602801011 ARM A/R-ICE 14/09/2006 OBSERVATION 22/12/2006 03/2007 FOLLOW UP OTHER PROGRESSION PROGRESSIVE  06/12/2006 3 3
PERIOD DISEASE
5003602901002 ARM A/ R-ICE 24/01/2005 NOT - 29/03/2005 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003602901201 ARM A/ R-ICE 03/03/2004 NOT - 29/04/2004 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003602901401 ARM A/ R-ICE 12/11/2004 NOT - 01/02/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003602901601 ARM A/R-ICE 08/09/2004 OBSERVATION 27/12/2004 06/2005 FOLLOW UP OTHER RELAPS PROGRESSIVE 21/03/2005 3 6
PERIOD DISEASE
5003603201025 ARM A/ R-ICE 12/01/2006 NOT - 20/04/2006 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003603201038 ARM A/R-ICE 09/10/2006 OBSERVATION 17/01/2007 04/2007 FOLLOW UP TRANSPLANTATION PROGRESSIVE 29/12/2006 3 5
PERIOD FAILURE DISEASE
5003603201213 ARM A/ R-ICE 23/02/2007 OBSERVATION 29/05/2007 28/2008 FOLLOW UP DEATH PROGRESSIVE 23/05/2007 3 3
PERIOD DISEASE
5003603201406 ARM A/ R-ICE 04/05/2006 NOT - 01/08/2006 INDUCTION INDUCTION UNCONFIRMED - 3 -
APPLICABLE PHASE TREATMENT COMPLETE
FAILURE RESPONSE
5003603201409 ARM A/ R-ICE 25/01/2007 NOT - 16/02/2007 INDUCTION PATIENT NOT - 1 -
APPLICABLE PHASE VOLONTARY EVALUATED
WITHDRAWAL
5003603201627, ARM A/ R-ICE 28/03/2007 NOT - 03/04/2007 BEFORE DEATH PROGRESSIVE - - -
APPLICABLE TREATMENT DISEASE
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First Nb of Nb of
Randomization Randomization Arm of 2nd Date of 2nd Date of | Treatment period at | Reason for premature Response at Transplantation cycles | maintenance
Number Arm of treatment Date randomization | randomization | withdrawal withdrawal withdrawal Other reason for premature withdrawal withdrawal date received visits
5003603201628 ARM A/ R-ICE 18/05/2007 RITUXIMAB 17/08/2007 20/208 FOLLOW UP OTHER PROGRESSIVE DISEASE PROGRESSIVE  22/08/2007 3 4
PERIOD DISEASE
5003603301201 ARM A/R-ICE 11/03/2004 NOT - 23/07/2004| CONSOLIDATION OTHER POSITIVE PET RESULT AFTER PARTIAL 25/06/2004 3 -
APPLICABLE PHASE CONSOLIDATION: REQUIRED RESPONSE
RADIOTHERAPY (INVESTIGATOR'S
DECISION)
5003603701004 ARM A/R-ICE 12/08/2005 NOT - 01/09/2005 INDUCTION DEATH NOT - 1 -
APPLICABLE PHASE EVALUATED
5003603701006) ARM A/ R-ICE 14/10/2005 OBSERVATION 30/01/2006 03/2006 FOLLOW UP TRANSPLANTATION PROGRESSIVE 09/01/2006 3 1
PERIOD FAILURE DISEASE
5003603701010f ARM A/ R-ICE 03/07/2006 NOT - 16/08/2006 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003603801015 ARM A/ R-ICE 11/04/2007 NOT - 20/06/2007 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003603801202 ARM A/ R-ICE 18/11/2004 NOT - 07/02/2005 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003603801203 ARM A/ R-ICE 01/12/2004 RITUXIMAB 14/03/2005 02/(E05 FOLLOW UP TRANSPLANTATION PROGRESSIVE 01/03/2005 3 1
PERIOD FAILURE DISEASE
5003603801406/ ARM A/ R-ICE 15/02/2008 RITUXIMAB 15/05/2008 05/08)08 FOLLOW UP OTHER PR ; START OF NEW TREATMENT PARTIAL 13/05/2008 3 1
PERIOD RESPONSE
5003603801608 ARM A/R-ICE 09/04/2008 OBSERVATION 03/07/2008 20/2008 FOLLOW UP OTHER EARLY RELAPSE AFTER PROGRESSIVE 01/07/2008 3 2
PERIOD TRANSPLANTATION DISEASE
5003604201204 ARM A/R-ICE 08/07/2004 NOT - 19/08/2004 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003604301618 ARM A/ R-ICE 02/02/2006 NOT - 03/05/2006 INDUCTION INDUCTION PARTIAL - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003604801014 ARM A/R-ICE 15/02/2007 NOT - 26/02/2007 INDUCTION TREATMENT NOT - 1 -
APPLICABLE PHASE TOXICITY EVALUATED
5003604801205 ARM A/ R-ICE 29/03/2006 RITUXIMAB 11/07/2006 07/(B06 FOLLOW UP TRANSPLANTATION PROGRESSIVE 21/06/2006 3 1
PERIOD FAILURE DISEASE
5003604901005 ARM A/ R-ICE 05/01/2006 RITUXIMAB 09/05/2006 27/(D06 FOLLOW UP OTHER BONE MARROW INVOLVEMENT PROGRESSIVE 24/04/2006 3 1
PERIOD DISEASE
5003604901006) ARM A/ R-ICE 20/06/2006 NOT - 25/09/2006 INDUCTION INDUCTION COMPLETE - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
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5003605201006 ARM A/ R-ICE 10/11/2004 NOT - 05/01/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
50036053010100 ARM A/ R-ICE 16/08/2007 NOT - 24/09/2007 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003605301601 ARM A/ R-ICE 05/04/2004 NOT - 20/06/2004 INDUCTION DEATH UNCONFIRMED - 3 -
APPLICABLE PHASE COMPLETE
RESPONSE
5003605701401 ARM A/ R-ICE 11/10/2006 RITUXIMAB 30/01/2007 28/12007 FOLLOW UP PATIENT COMPLETE 12/01/2007 3 5
PERIOD VOLONTARY RESPONSE
WITHDRAWAL
5003605901003 ARM A/ R-ICE 15/02/2005 NOT - 28/06/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003606301612 ARM A/ R-ICE 15/02/2005 NOT - 25/05/2005 INDUCTION INDUCTION UNCONFIRMED - 3 -
APPLICABLE PHASE TREATMENT COMPLETE
FAILURE RESPONSE
5003606701003 ARM A/R-ICE 10/03/2005 OBSERVATION 07/06/2005 03/2006 FOLLOW UP OTHER PROGRESSIVE DISEASE PROGRESSIVE  08/06/2005 3 6
PERIOD DISEASE
5003607201016 ARM A/ R-ICE 09/05/2005 OBSERVATION  11/08/2005 18/2005 FOLLOW UP OTHER PROGRESSIVE DISEASE PROGRESSIVE ~ 01/08/2005 3 3
PERIOD DISEASE
5003607201032 ARM A/ R-ICE 01/06/2006 NOT - 14/07/2006 INDUCTION INDUCTION STABLE DISEASE - 2 -
APPLICABLE PHASE TREATMENT
FAILURE
5003607201045 ARM A/ R-ICE 09/05/2007 NOT - 18/08/2007| CONSOLIDATION DEATH PARTIAL 09/08/2007 3 -
APPLICABLE PHASE RESPONSE
5003607501403 ARM A/ R-ICE 16/10/2006 OBSERVATION 07/02/2007 07/2007 FOLLOW UP OTHER RELAPSE DISEASE PROGRESSIVE 02/02/2007 3 4
PERIOD DISEASE
5003607701007, ARM A/ R-ICE 06/12/2005 RITUXIMAB 09/03/2006 21/D06 FOLLOW UP TRANSPLANTATION PROGRESSIVE 14/03/2006 3 1
PERIOD FAILURE DISEASE
5003607701009 ARM A/R-ICE 18/04/2006 NOT - 24/07/2006 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003608301605 ARM A/R-ICE 03/06/2004 RITUXIMAB 25/08/2004 13/(04 FOLLOW UP PATIENT COMPLETE 25/08/2004 3 -
PERIOD VOLONTARY RESPONSE
WITHDRAWAL
5003608701016/ ARM A/ R-ICE 04/04/2008 NOT - 23/06/2008 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003609201013 ARM A/ R-ICE 14/03/2005 NOT - 14/03/2005 BEFORE OTHER MEET NOT INCLUSION CRITERIAS NOT - - -
APPLICABLE TREATMENT EVALUATED
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5003609201058 ARM A/ R-ICE 02/06/2008 NOT - 05/08/2008 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003609301608 ARM A/R-ICE 02/11/2004 NOT - 25/01/2005 INDUCTION OTHER INVESTIGATOR'S DECISION (REQUIRES PARTIAL - 3 -
APPLICABLE PHASE 4TH CYCLE OF INDUCTION) RESPONSE
5003610201007| ARM A/ R-ICE 12/11/2004 NOT - 14/01/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003610201612) ARM A/ R-ICE 12/04/2005 NOT - 16/06/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003610301208 ARM A/ R-ICE 27/08/2004 NOT - 23/09/2004 INDUCTION INDUCTION PROGRESSIVE - 1 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003610301617 ARM A/ R-ICE 31/01/2006 NOT - 24/04/2006 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003610501031 ARM A/ R-ICE 20/03/2008 OBSERVATION 08/07/2008 28/2008 FOLLOW UP TRANSPLANTATION PROGRESSIVE 11/06/2008 3 1
PERIOD FAILURE DISEASE
5003611201057 ARM A/ R-ICE 30/04/2008 NOT - 25/07/2008 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003612501012 ARM A/ R-ICE 19/03/2007 NOT - 13/06/2007 INDUCTION TREATMENT PARTIAL - 2 -
APPLICABLE PHASE TOXICITY RESPONSE
5003612501015 ARM A/R-ICE 22/05/2007 NOT - 16/08/2007 INDUCTION INDUCTION PARTIAL - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003612501021] ARM A/ R-ICE 19/09/2007 NOT - 29/11/2007 INDUCTION INDUCTION PARTIAL - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003613301210f ARM A/ R-ICE 16/05/2005 NOT - 01/08/2005 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003614301614 ARM A/R-ICE 16/06/2005 NOT - 17/06/2005 BEFORE MAJOR PROTOCOL NOT - - -
APPLICABLE TREATMENT VIOLATION EVALUATED
5003614501002) ARM A/ R-ICE 12/09/2006 NOT - 24/11/2006 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003615301004 ARM A/ R-ICE 17/08/2005 NOT - 14/11/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003615501014 ARM A/ R-ICE 02/05/2007 RITUXIMAB 14/08/2007 04/(2008 FOLLOW UP OTHER PROGRESSIVE DISEASE PROGRESSIV 09/08/2007 3 2
PERIOD DISEASE
GELARC Page 172/301




CORAL / Analysis of induction part

V2 - 24/11/2010

First Nb of Nb of
Randomization Randomization Arm of 2nd Date of 2nd Date of | Treatment period at | Reason for premature Response at Transplantation cycles | maintenance
Number Arm of treatment Date randomization | randomization | withdrawal withdrawal withdrawal Other reason for premature withdrawal withdrawal date received visits
5003615501018 ARM A/ R-ICE 08/08/2007 NOT - 01/10/2007 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003615501028 ARM A/ R-ICE 10/01/2008 NOT - 18/03/2008 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003615501201 ARM A/ R-ICE 12/09/2006 NOT - 23/11/2006 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003615501404 ARM A/ R-ICE 19/03/2007 NOT - 21/05/2007 INDUCTION INDUCTION UNCONFIRMED - 3 -
APPLICABLE PHASE TREATMENT COMPLETE
FAILURE RESPONSE
5003616301615 ARM A/ R-ICE 29/09/2005 RITUXIMAB 22/12/2005 01/(mD06 FOLLOW UP DEATH COMPLETE 21/12/2005 3 4
PERIOD RESPONSE
5003616501005 ARM A/ R-ICE 27/10/2006 NOT - 21/02/2007| CONSOLIDATION DEATH PARTIAL 14/02/2007 3 -
APPLICABLE PHASE RESPONSE
5003617201004 ARM A/R-ICE 23/08/2004 NOT - 24/11/2004 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003617201010f ARM A/ R-ICE 30/11/2004 NOT - 24/02/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003617201039 ARM A/R-ICE 20/10/2006 NOT - 16/01/2007 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003617201042 ARM A/ R-ICE 06/12/2006 NOT - 06/03/2007 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003617201048 ARM A/R-ICE 06/07/2007 NOT - 26/09/2007 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003617501024 ARM A/ R-ICE 04/12/2007 NOT - 20/02/2008 INDUCTION OTHER PATIENT REFUSED TO CONTINUE THE PARTIAL - 3 -
APPLICABLE PHASE STUDY TREATMENT RESPONSE
5003617501606 ARM A/ R-ICE 19/11/2007 NOT - 15/02/2008 INDUCTION OTHER TRANSPLANT CENTRE WOULD NOT PARTIAL - 3 -
APPLICABLE PHASE TRANSPLANT PATIENT AS PATIENT WAS RESPONSE
PET POSITIVE
5003619301008 ARM A/R-ICE 17/11/2006 NOT - 04/01/2007 INDUCTION INDUCTION STABLE DISEASE - 2 -
APPLICABLE PHASE TREATMENT
FAILURE
5003619301621 ARM A/ R-ICE 01/12/2006 OBSERVATION 19/03/2007 18/2007 FOLLOW UP OTHER PROGRESSION PROGRESSIVE  08/03/2007 3 2
PERIOD DISEASE
GELARC Page 173/301




CORAL / Analysis of induction part

V2 - 24/11/2010

First Nb of Nb of
Randomization Randomization Arm of 2nd Date of 2nd Date of | Treatment period at | Reason for premature Response at Transplantation cycles | maintenance
Number Arm of treatment Date randomization | randomization | withdrawal withdrawal withdrawal Other reason for premature withdrawal withdrawal date received visits
5003620301011 ARM A/R-ICE 14/09/2007 NOT - 29/10/2007 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003620301017 ARM A/ R-ICE 13/03/2008 NOT - 19/05/2008 INDUCTION OTHER USE OF DIFFERENT CONSOLIDATION | STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT THAN SPECIFIED IN
PROTOCOL
50036212010200 ARM A/ R-ICE 28/07/2005 OBSERVATION 07/12/2005 28/2006 FOLLOW UP TRANSPLANTATION PROGRESSIVE 17/11/2005 3 3
PERIOD FAILURE DISEASE
5003621201023 ARM A/ R-ICE 22/11/2005 NOT - 08/02/2006 INDUCTION INDUCTION PARTIAL - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003621201026f ARM A/ R-ICE 25/01/2006 NOT - 13/02/2006 INDUCTION INDUCTION PROGRESSIVE - 1 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003621301014 ARM A/R-ICE 29/10/2007 NOT - 11/11/2007 INDUCTION TREATMENT STABLE DISEASE - 1 -
APPLICABLE PHASE TOXICITY
5003621501603 ARM A/ R-ICE 10/04/2007 NOT - 28/08/2007| CONSOLIDATION OTHER FAILURE TO RANDOMISE UNCONFIRMED 08/08/2007 3 -
APPLICABLE PHASE COMPLETE
RESPONSE
5003622201022) ARM A/ R-ICE 04/11/2005 NOT - 21/02/2006 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003622201210 ARM A/ R-ICE 20/02/2006 NOT - 27/03/2006 INDUCTION TREATMENT NOT - 1 -
APPLICABLE PHASE TOXICITY EVALUATED
5003622201403 ARM A/ R-ICE 24/11/2005 NOT - 24/01/2006 INDUCTION INDUCTION NOT - 3 -
APPLICABLE PHASE TREATMENT EVALUATED
FAILURE
5003624501017, ARM A/ R-ICE 31/07/2007 NOT - 07/11/2007 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003628201003 ARM A/ R-ICE 30/07/2004 NOT - 08/10/2004 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003628201009 ARM A/R-ICE 26/11/2004 NOT - 31/01/2005 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003628201052 ARM A/ R-ICE 10/09/2007 NOT - - INDUCTION - - - 1 -
APPLICABLE PHASE
5003628201624 ARM A/ R-ICE 06/12/2006 NOT - 06/03/2007 INDUCTION PATIENT COMPLETE - 3 -
APPLICABLE PHASE VOLONTARY RESPONSE
WITHDRAWAL
5003630201055 ARM A/ R-ICE 09/04/2008 NOT - 24/07/2008 INDUCTION TREATMENT COMPLETE - 2 -
APPLICABLE PHASE TOXICITY RESPONSE
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5003631201035 ARM A/ R-ICE 28/08/2006 NOT - 12/02/2007| CONSOLIDATION OTHER THE PATIENT WAS ALLOGRAFTED COMPLETE 19/12/2006 3 -
APPLICABLE PHASE BECAUSE OF HIGH RISK OF RELAPSE ON RESPONSE
01/06/2007
5003632201054 ARM A/R-ICE 07/02/2008 NOT - 08/07/2008| CONSOLIDATION OTHER PATIENT REFUSES SECOND COMPLETE 05/05/2008 3 -
APPLICABLE PHASE RANDOMIZATION RESPONSE
5003633201036/ ARM A/ R-ICE 15/09/2006 NOT - 07/12/2006 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003635201051 ARM A/ R-ICE 17/08/2007 NOT - 03/10/2007 INDUCTION INDUCTION STABLE DISEASE - 2 -
APPLICABLE PHASE TREATMENT
FAILURE
5003642501030 ARM A/ R-ICE 19/03/2008 NOT - 02/05/2008 INDUCTION INDUCTION STABLE DISEASE - 2 -
APPLICABLE PHASE TREATMENT
FAILURE
5003642501410 ARM A/ R-ICE 08/02/2008 NOT - 29/05/2008 INDUCTION INDUCTION PARTIAL - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003643501202) ARM A/ R-ICE 19/03/2008 NOT - 02/06/2008 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003649501033 ARM A/ R-ICE 05/06/2008 NOT - 03/09/2008 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101021038 ARM B/ R-DHAP 06/10/2005 OBSERVATION 02/02/2006 /08/2006 FOLLOW UP OTHER PROGRESSION PROGRESSIVE  09/01/2006 3 5
PERIOD DISEASE
5003101031006/ ARM B / R-DHAP 17/12/2003 NOT - 19/02/2004 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003101031019 ARM B/ R-DHAP 30/12/2004 NOT - 21/01/2005 INDUCTION INDUCTION PROGRESSIVE - 1 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101031067 ARM B / R-DHAP 22/05/2007 NOT - 14/06/2007 INDUCTION INDUCTION PROGRESSIVE - 1 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101031401 ARM B/ R-DHAP 31/08/2004 RITUXIMAB 25/11/2004 3@R005 FOLLOW UP OTHER PROGRESSIVE DISEASE PROGRESSIVE  26/11/2004 3 2
PERIOD DISEASE
5003101031411 ARM B/ R-DHAP 26/09/2006 NOT - 06/12/2006 INDUCTION OTHER COLLECTION FAILURE COMPLETE - 3 -
APPLICABLE PHASE RESPONSE
5003101051050 ARM B/ R-DHAP 13/07/2006 RITUXIMAB 16/10/2006 13ir007 FOLLOW UP OTHER PROGRESSIVE DISEASE PROGRESSIVE  11/10/2006 3 2
PERIOD DISEASE
5003101051063 ARM B/ R-DHAP 26/03/2007 NOT - 25/06/2007 INDUCTION INDUCTION COMPLETE - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
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5003101071002) ARM B/ R-DHAP 16/10/2003 NOT - 21/11/2003 INDUCTION DEATH NOT - 1 -
APPLICABLE PHASE EVALUATED
5003101071051 ARM B/ R-DHAP 25/07/2006 NOT - 19/09/2006 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101071073 ARM B/ R-DHAP 19/10/2007 NOT - 28/11/2007 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101071408  ARM B/ R-DHAP 14/12/2005 RITUXIMAB 25/04/2006 1412006 FOLLOW UP OTHER FAILURE TREATMENT PROGRESSIVE 03/04/2006 3 4
PERIOD DISEASE
5003101071414 ARM B/ R-DHAP 16/11/2006 NOT - 16/02/2007 INDUCTION INDUCTION COMPLETE - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003101071607 ARM B/ R-DHAP 07/01/2004 NOT - 16/01/2004 INDUCTION TREATMENT NOT - 1 -
APPLICABLE PHASE TOXICITY EVALUATED
5003101071620 ARM B/ R-DHAP 29/10/2004 NOT - 29/10/2004 BEFORE PATIENT NOT - - -
APPLICABLE TREATMENT VOLONTARY EVALUATED
WITHDRAWAL
5003101071643 ARM B/ R-DHAP 29/10/2007 OBSERVATIO 20/03/2008 /@5/2008 FOLLOW UP DEATH DEATH 27/02/2008 3 2
PERIOD WITHOUT
PROGRESSION
5003101091022 ARM B/ R-DHAP 31/03/2005 NOT - 14/06/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101091025/ ARM B / R-DHAP 04/05/2005 NOT - 12/07/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101091626/ ARM B / R-DHAP 01/09/2005 NOT - 17/10/2005 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101131060 ARM B/ R-DHAP 25/01/2007 NOT - 06/04/2007 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101141402| ARM B/ R-DHAP 06/04/2005 NOT - 21/06/2005 INDUCTION TREATMENT PROGRESSIVE - 3 -
APPLICABLE PHASE TOXICITY DISEASE
5003101161028  ARM B/ R-DHAP 08/06/2005 NOT - 22/08/2005 INDUCTION TREATMENT COMPLETE - 3 -
APPLICABLE PHASE TOXICITY RESPONSE
5003101221057 ARM B/ R-DHAP 29/11/2006 NOT - 25/01/2007 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101221070 ARM B/ R-DHAP 17/09/2007 NOT - 13/12/2007 INDUCTION OTHER INVESTIGATOR DECISION PARTIAL - 3 -
APPLICABLE PHASE RESPONSE
GELARC Page 176/301




CORAL / Analysis of induction part

V2 - 24/11/2010

First Nb of Nb of
Randomization Randomization Arm of 2nd Date of 2nd Date of | Treatment period at | Reason for premature Response at Transplantation cycles | maintenance
Number Arm of treatment Date randomization | randomization | withdrawal withdrawal withdrawal Other reason for premature withdrawal withdrawal date received visits
5003101221639 ARM B/ R-DHAP 01/02/2007 NOT - 19/04/2007 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101251015 ARM B/ R-DHAP 15/09/2004 NOT - 01/12/2004 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101251035 ARM B/ R-DHAP 26/07/2005 RITUXIMAB 16/11/2005 382006 FOLLOW UP OTHER RELAPSE NHL PROGRESSIVE 14/11/2005 3 4
PERIOD DISEASE
5003101251044 ARM B/ R-DHAP 28/03/2006 NOT - 12/05/2006 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101391032| ARM B/ R-DHAP 12/07/2005 NOT - 02/08/2005 INDUCTION INDUCTION PROGRESSIVE - 1 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101391048 ARM B/ R-DHAP 15/06/2006 NOT - 12/09/2006 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101391207 ARM B/ R-DHAP 30/01/2006 NOT - 05/06/2006 | CONSOLIDATION OTHER MEDICAL DECISION TO TREAT WITH UNCONFIRMED 04/05/2006 3 -
APPLICABLE PHASE RADIOTHERAPY ON SINUS BECAUSE OF COMPLETE
RESIDUAL MASS RESPONSE
5003101391613 ARM B/ R-DHAP 22/04/2004 NOT - 02/07/2004 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003101431204 ARM B/ R-DHAP 25/11/2003 NOT - 13/02/2004 INDUCTION TREATMENT UNCONFIRMED - 3 -
APPLICABLE PHASE TOXICITY COMPLETE
RESPONSE
5003101601066/ ARM B / R-DHAP 18/05/2007 NOT - 24/07/2007 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101601076/ ARM B / R-DHAP 05/03/2008 NOT - 25/04/2008 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101601610 ARM B/ R-DHAP 16/02/2004 OBSERVATION 17/05/2004 /08/2004 FOLLOW UP TRANSPLANTATION PROGRESSIVE 24/05/2004 3 -
PERIOD FAILURE DISEASE
5003101641018 ARM B/ R-DHAP 28/12/2004 NOT - 31/03/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101641047 ARM B/ R-DHAP 25/04/2006 NOT - 29/06/2006 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003101641079 ARM B/ R-DHAP 27/06/2008 NOT - 12/08/2008 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
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5003102181031 ARM B/ R-DHAP 24/06/2005 NOT - 20/08/2005 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003102341003 ARM B/ R-DHAP 07/11/2003 NOT - 12/01/2004 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003102361203 ARM B/ R-DHAP 21/11/2003 OBSERVATION 19/02/2004 /@3/2004 FOLLOW UP PATIENT NOT 18/02/2004 3 -
PERIOD VOLONTARY EVALUATED
WITHDRAWAL
5003102411054 ARM B/R-DHAP |  27/09/2006 OBSERVATIO 08/01/2007|  /@8/2007 FOLLOW UP OTHER PROGRESSION PROGRESSIVE ~ 28/12/2006 3 6
PERIOD DISEASE
5003102411069 ARM B/ R-DHAP 05/07/2007 OBSERVATIO 24/10/2007 /@1/2008 FOLLOW UP OTHER PROGRESSION PROGRESSIVE 04/10/2007 3 3
PERIOD DISEASE
5003102541016/ ARM B / R-DHAP 21/09/2004 NOT - 20/10/2004 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003102541640 ARM B/ R-DHAP 02/04/2007 RITUXIMAB 27/07/2007 119007 FOLLOW UP TRANSPLANTATION PROGRESSIVE 26/07/2007 3 1
PERIOD FAILURE DISEASE
5003104621053 ARM B/ R-DHAP 02/08/2006 OBSERVATIO 15/11/2006 /@2/2007 FOLLOW UP OTHER INDUCTION RESPONSE WAS SD AND NO[TSTABLE DISEASE 22/11/2006 3 2
PERIOD RESOLVED AFTER TRANSPLANT
5003601201018 ARM B/ R-DHAP 14/06/2005 NOT - 04/08/2005 INDUCTION INDUCTION STABLE DISEASE - 2 -
APPLICABLE PHASE TREATMENT
FAILURE
5003601201201 ARM B/ R-DHAP 26/03/2004 NOT - 15/06/2004 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003601301015 ARM B/ R-DHAP 21/11/2007 RITUXIMAB 08/02/2008 182008 FOLLOW UP PATIENT PARTIAL 14/02/2008 3 -
PERIOD VOLONTARY RESPONSE
WITHDRAWAL
5003601401001 ARM B/ R-DHAP 13/11/2003 NOT - 02/01/2004 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003601401004 ARM B/ R-DHAP 27/09/2006 RITUXIMAB 19/12/2006 2632007 FOLLOW UP TREATMENT COMPLETE 15/12/2006 3 3
PERIOD TOXICITY RESPONSE
5003601401402| ARM B/ R-DHAP 17/02/2005 RITUXIMAB 04/05/2005 169005 FOLLOW UP OTHER PROGRESSIVE DISEASE PROGRESSIVE  10/05/2005 3 2
PERIOD DISEASE
5003601601001 ARM B/ R-DHAP 05/04/2006 NOT - 16/06/2006 INDUCTION OTHER WEST NILE VIRUS NOT - 3 -
APPLICABLE PHASE EVALUATED
5003601601004/ ARM B / R-DHAP 02/11/2007 NOT - 04/11/2007 BEFORE PATIENT NOT - - -
APPLICABLE TREATMENT VOLONTARY EVALUATED
WITHDRAWAL
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5003601601402] ARM B/ R-DHAP 29/10/2004 NOT - 03/01/2005 INDUCTION TREATMENT COMPLETE - 3 -
APPLICABLE PHASE TOXICITY RESPONSE
5003601601602) ARM B/ R-DHAP 05/12/2007 OBSERVATIO 13/03/2008 /@3/2008 FOLLOW UP TRANSPLANTATION PROGRESSIVE 27/02/2008 3 2
PERIOD FAILURE DISEASE
5003601801003 ARM B/ R-DHAP 08/11/2004 NOT - 13/01/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003601801603 ARM B/ R-DHAP 15/12/2004 NOT - 09/03/2005 INDUCTION TREATMENT PARTIAL - 3 -
APPLICABLE PHASE TOXICITY RESPONSE
5003602801016/ ARM B / R-DHAP 21/08/2007 NOT - 04/10/2007 INDUCTION INDUCTION STABLE DISEASE - 2 -
APPLICABLE PHASE TREATMENT
FAILURE
5003602801204 ARM B/ R-DHAP 22/12/2004 NOT - 08/02/2005 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003603201001 ARM B/ R-DHAP 11/03/2004 NOT - 03/05/2004 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003603201005/ ARM B / R-DHAP 08/10/2004 NOT - 12/10/2004 BEFORE MAJOR PROTOCOL NOT - - -
APPLICABLE TREATMENT VIOLATION EVALUATED
5003603201027/ ARM B / R-DHAP 26/01/2006 NOT - 26/01/2006 BEFORE DEATH NOT - - -
APPLICABLE TREATMENT EVALUATED
5003603201034/ ARM B / R-DHAP 14/08/2006 NOT - 12/10/2006 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003603201050 ARM B/ R-DHAP 06/08/2007 NOT - 08/11/2007 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003603201211 ARM B/ R-DHAP 21/02/2006 NOT - 26/04/2006 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003603301401 ARM B/ R-DHAP 06/09/2004 NOT - 30/04/2005| CONSOLIDATION OTHER IT WAS DECIDED BY GELA THAT THE UNCONFIRMED 10/12/2004 3 -
APPLICABLE PHASE PATIENT COULD NOT BE RANDOMIZED COMPLETE
AS IT WAS 5 MONTH BETWEEN RESPONSE
TRANSPLANT AND MAINTENANCE AND
THEREFORE PATIENT HAS COME OFF
PROTOCOL
5003603801007 ARM B/ R-DHAP 08/03/2006 NOT - 17/05/2006 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003603801009 ARM B/ R-DHAP 31/05/2006 OBSERVATIO 07/09/2006 /10/2006 FOLLOW UP TRANSPLANTATION PROGRESSIVE 05/09/2006 3 2
PERIOD FAILURE DISEASE
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5003603801010 ARM B/ R-DHAP 23/08/2006 NOT - 07/11/2006 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003603801013 ARM B/ R-DHAP 20/12/2006 NOT - 15/02/2007 INDUCTION TREATMENT NOT - 2 -
APPLICABLE PHASE TOXICITY EVALUATED
5003603901001 ARM B/ R-DHAP 06/10/2004 NOT - 14/11/2004 INDUCTION INDUCTION PROGRESSIVE - 1 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003604201028  ARM B/ R-DHAP 02/02/2006 NOT - 27/03/2006 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003604201056 ARM B /R-DHAP |  22/04/2008 OBSERVATIO 22/08/2008|  /08/2009 FOLLOW UP OTHER PD PROGRESSIVE|  12/08/2008 3 3
PERIOD DISEASE
5003604301607 ARM B / R-DHAP 12/08/2004 NOT - 27/10/2004 INDUCTION PATIENT PARTIAL - 3 -
APPLICABLE PHASE VOLONTARY RESPONSE
WITHDRAWAL
5003604701002] ARM B/ R-DHAP 25/02/2005 RITUXIMAB 19/05/2005 2612005 FOLLOW UP OTHER PROGRESSION UNDER MAINTENANCE | PROGRESSIVE 17/05/2005 3 3
PERIOD THERAPIE DISEASE
5003604701012) ARM B/ R-DHAP 19/04/2007 NOT - 04/05/2007 INDUCTION DEATH NOT - 1 -
APPLICABLE PHASE EVALUATED
5003604701015 ARM B/R-DHAP |  26/09/2007 RITUXIMAB 12/12/2007 1812008 FOLLOW UP OTHER PATIENT REFUSED THE TREATMENT. HE NOT 19/12/2007 3 1
PERIOD COULD NOT FOLLOW THE PROTOCOL EVALUATED
5003604801006/ ARM B / R-DHAP 18/10/2005 RITUXIMAB 09/03/2006 168P006 FOLLOW UP TRANSPLANTATION PROGRESSIVE 13/02/2006 3 1
PERIOD FAILURE DISEASE
5003604801201 ARM B/ R-DHAP 08/09/2004 NOT - 14/11/2004 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003604801405 ARM B / R-DHAP 30/05/2007 NOT - 09/08/2007 INDUCTION INDUCTION COMPLETE - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003604901004 ARM B/ R-DHAP 22/11/2005 RITUXIMAB 09/03/2006 21212006 FOLLOW UP OTHER RELAPSE PROGRESSIVE 25/05/2006 3 2
PERIOD DISEASE
5003604901007 ARM B/ R-DHAP 15/01/2008 OBSERVATION 18/06/2008 /06/2008 FOLLOW UP OTHER ABOUT 2 MONTHS FOLLOWING PARTIAL 19/05/2008 3 2
PERIOD TRANSPLANT, THE PATIENT RESPONSE
UNDERWENT PET-CT EVALUATION.
ALTHOUGH THERE WAS NO MAJOR
ANATOMICAL CHANGE IN CT, THE
MEDIASTINAL NODES WERE FDG AVID
WITH SIGNIFICANT UPTATE DUE TO PET-
CT RESULTS, THE TREATING PHYSICIAN
SUSPECTED THAT *
5003604901602 ARM B/ R-DHAP 02/02/2005 RITUXIMAB 02/05/2005 282005 FOLLOW UP OTHER LOST TO FOLLOW-UP AFTER BMT NOT 16/06/2005 3 -
PERIOD EVALUATED
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5003604901603 ARM B/ R-DHAP 03/03/2008 RITUXIMAB 19/06/2008 13(r008 FOLLOW UP DEATH COMPLETE 18/06/2008 3 1
PERIOD RESPONSE
5003605201603 ARM B/ R-DHAP 14/04/2004 NOT - 29/06/2004 INDUCTION INDUCTION COMPLETE - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003605301203 ARM B/ R-DHAP 23/03/2004 NOT - 25/05/2004 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003605301610 ARM B/ R-DHAP 18/11/2004 RITUXIMAB 02/05/2005 0812005 FOLLOW UP OTHER PROGRESSION- NEW LESION VERVICAL PROGRESSIVE 23/02/2005 3 4
PERIOD LYMPH NODE DISEASE
5003605701404 ARM B/ R-DHAP 30/01/2008 NOT - 04/04/2008 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003606201033 ARM B/ R-DHAP 02/06/2006 NOT - 22/08/2006 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003606201407 ARM B / R-DHAP 06/06/2006 RITUXIMAB 21/09/2006 16/2006 FOLLOW UP TRANSPLANTATION PROGRESSIVE 13/09/2006 3 1
PERIOD FAILURE DISEASE
5003606201410 ARM B/ R-DHAP 09/05/2007 NOT - 31/05/2007 INDUCTION INDUCTION PROGRESSIVE - 1 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003606201622 ARM B/ R-DHAP 21/07/2006 NOT - 25/09/2006 INDUCTION OTHER NO STEM CELL MOBILIZATION POSSIBLE| PARTIAL - 3 -
APPLICABLE PHASE RESPONSE
5003606201626/ ARM B / R-DHAP 22/02/2007 NOT - 18/06/2007| CONSOLIDATION OTHER NO SECOND RANDOMISATION DONE COMPLETE 21/05/2007 3 -
APPLICABLE PHASE RESPONSE
5003606301012 ARM B/R-DHAP |  11/10/2007 NOT - 12/02/2008| CONSOLIDATION DEATH PARTIAL 15/01/2008 3 -
APPLICABLE PHASE RESPONSE
5003606301606/ ARM B / R-DHAP 07/07/2004 NOT - 13/09/2004 INDUCTION INDUCTION COMPLETE - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003606701005 ARM B/ R-DHAP 22/09/2005 NOT - 05/02/2006 INDUCTION INDUCTION COMPLETE - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003607201408  ARM B/ R-DHAP 14/12/2006 NOT - 10/05/2007| CONSOLIDATION OTHER NO SECOND RANDOMIZATION DUE TO COMPLETE 15/03/2007 3 -
APPLICABLE PHASE PROLONGED THROMBOCYTOPENIA AND|  RESPONSE
LEUCOCYTOPENIA
5003607301622| ARM B / R-DHAP 11/12/2006 NOT - 26/01/2007 INDUCTION DEATH NOT - 2 -
APPLICABLE PHASE EVALUATED
5003607501401 ARM B/ R-DHAP 19/07/2006 RITUXIMAB 30/10/2006 06007 FOLLOW UP OTHER PROGRESSIVE DISEASE PROGRESSIVE  18/10/2006 3 4
PERIOD DISEASE
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5003608301205/ ARM B / R-DHAP 25/06/2004 RITUXIMAB 01/10/2004 15(P005 FOLLOW UP OTHER INADVERTENTLY STOPPED RITUXIMAB UNCONFIRMED 29/09/2004 3 4
PERIOD COMPLETE
RESPONSE
5003608701008 ARM B/ R-DHAP 09/02/2006 OBSERVATION 19/05/2006 /@8/2006 FOLLOW UP OTHER PROGRESSED AFTER STABLE DISEASH PROGRESSIVE 01/05/2006 3 3
PERIOD DISEASE
5003610201008/ ARM B/ R-DHAP 15/11/2004 NOT - 11/01/2005 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003610201212 ARM B/ R-DHAP 13/04/2006 NOT - 17/05/2006 INDUCTION INDUCTION STABLE DISEASE - 2 -
APPLICABLE PHASE TREATMENT
FAILURE
5003610301209 ARM B/ R-DHAP 17/03/2005 OBSERVATIO 21/06/2005 /Q3/2006 FOLLOW UP OTHER PATIENT WITHDRAWN BY UNCONFIRMED 27/06/2005 3 2
PERIOD INVESTIGATOR AS IS NON COMPLIANT COMPLETE
WITH ATTENDING FOR REVIEW RESPONSE
5003610301613 ARM B/ R-DHAP 01/03/2005 OBSERVATION 23/05/2005 /09/2005 FOLLOW UP TRANSPLANTATION PROGRESSIVE 31/05/2005 3 4
PERIOD FAILURE DISEASE
5003610701014/ ARM B / R-DHAP 24/09/2007 RITUXIMAB 07/01/2008 144008 FOLLOW UP OTHER PD COMPLETE 14/01/2008 3 2
PERIOD RESPONSE
5003610701403 ARM B/R-DHAP |  06/12/2007 OBSERVATIO 28/03/2008|  /06/2008 FOLLOW UP OTHER RECCURENT IN FU-PHASE 6 MONTHS | PROGRESSIVE 03/03/2008 3 4
PERIOD AFTER TRANSPLANT DISEASE
5003611301002) ARM B/ R-DHAP 14/09/2004 NOT - 30/10/2004 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003611301003 ARM B/ R-DHAP 02/05/2005 NOT - 19/07/2005 INDUCTION INDUCTION COMPLETE - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003612201401 ARM B/ R-DHAP 09/05/2005 RITUXIMAB 29/09/2005 12012005 FOLLOW UP OTHER THE PATIENT WAS RANDOMIZED AT COMPLETE 25/08/2005 3 6
PERIOD RITUXIMAB BUT IT WAS NOT GIVEN RESPONSE
BECAUSE OF INCORRECTED
COMMUNICATION BETWEEN US AND
THE PRIVATE PRAXIS
5003612301623 ARM B/ R-DHAP 13/12/2006 RITUXIMAB 16/04/2007 31007 FOLLOW UP OTHER PROGRESSIVE DISEASE PROGRESSIVE  30/03/2007 3 2
PERIOD DISEASE
5003612501016/ ARM B / R-DHAP 29/06/2007 NOT - 12/09/2007 INDUCTION OTHER RESPONSE NOT ENOUGH, THERE IS STILL  PARTIAL - 3 -
APPLICABLE PHASE BULKY DISEASE RESPONSE
5003612501019 ARM B/ R-DHAP 03/09/2007 NOT - 20/11/2007 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003614301407) ARM B / R-DHAP 06/03/2008 OBSERVATIO 21/07/2008 /28/2008 FOLLOW UP OTHER PROGRESSIVE DISEASE PROGRESSIVE  20/06/2008 3 2
PERIOD DISEASE
5003614501013 ARM B/ R-DHAP 20/04/2007 NOT - 21/07/2007 INDUCTION DEATH PROGRESSIVE - 3 -
APPLICABLE PHASE DISEASE
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5003615501004/ ARM B / R-DHAP 05/10/2006 NOT - 18/12/2006 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003615501007 ARM B/ R-DHAP 20/12/2006 NOT - 23/02/2007 INDUCTION OTHER CVA NOT - 1 -
APPLICABLE PHASE EVALUATED
5003615501029 ARM B/ R-DHAP 27/02/2008 NOT - 02/05/2008 INDUCTION INDUCTION PARTIAL - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003616201413 ARM B/ R-DHAP 29/04/2008 NOT - 03/06/2008 INDUCTION TREATMENT NOT - 1 -
APPLICABLE PHASE TOXICITY EVALUATED
5003616301212 ARM B/ R-DHAP 21/04/2006 NOT - 05/07/2006 INDUCTION OTHER FAILURE TO MOBILIZE PARTIAL - 3 -
APPLICABLE PHASE RESPONSE
5003616501411 ARM B/ R-DHAP 26/06/2008 NOT - 22/09/2008 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003617201021 ARM B/ R-DHAP 17/10/2005 RITUXIMAB 14/02/2006 1732006 FOLLOW UP OTHER ACTIVE HEPATITIS C INFECTION AFTER| UNCONFIRMED 01/02/2006 3 6
PERIOD APHERESIS, BAD CONDITION AFTER COMPLETE
TRANSPLANTATION / DECISION NOT TO RESPONSE
TREAT PATIENT WITH RITUXIMAB
FURTHER AS RANDOMIZED IN STUDY
5003617201024/ ARM B / R-DHAP 07/12/2005 NOT - 02/01/2006 INDUCTION INDUCTION PROGRESSIVE - 1 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003617201031 ARM B/ R-DHAP 26/05/2006 NOT - 13/07/2006 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003617201043 ARM B/ R-DHAP 25/01/2007 RITUXIMAB 16/04/2007 132007 FOLLOW UP OTHER PROGRESSION PROGRESSIVE ~ 19/04/2007 3 2
PERIOD DISEASE
5003617201049 ARM B/ R-DHAP 10/07/2007 NOT - 24/09/2007 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003617201616/ ARM B / R-DHAP 28/07/2005 NOT - 14/10/2005 INDUCTION INDUCTION NOT - 3 -
APPLICABLE PHASE TREATMENT EVALUATED
FAILURE
5003617501006/ ARM B / R-DHAP 01/12/2006 NOT - 12/01/2007 INDUCTION INDUCTION PROGRESSIVE - 1 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003617501026/ ARM B/ R-DHAP 06/12/2007 NOT - 07/01/2008 INDUCTION INDUCTION PROGRESSIVE - 1 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003618301005 ARM B / R-DHAP 01/02/2006 OBSERVATIO 19/05/2006 /@8/2006 FOLLOW UP TRANSPLANTATION PROGRESSIVE 03/05/2006 3 4
PERIOD FAILURE DISEASE
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5003618501025 ARM B / R-DHAP 05/12/2007 OBSERVATIO 29/04/2008 /08/2009 FOLLOW UP OTHER PROGRESSION DURING MAINTENANCE PROGRESSIVE 10/04/2008 3 3
PERIOD DISEASE
5003619301006/ ARM B / R-DHAP 26/05/2006 NOT - 21/09/2006 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003619301016/ ARM B/ R-DHAP 22/01/2008 NOT - 26/03/2008 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003619501009 ARM B/ R-DHAP 17/01/2007 NOT - 06/06/2007 | CONSOLIDATION OTHER CLINICIAN DECISION TO PLAN AND GIVE PARTIAL 15/05/2007 3 -
APPLICABLE PHASE RADIOTHERAPY POST TRANSPLANT RESPONSE
5003619501010 ARM B/ R-DHAP 14/02/2007 NOT - 06/04/2007 INDUCTION DEATH NOT - 2 -
APPLICABLE PHASE EVALUATED
5003620201017 ARM B/ R-DHAP 09/05/2005 NOT - 10/08/2005 INDUCTION INDUCTION - - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003622201037 ARM B/ R-DHAP 28/09/2006 NOT - 14/12/2006 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003623501405/ ARM B / R-DHAP 05/07/2007 NOT - 26/07/2007 INDUCTION DEATH DEATH - 1 -
APPLICABLE PHASE WITHOUT
PROGRESSION
5003623501408 ARM B/ R-DHAP 18/10/2007 OBSERVATION 25/01/2008 /28/2008 FOLLOW UP OTHER COMMENCING RADIOTHERAPY, PARTIAL 18/01/2008 3 2
PERIOD CONSIDERED A NEW TREATMENT, RESPONSE
PATIENT IS IN PARTIAL RESPONSE
5003625501020 ARM B/ R-DHAP 14/09/2007 NOT - 30/11/2007 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003626501605 ARM B / R-DHAP 14/09/2007 RITUXIMAB 19/12/2007 281008 FOLLOW UP TREATMENT PARTIAL 09/01/2008 3 1
PERIOD TOXICITY RESPONSE
5003628201002| ARM B/ R-DHAP 15/07/2004 NOT - 28/09/2004 INDUCTION INDUCTION PARTIAL - 3 -
APPLICABLE PHASE TREATMENT RESPONSE
FAILURE
5003628201046/ ARM B/ R-DHAP 21/06/2007 NOT - 04/09/2007 INDUCTION INDUCTION STABLE DISEASE - 3 -
APPLICABLE PHASE TREATMENT
FAILURE
5003628201404 ARM B/ R-DHAP 13/02/2006 NOT - 07/06/2006 INDUCTION PATIENT STABLE DISEASE - 3 -
APPLICABLE PHASE VOLONTARY
WITHDRAWAL
5003630201040 ARM B/ R-DHAP 06/11/2006 RITUXIMAB 09/03/2007 223(r007 FOLLOW UP OTHER PROGRESSION PROGRESSIVE 13/02/2007 3 2
PERIOD DISEASE
5003631201011 ARM B/ R-DHAP 03/12/2004 NOT - 25/12/2004 INDUCTION TREATMENT PROGRESSIVE - 1 -
APPLICABLE PHASE TOXICITY DISEASE
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5003631201012| ARM B/ R-DHAP 15/12/2004 NOT - 01/03/2005 INDUCTION TREATMENT STABLE DISEASE - 3 -
APPLICABLE PHASE TOXICITY
5003632201015/ ARM B / R-DHAP 01/04/2005 NOT - 01/07/2005 INDUCTION INDUCTION PROGRESSIVE - 3 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
5003635201411 ARM B/ R-DHAP 11/05/2007 NOT - 04/06/2007 INDUCTION INDUCTION STABLE DISEASE - 2 -
APPLICABLE PHASE TREATMENT
FAILURE
5003636201047 ARM B/ R-DHAP 29/06/2007 NOT - 14/08/2007 INDUCTION INDUCTION PROGRESSIVE - 2 -
APPLICABLE PHASE TREATMENT DISEASE
FAILURE
N =318
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6.2. Initial treatment
Listing 6.2-1 Initial treatment - Patients with other chemotherapy (FAS)

Randomization Number of cycles off  Chemotherapy
Number Arm of treatment chemotherapy regimen Specify other Chemotherapy regimen
5003603801601 ARM A/ R-ICE 4 OTHER B ALL GERMAN : PEDIATRIC PRO®COL NHL-BFM95
5003603801608 ARM A/ R-ICE 6 OTHER NHL-BFM 95 PROTOCOL FOR RISBROUP 3
5003607201016 ARM A/ R-ICE 6 OTHER B ALL GERMAN : HOELZER PROT(BLOCK A1, B1, C1, A2, B2, C2)
+ INTRATHECAL MTX + ARAC + DEXAMETHASONE
5003609201058 ARM A/ R-ICE 6 OTHER GMALL B-NHL
5003617201209 ARM A/ R-ICE 8 OTHER BEACOPP ESC.
5003631201035 ARM A/ R-ICE 2 OTHER B-NHL PROTOCOL
5003642501030 ARM A/ R-ICE 8 OTHER R-CHOP (R-CHOP 14 VS 21 STUPY
5003601201201 ARM B/ R-DHAP 6 OTHER VM26 / ARA-C / VINCRISTIN HD-MTX / IFOSFAMID /
DEXAMETHASON
5003604201028 ARM B / R-DHAP 6 OTHER B-ALL GERMAN / B-NHL ELDERLY: MTX, VINCR, ADRIA,
CYCLOPHO, DEXA, RITUX, IFOSF, VM-26, ARA-C, GEMCI
5003616201413 ARM B / R-DHAP 8 OTHER CHOEP-14
5003617201616 ARM B/ R-DHAP 3 OTHER B ALL GERMAN / NHL 2002 PRAOCOL (>55 YEARS)
N=11
Listing 6.2-2 Initial treatment — Doses of radiotheapy (FAS)
Randomization Specify dose of
Number Arm of treatment Radiotherapy radiotherapy (Gy)

5003101071013 ARM A/ R-ICE LOCAL 36

5003101071647 ARM A/ R-ICE LOCAL 40

5003101131058 ARM A/ R-ICE LOCAL 30

5003101131062 ARM A/ R-ICE LOCAL 36

5003101281033 ARM A/ R-ICE LOCAL 36

5003101391201 ARM A/ R-ICE LOCAL 40

5003101441036 ARM A/ R-ICE LOCAL 40

5003101621609 ARM A/ R-ICE LOCAL 40

5003101621615 ARM A/ R-ICE LOCAL 40

5003102161413 ARM A/ R-ICE LOCAL 20

5003102341641 ARM A/ R-ICE LOCAL 40

5003102491619 ARM A/ R-ICE LOCAL 30

5003102541052 ARM A/ R-ICE LOCAL 36

5003601401605 ARM A/ R-ICE LOCAL 40

5003601601005 ARM A/ R-ICE LOCAL 45

5003601801017 ARM A/ R-ICE LOCAL 16

5003601881401 ARM A/ R-ICE - 48

5003602201601 ARM A/ R-ICE LOCAL 36

5003602801605 ARM A/ R-ICE LOCAL 40

5003602901402 ARM A/ R-ICE LOCAL 45

5003603201213 ARM A/ R-ICE LOCAL 40

5003603201608 ARM A/ R-ICE LOCAL 36

5003603701004 ARM A/ R-ICE LOCAL 30.6

5003603801002 ARM A/ R-ICE LOCAL 36

5003603801203 ARM A/ R-ICE LOCAL 6
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Randomization Specify dose of
Number Arm of treatment Radiotherapy radiotherapy (Gy)

5003603801406 ARM A/ R-ICE LOCAL 40
5003603801601 ARM A/ R-ICE LOCAL 36
5003604301013 ARM A/ R-ICE LOCAL 36
5003604301602 ARM A/ R-ICE LOCAL 40
5003604301618 ARM A/ R-ICE LOCAL 40
5003604801014 ARM A/ R-ICE LOCAL 30
5003604801205 ARM A/ R-ICE LOCAL 40
5003605301010 ARM A/ R-ICE LOCAL 40
5003606201029 ARM A/ R-ICE LOCAL 38
5003606201605 ARM A/ R-ICE LOCAL 36
5003606301204 ARM A/ R-ICE LOCAL 30
5003606301612 ARM A/ R-ICE LOCAL 30
5003607201016 ARM A/ R-ICE LOCAL 59
5003607201045 ARM A/ R-ICE LOCAL 20
5003607701007 ARM A/ R-ICE LOCAL 36
5003607701405 ARM A/ R-ICE LOCAL 39.6
5003608301605 ARM A/ R-ICE OTHER 40
5003608701016 ARM A/ R-ICE LOCAL 36
5003610201612 ARM A/ R-ICE LOCAL 36
5003610201615 ARM A/ R-ICE LOCAL 39.6
5003612501015 ARM A/ R-ICE LOCAL 30
5003616301403 ARM A/ R-ICE LOCAL 36
5003616501005 ARM A/ R-ICE OTHER 35
5003617201209 ARM A/ R-ICE LOCAL 30
5003620301017 ARM A/ R-ICE LOCAL 45
5003622201022 ARM A/ R-ICE LOCAL 36
5003622201210 ARM A/ R-ICE LOCAL 36
5003622201403 ARM A/ R-ICE LOCAL 36
5003626501607 ARM A/ R-ICE LOCAL 40
5003628201618 ARM A/ R-ICE LOCAL 36
5003628201624 ARM A/ R-ICE LOCAL 36
5003630201055 ARM A/ R-ICE LOCAL 35
5003632201054 ARM A/ R-ICE LOCAL 24
5003632201614 ARM A/ R-ICE LOCAL 40
5003642501410 ARM A/ R-ICE LOCAL 20
5003643501202 ARM A/ R-ICE LOCAL 30
5003101061617 ARM B / R-DHAP LOCAL 40
5003101071607 ARM B / R-DHAP LOCAL 50
5003101071620 ARM B / R-DHAP LOCAL 50
5003101071643 ARM B / R-DHAP LOCAL 50
5003101141624 ARM B / R-DHAP LOCAL 27
5003101251009 ARM B / R-DHAP LOCAL 36
5003101251021 ARM B / R-DHAP LOCAL 40
5003101251035 ARM B / R-DHAP LOCAL 40
5003101391613 ARM B / R-DHAP LOCAL 40
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Randomization Specify dose of
Number Arm of treatment Radiotherapy radiotherapy (Gy)

5003101391646 ARM B / R-DHAP LOCAL 40
5003101431627 ARM B / R-DHAP LOCAL 40
5003101481614 ARM B / R-DHAP LOCAL 40
5003102341003 ARM B / R-DHAP OTHER 40
5003102541636 ARM B / R-DHAP LOCAL 7.6
5003102541640 ARM B / R-DHAP LOCAL 36
5003601201201 ARM B/ R-DHAP LOCAL 36
5003601201604 ARM B / R-DHAP LOCAL 40
5003601301015 ARM B / R-DHAP LOCAL 30
5003601401601 ARM B / R-DHAP LOCAL 44
5003601401604 ARM B / R-DHAP LOCAL 40
5003601601601 ARM B / R-DHAP LOCAL 30
5003601801607 ARM B / R-DHAP LOCAL 40
5003601881601 ARM B / R-DHAP LOCAL 36
5003603201001 ARM B / R-DHAP LOCAL 36
5003603701001 ARM B / R-DHAP LOCAL 30.6
5003603801013 ARM B / R-DHAP LOCAL 38
5003604701011 ARM B / R-DHAP LOCAL 36
5003604801004 ARM B / R-DHAP LOCAL 40
5003604901602 ARM B/ R-DHAP LOCAL 4
5003605301203 ARM B / R-DHAP LOCAL 30
5003606301604 ARM B / R-DHAP LOCAL 30
5003606501601 ARM B / R-DHAP LOCAL 39.6
5003606701005 ARM B / R-DHAP LOCAL 39.6
5003607201623 ARM B / R-DHAP LOCAL 36
5003607501401 ARM B / R-DHAP LOCAL 30
5003608701008 ARM B / R-DHAP LOCAL 36
5003610201008 ARM B / R-DHAP LOCAL 39.6
5003610201212 ARM B / R-DHAP LOCAL 36
5003612301623 ARM B / R-DHAP LOCAL 40
5003616501411 ARM B/ R-DHAP LOCAL 35
5003617201031 ARM B / R-DHAP LOCAL 9
5003617201616 ARM B / R-DHAP LOCAL 36
5003617201629 ARM B / R-DHAP LOCAL 36
5003617301616 ARM B / R-DHAP LOCAL 30
5003623501405 ARM B / R-DHAP LOCAL 40
5003628201046 ARM B / R-DHAP LOCAL 36
5003630201040 ARM B / R-DHAP LOCAL 36
5003632201015 ARM B / R-DHAP LOCAL 20
5003632201606 ARM B / R-DHAP LOCAL 36

N =110
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6.3. Progression/relapse diagnosis
Table 6.3-1 Nodal involvement (FAS)

185 76 171 73 356 75
49 20 54 23 103 22
8 3 9 4 17 4
1 0 0 1
170 70 173 74 343 72
64 26 53 23 117 25
8 3 8 16 3
1 0 0 0 1 0
219 90 193 82 412 86
18 7 33 14 51 11
5 2 8 13 3
1 0 0 0 1 0
202 83 196 84 398 83
35 14 30 13 65 14
5 2 8 3 13 3
1 0 0 0 1 0
205 84 196 84 401 84
34 14 36 15 70 15
3 1 2 1 5 1
1 0 0 0 1 0
191 79 195 83 386 81
49 20 35 15 84 18
3 1 4 2 7 1
199 82 201 86 400 84
39 16 26 11 65 14
4 2 7 11 2
0 0 0 1 0
201 83 197 84 398 83
37 15 31 13 68 14
4 2 6 3 10 2
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1 0 0 0 1 0
135 56 158 68 293 61
105 43 71 30 176 37

2 1 5 2 7 1

1 0 0 0 1 0
204 84 197 84 401 84
35 14 31 13 66 14

3 1 6 9 2

1 0 0 0 1 0
132 54 140 60 272 57
109 45 90 38 199 42

1 0 4 5 1

1 0 0 1 0
155 64 151 65 306 64
84 35 79 34 163 34

2 1 4 6 1
2 1 0 2 0
204 84 195 83 399 84
37 15 32 14 69 14

1 0 7 3 8 2

1 0 0 0 0
203 84 184 79 387 81
38 16 43 18 81 17

1 0 7 8 2

1 0 0 0 1 0
221 91 202 86 423 89
18 7 23 10 41 9
3 1 7 3 10 2

1 0 2 1 3 1
218 90 209 89 427 90
17 7 22 9 39 8
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Arm of treatment

ARM A/ R-ICE ARM B/ R-DHAP All
N % N % N %
8 3 3 1 11 2
TOTAL 243 100 234 100 477 100

Listing 6.3-1 Other nodal involvement localizationgFAS)

Randomization Other nodal

Number Arm of treatment | involvement Other nodal involvement - localization
5003101051648 | ARM A/R-ICE Yes INTERBRONCHIAL
5003101161407 | ARM A/R-ICE Yes RIGHT-LATERO AND RETRO CAVA
5003101431622 | ARM A/ R-ICE Yes SUBCAPSULAR HEPATIC LESION
5003102541625 | ARM A/ R-ICE Yes PARA VERTEBRAL LEFT
5003603201627 | ARM A/ R-ICE Yes RETROPERITONEAL
5003603201628 | ARM A/R-ICE Yes RETROCRURAL BOTH SIDES
5003603701010 | ARM A/R-ICE Yes HEAD AND TAIL OF PANCREAS (LYMPHNODES
5003604301013 | ARM A/R-ICE Yes LEFT LOWER LEG
5003606501409 | ARM A/ R-ICE Yes SUBCUTANEOUS LYMPH NODES BEHIND MASTOI
5003607701007 | ARM A/ R-ICE Yes HEPATIC
5003610501031 | ARM A/ R-ICE Yes OMENTUM
5003613301210 | ARM A/R-ICE Yes SOFT TISSUE OF RIGHT SUPERIOR BUTTOCK
5003614501002 | ARM A/R-ICE Yes LIVER
5003622201022 | ARM A/R-ICE Yes LEFT GROIN TO LEFT UPPER LEG
5003626501607 | ARM A/ R-ICE Yes PORLA LYMPH NODE
5003630201055 | ARM A/ R-ICE Yes LIVER HILAR
5003649501033 | ARM A/ R-ICE Yes PORTA HEPATIS
5003101031006 | ARM B/ R-DHAP Yes PERIGASTRIC CHAIN
5003101031401 | ARM B/ R-DHAP Yes LEFT POPLITEAL NODE
5003101031411 | ARM B/ R-DHAP Yes PERI GASTRIC
5003101051050 | ARM B/ R-DHAP Yes RIGHT MAMMAR NODE
5003101051405 | ARM B/ R-DHAP Yes LEFT EPITROCHLEEN NODE
5003103161206 | ARM B/ R-DHAP Yes EPIGASTRIC LODGE
5003601601001 | ARM B/ R-DHAP Yes RIGHT PARATRACHEAL NODAL MASS
5003601601601 | ARM B/ R-DHAP Yes CELIAC
5003603301401 | ARM B/ R-DHAP Yes LEFT POPLITEAL FOSSA
5003604301607 | ARM B/ R-DHAP Yes Retrocrural node
5003604901603 | ARM B/ R-DHAP Yes OMENTUM
5003605701404 | ARM B/ R-DHAP Yes RETROMANDIBULAR LEFT
5003606201033 | ARM B/ R-DHAP Yes PELVIS
5003610201008 | ARM B / R-DHAP Yes PELVIS
5003614501032 | ARM B/ R-DHAP Yes COELIAC AXIS
5003615501007 | ARM B/ R-DHAP Yes SUBCARINAL
5003616501411 | ARM B/ R-DHAP Yes LEFT SIDE RETROCRURAL
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ARM B/ R-DHAP SUBCUTANEOUS LYMPH NODES
ARM B/ R-DHAP Yes PLEURAL RIGHT

ARM B/ R-DHAP Yes RIGHT INTERNAL MAMMARY
ARM B / R-DHAP Yes TUMOR IN THE SMALL PELVIS
ARM B / R-DHAP Yes SPLENOMEGALY

N =39

Table 6.3-2 Extra-nodal involvement (FAS)

215 88 201 86 416 87
22 9 29 12 51 11
5 2 9

0 0 0 1 0
229 94 222 95 451 95
6 2 4 2 10 2
7 3 3 15 3
1 0 0 1 0
222 91 211 90 433 91
13 5 15 6 28 6
7 7 3 14 3
1 0 1 0 2 0
202 83 193 82 395 83
34 14 38 16 72 15
6 1 9
1 0 0 0 1 0
202 83 191 82 393 82
33 14 39 17 72 15
7 2 11 2
1 0 1 0
233 96 220 94 453 95
2 1 5 7 1
7 3 9 4 16 3
1 0 1 0
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229 94 212 91 441 92
3 1 4 2 7 1
10 4 18 8 28 6
1 0 0 1 0
222 91 207 88 429 90
7 3 5 2 12 3
13 5 22 9 35 7
1 0 0 0 1 0
226 93 215 92 441 92
10 4 14 6 24 5
6 2 11 2
1 0 0 0 1 0
227 93 221 94 448 94
8 5 2 13 3
3 15 3
1 0 0 1 0
225 93 215 92 440 92
2 1 3 1 5 1
15 6 16 7 31 6
1 0 0 0 1 0
223 92 217 93 440 92
8 3 11 5 19
11 5 6 3 17
1 0 0 0 1 0
209 86 202 86 411 86
24 10 19 8 43 9
9 13 6 22 5
1 0 0 0 1 0
202 83 190 81 392 82
15 6 9 4 24 5
25 10 34 15 59 12
1 0 1 0 2 0
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210 86 187 80 397 83
3 1 6 3 9 2
29 12 40 17 69 14
1 0 1 0 2 0
212 87 194 83 406 85
1 0 1 0 2 0
29 12 38 16 67 14
1 0 1 0 2 0
209 86 186 79 395 83
0 0 3 1 3 1
33 14 44 19 77 16
1 0 1 0 2 0
209 86 181 77 390 82
0 0 5 2 5 1
33 14 47 20 80 17
1 0 1 0 2 0
197 81 183 78 380 80
2 1 0 0 2 0
43 18 50 21 93 19
1 0 1 0 2 0
190 78 173 74 363 76
11 5 11 5 22 5
42 17 49 21 91 19
0 0 1 0 1 0
193 79 178 76 371 78
8 3 5 2 13 3
41 17 50 21 91 19
1 0 1 0 2 0
191 79 175 75 366 77
6 2 9 4 15 3
45 19 49 21 94 20
1 0 1 0 2 0
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Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP All
N % N % N %
Caecum
Normal 193 79 176 75 369 77
Involved 3 1 7 3 10 2
Not evaluated 46 19 50 21 96 20
1 0 1 0 2 0
Rectum
Normal 196 81 185 79 381 80
Not evaluated 46 19 48 21 94 20
1 0 1 0 2 0
Other extra nodal involvement
No 214 88 201 86 415 87
Yes 28 12 33 14 61 13
1 0 0 0 1 0
TOTAL 243 100 234 100 477 100

Listing 6.3-2 Other extra-nodal involvement localiations (FAS)

Other extra

Randomization nodal

Number Arm of treatment involvement Other extra nodal involvement - localization
5003101031001 ARM A/ R-ICE Yes LEFT SHOULDER MUSCLE
5003101431010 ARM A/ R-ICE Yes SOFT TISSUE
5003101441036 ARM A/ R-ICE Yes SOFT TISSUE
5003102491619 ARM A/ R-ICE Yes LARGE TUMORAL MASS (INCLUDING PRSTATE AND BLADDER)
5003601601003 ARM A/ R-ICE Yes
5003601881401 ARM A/ R-ICE Yes ANTERIOR TIBIAL MUSCLE
5003603201627 ARM A/ R-ICE Yes JEJUNUM
5003603801008 ARM A/ R-ICE Yes NERVUS ULNARIS L. SINISTRI
5003603801404 ARM A/ R-ICE Yes INFILTRATION OF MUSC. ILIACUS LSIN
5003605301010 ARM A/ R-ICE Yes SOFT TISSUE (LEFT) L2/L3 NEURALORAMEN
5003607201045 ARM A/ R-ICE Yes M. PSOAS LEFT
5003607501403 ARM A/ R-ICE Yes ANTERIOR ABDOMINAL WALL INVASION RIGHT RECTUS MUSCLE
5003607701009 ARM A/ R-ICE Yes UNPROVED APICAL RIGHT PLEURAL (PSITIVE PET EXAM)
5003608701016 ARM A/ R-ICE Yes PLEURAL
5003610301208 ARM A/ R-ICE Yes SOFT TISSUE MASS INFILTRATING SHNO MASTOID SCALENE

MUSCLES

5003611201057 ARM A/ R-ICE Yes OMENTUM MAJUS
5003612501021 ARM A/ R-ICE Yes
5003613301210 ARM A/ R-ICE Yes SOFT TISSUE - RIGHT SUPERIOR BUTTK
5003616501005 ARM A/ R-ICE Yes RIGHT QUADRICEPS MUSCLE GROUP
5003617201042 ARM A/ R-ICE Yes PANCREAS
5003617501024 ARM A/ R-ICE Yes PELVIS (RIGHT ILIAC CREST)
5003620301011 ARM A/ R-ICE Yes CENTRAL ABDOMINAL MASS
5003620301017 ARM A/ R-ICE Yes POSTERIOR PANCREATIC PARENCHYMA
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Other extra

Randomization nodal

Number Arm of treatment involvement Other extra nodal involvement - localization
5003620501027 ARM A/ R-ICE Yes LEFT CHEST / ABDOMINAL WALL MASS
5003621201023 ARM A/ R-ICE Yes PSOAS LEFT 3 CM
5003621201026 ARM A/ R-ICE Yes PANCREAS
5003622201022 ARM A/ R-ICE Yes DORSAL LEFT UPPER FEMORAL
5003631201035 ARM A/ R-ICE Yes RIGHT RECTUS FEMORIS MUSCLE
5003101051050 ARM B/ R-DHAP Yes PANCREAS
5003101141624 ARM B/ R-DHAP Yes PSOAS
5003101221057 ARM B/ R-DHAP Yes PANCREAS
5003101431627 ARM B/ R-DHAP Yes RIGHT THIGH
5003101601610 ARM B/ R-DHAP Yes Abdominal mass
5003601401402 ARM B/ R-DHAP Yes
5003601601004 ARM B/ R-DHAP Yes SOFT TISSUE NODULE (SUBCUTANEOWRIGHT UPPER BACK
5003601601602 ARM B/ R-DHAP Yes LEFT UPPER QUADRANT SMALL BOWEL
5003601881602 ARM B/ R-DHAP Yes MUSCLE
5003603201211 ARM B/ R-DHAP Yes DIAPHRAGM LEFT SIDE
5003603301401 ARM B/ R-DHAP Yes LEFT THIGH
5003603701001 ARM B/ R-DHAP Yes MUSCLE HUMERUS PROX LEFT 7.5 X@M
5003603801009 ARM B/ R-DHAP Yes SOFT TISSUE - RIGHT ARM
5003603801010 ARM B/ R-DHAP Yes PANCREAS
5003603801013 ARM B/ R-DHAP Yes CHEST WALL PARASTERNAL LEFT
5003604301202 ARM B/ R-DHAP Yes RIGHT FLANK MASS
5003604701602 ARM B/ R-DHAP Yes PLEURA RIGHT
5003604801201 ARM B/ R-DHAP Yes OMENTUM
5003604901602 ARM B/ R-DHAP Yes PANCREAS
5003605301203 ARM B/ R-DHAP Yes pancreas
5003605301610 ARM B/ R-DHAP Yes
5003606201033 ARM B/ R-DHAP Yes VESICULA URINARIA
5003606201410 ARM B/ R-DHAP Yes RIGHT LEG AND CALF
5003607201408 ARM B/ R-DHAP Yes NASOPHARYNX
5003607201623 ARM B/ R-DHAP Yes FOSSA INFRASPINATA
5003610201212 ARM B/ R-DHAP Yes ILIAC RIGHT, PSOAS MUSCLE
5003610501402 ARM B/ R-DHAP Yes LEFT INFRA TEMPERAL FOSSA SOFTSSUE MASS
5003615501004 ARM B/ R-DHAP Yes UPPER THIGH - RIGHT
5003617501026 ARM B/ R-DHAP Yes BLADDER
5003620201017 ARM B/ R-DHAP Yes
5003622201014 ARM B/ R-DHAP Yes RIGHT UPPER LEG MEDIAL
5003622201037 ARM B/ R-DHAP Yes TUMOR IN THE SMALL PELVIS 50 X4MM WITH INFILTRATION OF

MUSCULUS LEVATOR ANI (RIGHT) AND MUSCULUS OBTURATORUS
INTERNUS (RIGHT)
5003631201619 ARM B/ R-DHAP Yes
N=61
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sorted by most frequent (FAS)

Table 6.3-3 Codification of sites used for responssraluation
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6.4. Evaluation after complete induction treatment
Table 6.4-1 Codification of sites used for responssraluation, sorted by most frequent (induction ITT)

95 17 74 14 169 15
82 14 59 11 141 13
57 10 55 10 112 10
42 7 32 6 74 7
27 5 34 6 61 6
33 6 21 4 54 5
20 3 20 4 40 4
21 4 19 4 40 4
19 3 19 4 38 3
20 3 16 3 36 3
18 3 17 3 35 3
12 2 21 4 33 3
20 3 9 2 29 3
13 2 16 3 29 3
11 2 12 2 23 2
7 1 14 3 21 2
7 1 8 2 15 1
10 2 3 1 13 1
5 1 8 2 13 1
9 2 3 1 12 1
6 1 6 1 12 1
4 1 7 1 11 1
5 1 4 1 9 1
6 1 3 1 9 1
6 1 2 0 8 1
1 0 7 1 8 1
3 1 4 1 7 1
3 1 3 1 6 1
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6.5. Follow-up

3 1 2 0 5 0

1 0 3 1 4 0

1 0 3 1 4 0

0 0 4 1 4 0

0 0 4 1 4 0

0 0 4 1 4 0

0 0 3 1 3 0

0 0 3 1 3 0

1 0 1 0 2 0

2 0 0 0 2 0

1 0 1 0 2 0

2 0 0 0 2 0

1 0 0 0 1 0

1 0 0 0 1 0

0 0 1 0 1 0
575 100 525 100 1100 100

Listing 6.5- Patients with date of last contact edier than September 1, 2009 (MITT)

ARM A/ R-ICE 18/01/2008
ARM A/ R-ICE 09/06/2009
ARM A/ R-ICE 01/06/2006
ARM A/ R-ICE 15/01/2008
ARM A/ R-ICE 17/06/2008
ARM A/ R-ICE 15/05/2008
ARM A/ R-ICE 16/02/2007
ARM A/ R-ICE 17/06/2009
ARM A/ R-ICE 15/07/2009
ARM A/ R-ICE 23/06/2008
ARM A/ R-ICE 13/09/2004
ARM A/ R-ICE 06/11/2007
ARM A/ R-ICE 29/11/2007
ARM A/ R-ICE 01/08/2005
ARM A/ R-ICE 25/05/2006
ARM A/ R-ICE 22/08/2005
ARM A/ R-ICE 16/07/2009
ARM A/ R-ICE 19/05/2008
ARM A/ R-ICE 20/08/2008
ARM A/ R-ICE 21/05/2008
ARM A/ R-ICE 07/11/2007
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Randomization Date of last
Number Arm of treatment contact
5003628201009 ARM A/ R-ICE 07/04/2009
5003628201052 ARM A/ R-ICE 19/09/2007
5003628201402 ARM A/ R-ICE 22/04/2009
5003628201618 ARM A/ R-ICE 03/06/2009
5003628201624 ARM A/ R-ICE 12/05/2009
5003630201055 ARM A/ R-ICE 10/11/2008
5003632201614 ARM A/ R-ICE 24/05/2007
5003635201051 ARM A/ R-ICE 12/06/2009
5003649501033 ARM A/ R-ICE 05/11/2008
5003101031006 ARM B/ R-DHAP 05/02/2007
5003601301015 ARM B/ R-DHAP 18/03/2008
5003601401001 ARM B/ R-DHAP 06/12/2006
5003603301401 ARM B/ R-DHAP 28/08/2009
5003604701011 ARM B/ R-DHAP 18/05/2009
5003604701602 ARM B/ R-DHAP 21/08/2008
5003604901602 ARM B/ R-DHAP 28/06/2005
5003606201410 ARM B/ R-DHAP 27/01/2009
5003606201620 ARM B/ R-DHAP 11/07/2008
5003606701005 ARM B/ R-DHAP 30/04/2009
5003607201623 ARM B/ R-DHAP 29/07/2009
5003610301209 ARM B/ R-DHAP 14/03/2006
5003612501016 ARM B/ R-DHAP 01/02/2008
5003615501029 ARM B/ R-DHAP 04/08/2008
5003617201616 ARM B/ R-DHAP 07/05/2009
5003619301006 ARM B/ R-DHAP 30/04/2009
5003619501009 ARM B/ R-DHAP 16/10/2008
5003622201037 ARM B/ R-DHAP 23/03/2009
5003622201607 ARM B/ R-DHAP 04/01/2007
5003628201002 ARM B/ R-DHAP 25/03/2009
5003628201044 ARM B/ R-DHAP 12/06/2009
5003628201404 ARM B/ R-DHAP 20/07/2007

N =52
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6.6. Efficacy results

6.6.1. Primary criterion

Listing 6.6-1 Induction - Patients with missing omot evaluated response after induction (inductionTT)

Response after Nb of
Randomization complete Date of | Treatment period at | Reason for premature Date of cycles
Number Arm of treatment induction withdrawal withdrawal withdrawal Other reason for premature withdrawal Response at withdrawal|  death Response at death received
5003101071647 ARM A/R-ICE NOT 01/05/2008| INDUCTION PHASE OTHER TREATMENT OUT OF RADIOTHERAPY | COMPLETE RESPONSE - - 1
EVALUATED BETWEEN CYCLE 1 AND 2
5003101131030 ARM A/ R-ICE NOT 16/08/2005| INDUCTION PHASE DEATH NOT EVALUATED 16/08/2005 NOT 2
EVALUATED EVALUATED
5003101391638 ARM A/R-ICE NOT 26/02/2007| INDUCTION PHASE PATIENT NOT EVALUATED - - 1
EVALUATED VOLONTARY
WITHDRAWAL
5003101601404 ARM A/R-ICE NOT 21/08/2005| INDUCTION PHASE TREATMENT NOT EVALUATED 05/09/2005) NOT 2
EVALUATED TOXICITY EVALUATED
5003102161413 ARM A/ R-ICE - 05/11/2006| INDUCTION PHASE DEATH NOT EVALUATED 05/11/2006 NOT 1
EVALUATED
5003603201409 ARM A/R-ICE NOT 16/02/2007| INDUCTION PHASE PATIENT NOT EVALUATED - - 1
EVALUATED VOLONTARY
WITHDRAWAL
5003603701004 ARM A/R-ICE NOT 01/09/2005| INDUCTION PHASE DEATH NOT EVALUATED 01/09/2005 NOT 1
EVALUATED EVALUATED
5003620301017 ARM A/ R-ICE - 19/05/2008) INDUCTION PHASE OTHER USE OF DIFFERENT CONSOLIDATION STABLE DISEASE - - 3
TREATMENT THAN SPECIFIED IN
PROTOCOL
5003621301014 ARM A/R-ICE - 11/11/2007) INDUCTION PHASE TREATMENT STABLE DISEASE 03/12/2007 NOT 1
TOXICITY EVALUATED
5003621501603 ARM A/ R-ICE - 28/08/2007) CONSOLIDATION OTHER FAILURE TO RANDOMISE UNCONFIRMED - - 3
PHASE COMPLETE RESPONSE
5003622201210 ARM A/R-ICE NOT 27/03/2006| INDUCTION PHASE TREATMENT NOT EVALUATED - - 1
EVALUATED TOXICITY
5003628201052 ARM A/ R-ICE NOT - INDUCTION PHASE - - - NOT 1
EVALUATED EVALUATED
5003630201055 ARM A/ R-ICE - 24/07/2008, INDUCTION PHASE TREATMENT COMPLETE RESPONSE - - 2
TOXICITY
5003101071002 ARM B/ R-DHAP NOT 21/11/2003| INDUCTION PHASE DEATH NOT EVALUATED 21/11/2003 NOT 1
EVALUATED EVALUATED
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Response after Nb of
Randomization complete Date of | Treatment period at | Reason for premature Date of cycles
Number Arm of treatment induction withdrawal withdrawal withdrawal Other reason for premature withdrawal Response at withdrawal|  death Response at death received
5003101071607 ARM B/ R-DHAP NOT 16/01/2004| INDUCTION PHASE TREATMENT NOT EVALUATED 04/06/2009 PROGRESSIVE 1
EVALUATED TOXICITY DISEASE
5003603801013 ARM B/ R-DHAP NOT 15/02/2007| INDUCTION PHASE TREATMENT NOT EVALUATED 24/04/2007| PARTIAL 2
EVALUATED TOXICITY RESPONSE
5003604701012 ARM B/ R-DHAP - 04/05/2007, INDUCTION PHASE DEATH NOT EVALUATED 04/05/2007 NOT 1
EVALUATED
5003607301622 ARM B/ R-DHAP - 26/01/2007, INDUCTION PHASE DEATH NOT EVALUATED 26/01/2007| NOT 2
EVALUATED
5003610701403 ARM B/ R-DHAP - 06/10/2008 FOLLOW UP OTHER RECCURENT IN FU-PHASE 6 MONTHS PROGRESSIVE - - 3
PERIOD AFTER TRANSPLANT DISEASE
5003615501007 ARM B/ R-DHAP NOT 23/02/2007| INDUCTION PHASE OTHER CVA NOT EVALUATED 25/05/2007 PROGRESSIVE 1
EVALUATED DISEASE
5003616201413 ARM B/ R-DHAP - 03/06/2008 INDUCTION PHASE TREATMENT NOT EVALUATED 20/08/2008 NOT 1
TOXICITY EVALUATED
5003617201616 ARM B/ R-DHAP NOT 14/10/2005| INDUCTION PHASE INDUCTION NOT EVALUATED - - 3
EVALUATED TREATMENT
FAILURE
5003619501010 ARM B/ R-DHAP NOT 06/04/2007| INDUCTION PHASE DEATH NOT EVALUATED 06/04/2007 NOT 2
EVALUATED EVALUATED
5003623501405 ARM B/ R-DHAP NOT 26/07/2007| INDUCTION PHASE DEATH DEATH WITHOUT 26/07/2007| NOT 1
EVALUATED PROGRESSION EVALUATED
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Table 6.6-1 Primary criterion — Overall response rée by arm according to prior rituximab (induction | TT)

Table 6.6-2 Primary criterion — Overall response rée by arm according to failure from diagnosis (indwction

I

Table 6.6-3 Primary criterion — Overall response rée by arm according to country (induction ITT)
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Table 6.6-4 Primary criterion — Overall response rée by arm according age adjusted IPI (induction ITT)

Table 6.6-5 Primary criterion — Complete responseate by arm according to prior rituximab (induction 1TT)

Table 6.6-6 Primary criterion — Complete responseate by arm according to failure from diagnosis (indiction

I
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Table 6.6-7 Primary criterion — Complete responseate by arm according to country (induction I1TT)

Table 6.6-8 Primary criterion — Complete responseate by arm according to age adjusted IPI (inductiodTT)
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Listing 6.6-2 Induction - Patients who died duringtreatment phase (induction ITT)

Treatment Reason for Response after
Randomization First Randomization Date of period at premature complete induction | Nb of cycles|
Number Arm of treatment Date withdrawal withdrawal withdrawal Date of death Reason for death Response at death | (raw data from CRF) received
5003101071002 | ARM B/ R-DHAP 16/10/2003 21/11/2003 INDUCTION DEATH 21/11/2003 TOXICITY OF STUDY NOT EVALUATED NOT EVALUATED 1
PHASE TREATMENT
5003101131030 ARM A/ R-ICE 16/06/2005 16/08/2005 INDUCTION DEATH 16/08/2005 TOXICITY OF STUDY NOT EVALUATED NOT EVALUATED 2
PHASE TREATMENT
5003101281017 ARM A/ R-ICE 18/11/2004 10/12/2004 INDUCTION TREATMENT 12/01/2005 LYMPHOMA PROGRESSIVE PROGRESSIVE 1
PHASE TOXICITY DISEASE DISEASE
5003101601404 ARM A/ R-ICE 04/07/2005 21/08/2005 INDUCTION TREATMENT 05/09/2005 TOXICITY OF STUDY NOT EVALUATED NOT EVALUATED 2
PHASE TOXICITY TREATMENT
5003102161413 ARM A/ R-ICE 18/10/2006 05/11/2006 INDUCTION DEATH 05/11/2006 TOXICITY OF STUDY NOT EVALUATED - 1
PHASE TREATMENT
5003603201001 | ARM B/ R-DHAP 11/03/2004 03/05/2004 INDUCTION INDUCTION 13/05/2004 TOXICITY OF STUDY STABLE DISEASE STABLE DISEASE 3
PHASE TREATMENT TREATMENT
FAILURE
5003603701004 ARM A/ R-ICE 12/08/2005 01/09/2005 INDUCTION DEATH 01/09/2005 TOXICITY OF STUDY NOT EVALUATED NOT EVALUATED 1
PHASE TREATMENT
5003603901001 | ARM B/ R-DHAP 06/10/2004 14/11/2004 INDUCTION INDUCTION 19/11/2004 LYMPHOMA PROGRESSIVE PROGRESSIVE 1
PHASE TREATMENT DISEASE DISEASE
FAILURE
5003604701012 | ARM B/ R-DHAP 19/04/2007 04/05/2007 INDUCTION DEATH 04/05/2007 TOXICITY OF STUDY NOT EVALUATED - 1
PHASE TREATMENT
5003605301601 ARM A/ R-ICE 05/04/2004 20/06/2004 INDUCTION DEATH 20/06/2004 CONCURRENT ILLNESS UNCONFIRMED UNCONFIRMED 3
PHASE COMPLETE COMPLETE
RESPONSE RESPONSE
5003607301622 | ARM B/ R-DHAP 11/12/2006 26/01/2007 INDUCTION DEATH 26/01/2007 TOXICITY OF STUDY NOT EVALUATED - 2
PHASE TREATMENT
5003614501013 | ARM B/ R-DHAP 20/04/2007 21/07/2007 INDUCTION DEATH 21/07/2007 OTHER REASON PROGRESSIVE PROGRESSIVE 3
PHASE DISEASE DISEASE
5003617501006 | ARM B/ R-DHAP 01/12/2006 12/01/2007 INDUCTION INDUCTION 04/02/2007 LYMPHOMA PROGRESSIVE PROGRESSIVE 1
PHASE TREATMENT DISEASE DISEASE
FAILURE
5003617501026 | ARM B/ R-DHAP 06/12/2007 07/01/2008 INDUCTION INDUCTION 24/01/2008 LYMPHOMA PROGRESSIVE PROGRESSIVE 1
PHASE TREATMENT DISEASE DISEASE
FAILURE
5003619501010 | ARM B/ R-DHAP 14/02/2007 06/04/2007 INDUCTION DEATH 06/04/2007 TOXICITY OF STUDY NOT EVALUATED NOT EVALUATED 2
PHASE TREATMENT
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Treatment Reason for Response after
Randomization First Randomization Date of period at premature complete induction | Nb of cycles|
Number Arm of treatment Date withdrawal withdrawal withdrawal Date of death Reason for death Response at death | (raw data from CRF) received
5003621301014 ARM A/ R-ICE 29/10/2007 11/11/2007 INDUCTION TREATMENT 03/12/2007 TOXICITY OF NOT EVALUATED - 1
PHASE TOXICITY ADDITIONNAL
TREATMENT
5003623501405 | ARM B/ R-DHAP 05/07/2007 26/07/2007 INDUCTION DEATH 26/07/2007 LYMPHOMA NOT EVALUATED NOT EVALUAED 1
PHASE
5003631201011 | ARM B/ R-DHAP 03/12/2004 25/12/2004 INDUCTION| TREATMENT 29/12/2004 LYMPHOMA PROGRESSIVE PROGRESSIVE 1
PHASE TOXICITY DISEASE DISEASE
N =18
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Table 6.6-9 Primary criterion — Overall response rée (including all deaths) by arm according to priorrituximab

(induction ITT)

Table 6.6-10 Primary criterion — Overall response ate (including all deaths) by arm according to failre from

diagnosis (induction ITT)

Table 6.6-11 Primar

(induction 1TT)
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Table 6.6-12 Primary criterion — Overall response ate (including all deaths) by arm according to agadjusted
IPI (induction ITT)

Table 6.6-13 Primary criterion — Complete responseate (including all deaths) by arm according to pror
rituximab (induction ITT)

Table 6.6-14 Primary criterion — Complete responseate (including all deaths) by arm according to falure from
diagnosis (induction ITT)
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Table 6.6-15 Primary criterion — Complete responseate (including all deaths) by arm according to coatry

(induction ITT)

Table 6.6-16 Primary criterion — Complete responseate (including all deaths) by arm according to agexdjusted
IPI (induction ITT)
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Listing 6.6-3 Primary criterion — Other cause of cdiection failure (induction I1TT)

Response after
complete first
Randomization induction (raw collection Collected Collection
Number Arm of treatment | data from CRF) date Cells failure Specify other cause for collection failure
5003101141065 ARM A/ R-ICE STABLE ND - Yes NO COLLECTION DURING THE STUDY AS
DISEASE COLLECTION HAD BEEN DONE BEFORE
5003101171644 ARM A/ R-ICE COMPLETE | 06/04/2008 3.08 Yes CELL VIABILITY ISSUE
RESPONSE
5003101541415 ARM B/ R-DHAP PARTIAL 21/06/2005 5.1 Yes NO COLLECTION DURING THE STUDY :
RESPONSE ALREADY HARVESTED IN MAY 2005 (5.1 10"6
CD34/KG) ENOUGH CELLS
5003102541052 ARM A/ R-ICE COMPLETE 09/01/2006 15.09 Yes COLLECTION DONE BEFORE INCLQOSI
RESPONSE
5003601501407 ARM A/ R-ICE PARTIAL ND - Yes COLLECTION ALREADY ON 23/08/2005
RESPONSE
5003601601001 ARM B/ R-DHAP PARTIAL 05/06/2006 6.1 Yes WEST NILE VIRUS DISCOVERED DURIN
RESPONSE COLLECTION
5003601601402 ARM B/ R-DHAP COMPLETE 31/12/2004 0.9 Yes ADVERSE REACTION, PATIENT EXPIBE
RESPONSE
5003604801402 ARM B/ R-DHAP COMPLETE 19/11/2003 9.42 Yes 1ST COLLECTION DATE : BACK-UP !
RESPONSE
5003617501024 ARM A/ R-ICE PARTIAL 15/02/2008 0 Yes INCORRECT DOSE OF G-CSF PRESCRIBED
RESPONSE
5003621201023 ARM A/ R-ICE PARTIAL 10/01/2006 - Yes NO STEM CELL LEACHATE INTO THE
RESPONSE PERIPHERAL BLOOD
N =10
Table 6.6-17 Complete response rate adjusted witluscessful mobilization (induction ITT)
Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP
N % N %
Response after complete induction Collection failure
CRI/CRu No| 76 32 75 33
Yes 11 5 10 4
Missing 1 0 0 0
Other No| 83 35 92 40
Yes 26 11 14 6
Missing 42 18 39 17
Total 239 100 230 100
Table 6.6-18 Mobilization Adjusted Complete ResporesRate (induction ITT)
Nb responders
with successful
Arm of treatment Nb patients mobilization MARR (%) 95% ClI lower 95% CI upper
ARM A/ R-ICE 239 163 68.2 61.9 74.1
ARM B/ R-DHAP 230 155 67.4 60.9 73.4
Table 6.6-19 Difference between Mobilization Adjusid Complete Response Rates (induction ITT)
Difference between
MARR (%) 95% CI lower 95% CI upper p-value
R-ICE vs R-DHAP 0.8 -7.6 9.3 0.8512
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6.6.2. Secondary criteria
Listing 6.6-4 Consolidation — Responder patients gsenting with no collection failure but no BEAM orASCT (induction ITT)

Treatment Nb of
Randomization Response after complet¢ Collection Date of period at Reason for premature cycles
Number Arm of treatment induction failure withdrawal withdrawal withdrawal Other reason for premature withdrawal Response at withdrawal| received
5003101071020 ARM A/ R-ICE PARTIAL RESPONSE No 20/07/2005 INDUGIN INDUCTION PROGRESSIVE 3
PHASE TREATMENT FAILURE DISEASE
5003101071414 ARM B/ R-DHAP | COMPLETE RESPONSE No 16/02/2007 INDUCTION INDUCTION COMPLETE 3
PHASE TREATMENT FAILURE RESPONSE
5003101141406 ARM A/R-ICE UNCONFIRMED No 20/12/2005 INDUCTION INDUCTION PROGRESSIVE 3
COMPLETE RESPONSE PHASE TREATMENT FAILURE DISEASE
5003101161028 ARM B/ R-DHAP | COMPLETE RESPONSE No 22/08/2005 INDUCTION TREATMENT COMPLETE 3
PHASE TOXICITY RESPONSE
5003101431204 ARM B/ R-DHAP UNCONFIRMED No 13/02/2004 INDUCTION TREATMENT UNCONFIRMED 3
COMPLETE RESPONSE PHASE TOXICITY COMPLETE
RESPONSE
5003102321024 ARM A/ R-ICE UNCONFIRMED No 17/08/2005 INDUCTION INDUCTION PROGRESSIVE 3
COMPLETE RESPONSE PHASE TREATMENT FAILURE DISEASE
5003601801603 ARM B/ R-DHAP PARTIAL RESPONSE No 09/03/2005 INDUN TREATMENT PARTIAL RESPONSE 3
PHASE TOXICITY
5003604301607 ARM B/R-DHAP | PARTIAL RESPONSE No 27/10/2004 INDUMON PATIENT PARTIAL RESPONSE 3
PHASE VOLONTARY
WITHDRAWAL
5003605301601 ARM A/R-ICE UNCONFIRMED No 20/06/2004 INDUCTION DEATH UNCONFIRMED 3
COMPLETE RESPONSE PHASE COMPLETE
RESPONSE
5003605701404 ARM B/ R-DHAP | COMPLETE RESPONSE No 04/04/2008 INDUCTION INDUCTION PROGRESSIVE 3
PHASE TREATMENT FAILURE DISEASE
5003609301608 ARM A/ R-ICE PARTIAL RESPONSE No 25/01/2005 INDUGIN OTHER INVESTIGATOR'S DECISION (REQUIRES PARTIAL RESPONSE 3
PHASE 4TH CYCLE OF INDUCTION)
5003612501016 ARM B/ R-DHAP PARTIAL RESPONSE No 12/09/2007 INDUN OTHER RESPONSE NOT ENOUGH, THERE IS STILLPARTIAL RESPONSE 3
PHASE BULKY DISEASE
5003617501606 ARM A/R-ICE PARTIAL RESPONSE No 15/02/2008 INDUGON OTHER TRANSPLANT CENTRE WOULD NOT PARTIAL RESPONSE 3
PHASE TRANSPLANT PATIENT AS PATIENT WAS
PET POSITIVE
5003628201624 ARM A/R-ICE | COMPLETE RESPONSE No 06/03/2007 INDUCTION PATIENT COMPLETE 3
PHASE VOLONTARY RESPONSE
WITHDRAWAL
N=14
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Listing 6.6-5 Consolidation — Non responder patierst presenting with ASCT (induction ITT)

BEAM - date of Nb of
Randomization Response after complete first Transplantation Date of 2nd cycles
Number Arm of treatment induction administration date randomization received
5003605701601 | ARM A/R-ICE STABLE DISEASE 03/06/2005 09/06/2005 /@5/2005 3
5003621501603 | ARM A/ R-ICE 01/08/2007 08/08/2007 3
5003104621053 | ARM B / R-DHAP STABLE DISEASE 16/11/2006 22/11/2006 5/11/2006 3
5003604701002 | ARM B/ R-DHAP STABLE DISEASE 10/05/2005 17/05/2005 9/a5/2005 3
5003608701008 | ARM B / R-DHAP STABLE DISEASE 24/04/2006 01/05/2006 9/a5/2006 3
5003608701603 | ARM B / R-DHAP STABLE DISEASE 15/05/2008 21/05/2008 8/@5/2008 3
5003610701403 | ARM B/ R-DHAP 03/03/2008 03/03/2008 28/03/2008 3
5003616501003 | ARM B/ R-DHAP STABLE DISEASE 29/11/2006 05/12/2006 0/22/2006 3
5003621501412 | ARM B/ R-DHAP STABLE DISEASE 08/10/2008 14/10/2008 1/00/2008 3

N=9

6.6.3. Non study or new treatment out of progression

Listing 6.6-6 New treatment out of progression - Cemotherapy (induction ITT)

Randomization Date of Nb of cycles of
Number Arm of treatment Chemotherapy chemotherapy Specify chemotherapy chemotherapy
5003101021014 ARM A/R-ICE Yes 30/11/2004 ENDOXAN (1 CYCLE) + EE(1 CYCLE ON 2
14122004)
5003101031007 ARM A/R-ICE Yes 20/04/2004 DHAX 4
5003101051068 ARM A/R-ICE Yes 02/10/2007 DHAP + 1 ETOPOSIDE ISEAMIDE 2
5003101051603 ARM A/R-ICE Yes 11/02/2004 R-ICE 3
5003101071647 ARM A/R-ICE Yes 03/07/2008 ICE -
5003101141065 ARM A/R-ICE Yes 27/07/2007 DHAOX (OXALOPLATINE, €TARABINE, 2
DEXAMETHASONE)
5003101331077 ARM A/R-ICE Yes 26/06/2008 DHAP 2
5003101481403 ARM A/R-ICE Yes 07/12/2005 R-CHOP 1
5003601601002 ARM A/R-ICE Yes 13/03/2007 EPOCH 2
5003603201406 ARM A/R-ICE Yes - DEXA-BEAM -
5003603801406 ARM A/R-ICE Yes 12/08/2008 R-GFOX 4
5003609301608 ARM A/R-ICE Yes 05/02/2005 ICE 1
5003612501012 ARM A/ R-ICE Yes 06/11/2007 VINBLASTINE, METHOTREAXTE, BLEOMYCIN, 3
LOMUSTINE, CHLORAMBUCIL
5003615501201 ARM A/R-ICE Yes 04/12/2006 GDCVP 3
5003617201042 ARM A/R-ICE Yes 22/03/2007 R-DHAP 1
5003617501606 ARM A/R-ICE Yes 02/03/2008 MINI BEAM 1
5003621201023 ARM A/ R-ICE Yes 13/02/2006 DEXA-BEAM 1
5003621301014 ARM A/R-ICE Yes 21/11/2007 ICE 1
5003622201210 ARM A/ R-ICE Yes 29/03/2006 R-DHAP 2
5003632201054 ARM A/ R-ICE Yes 08/07/2008 RITUXIMAB 2
5003635201051 ARM A/R-ICE Yes - 2 XR-DHAP + 2 X R-GEM OX 4
5003101031006 ARM B/ R-DHAP Yes 28/03/2004 MIV 2
5003101031411 ARM B/ R-DHAP Yes 11/12/2006 DHAP N°4 1
5003101051063 ARM B/ R-DHAP Yes 03/07/2007 R-DHAP 3
5003101221070 ARM B/ R-DHAP Yes 01/01/2008 DHAP 1
5003101391613 ARM B/ R-DHAP Yes 10/07/2004 2 COPADEM + 3 VAD (0&/2005) 5
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Randomization Date of Nb of cycles of
Number Arm of treatment Chemotherapy chemotherapy Specify chemotherapy chemotherapy
5003101431204 ARM B/ R-DHAP Yes 19/03/2004 R-ICE (FROM 19 TO @3/2004) 1
5003602801016 ARM B/ R-DHAP Yes 04/10/2007 R-GIFOX 1
5003603801013 ARM B/ R-DHAP Yes 15/02/2007 R-ICE 1
5003605201603 ARM B/ R-DHAP Yes - DHAP 3
5003610201008 ARM B/ R-DHAP Yes 20/01/2005 IMMUNO-CHEMOTHERAPYB(ALL PROTOCOL) 2
VINCRISTINE, MTX, CYCLOPHOSPHAMIDE,
DOXORUBICINE, DEXAMETHASONE
5003610201212 ARM B/ R-DHAP Yes - RITUXIMAB, VINCRISTIN, METHOTHEXATE, 2
IFOSFAMID, CYTARABIN, ETOPOSID (GMALL-B-
ALL-PROTOCOL)
5003612501016 ARM B/ R-DHAP Yes 07/09/2007 HIGH DOSE METHOTREXKET 4
5003616201413 ARM B/ R-DHAP Yes 04/06/2008 CYCLOPHOSPHAMID 1
5003616301212 ARM B/ R-DHAP Yes 08/08/2006 IFOSFAMIDE & ETOPOSD 3
5003617201049 ARM B/ R-DHAP Yes 26/09/2007 DEXA BEAM 1
5003628201046 ARM B/ R-DHAP Yes 06/09/2007 ICE 2
5003635201411 ARM B/ R-DHAP Yes - R-ICE 3
N =38
Listing 6.6-7 New treatment out of progression - Rdiotherapy (induction ITT)
Randomization Date of Dose of
Number Arm of treatment Radiotherapy radiotherapy Site of radiotherapy radiotherapy (Gy)
5003101071647 ARM A/R-ICE Yes - CERVICAL RIGHT -
5003101441074 ARM A/R-ICE Yes 16/06/2008 INGUINAL 8
5003102341045 ARM A/R-ICE Yes 09/09/2006 MEDIASTINAL 40
5003601601401 ARM A/ R-ICE Yes 21/07/2004 UPPER NECK + OROPHARXMXND LOWER 72
ANTERIOR NECK FIELD FOR DLBCL INSTEAD OF
TRANSPLANT
5003603301201 ARM A/ R-ICE Yes 16/08/2004 RIGHT ADRENAL GLAND 30
5003617201048 ARM A/ R-ICE Yes 11/10/2007 MEDIASTINUM 46
5003628201009 ARM A/ R-ICE Yes 05/08/2005 ABDOMINAL RESIDUAL MAS -
5003101391207 ARM B/ R-DHAP Yes 19/06/2006 LEFT NASAL FOSSA 40
5003101391613 ARM B/ R-DHAP Yes 12/11/2004 COELIOMESENTERIC 40
5003104621053 ARM B/ R-DHAP Yes 22/01/2007 MEDIASTINUM 40
5003601401001 ARM B/ R-DHAP Yes 02/05/2004 LEFT PART OF ABDOMEN 50
5003601601001 ARM B/ R-DHAP Yes 07/07/2006 PARATRACHEAL REGION 13
5003601801603 ARM B /R-DHAP Yes 24/03/2005 NECK 40
5003604901007 ARM B/ R-DHAP Yes 05/10/2008 MEDIASTINUM 40
5003617201049 ARM B/ R-DHAP Yes 14/11/2007 ABDOMINAL LN 36
5003619501009 ARM B /R-DHAP Yes 20/07/2007 RIGHT PERINEPHRIC M&S PET POSITIVE 40
17/APR/2007
5003622201037 ARM B/ R-DHAP Yes - RESIDUAL FINDINGS IN SMALL PEYIS 36
5003623501408 ARM B /R-DHAP Yes 02/06/2008 LEFT GROIN -
N =18
GELARC Page 214/301




CORAL / Analysis of induction part

V2 - 24/11/2010

Listing 6.6-8 New treatment out of progression - Imunotherapy (induction ITT)

Randomization Date of
Number Arm of treatment Immunotherapy immunotherapy Specify immunotherapy
5003101021014 ARM A/ R-ICE Yes 14/12/2004 RITUXIMAB WITH ICE
5003101051068 ARM A/ R-ICE Yes 02/10/2007 RITUXIMAB ON 02/10/2@QAND 25/10/2007 AND 05/12/2007
5003101071647 ARM A/ R-ICE Yes 03/07/2008 RITUXIMAB
5003101331077 ARM A/ R-ICE Yes 26/06/2008 RITUXIMAB
5003609301608 ARM A/ R-ICE Yes 05/02/2005 RITUXIMAB
5003617201042 ARM A/ R-ICE Yes 24/04/2007 RITUXIMAB
5003621201023 ARM A/ R-ICE Yes 13/02/2006 RITUXIMAB 1 CYCLE
5003622201210 ARM A/ R-ICE Yes 11/07/2006 RITUXIMAB
5003635201051 ARM A/ R-ICE Yes - RITUXIMAB IN COMBINATION WITH CHEMOTHERAPY (SEE
ABOVE)
5003101031411 ARM B/ R-DHAP Yes 11/12/2006 RITUXIMAB N°4 X 1
5003101221070 | ARM B/ R-DHAP Yes 01/01/2008 RITUXIMAB
5003601601001 ARM B/ R-DHAP Yes 07/11/2006 RITUXIMAB WEEKLY 4 CELES
5003610201008 ARM B/ R-DHAP Yes 19/01/2005 RITUXIMAB
5003616501411 | ARM B/ R-DHAP Yes 09/01/2009 RITUXIMAB MAINTENANCE/00 MG GIVEN ON 09/01/2009
AND 03/04/2009
5003622201037 | ARM B/ R-DHAP Yes 23/04/2007 RITUXIMAB
5003635201411 | ARM B/ R-DHAP Yes - IN COMBINATION WITH CHEMOTHERARY (SEE ABOVE)
N =16
Listing 6.6-9 New treatment out of progression - Tanplant (induction ITT)
Randomization Date of
Number Arm of treatment Transplantation transplantation Conditioning Regimen
5003101031007 ARM A/ R-ICE Yes - BEAM
5003101051068 ARM A/ R-ICE Yes 09/01/2008 BEAM
5003101071647 ARM A/ R-ICE Yes 06/09/2008 BEAM
5003101431010 ARM A/ R-ICE Yes 13/09/2004 BEAM OW09/2004
5003101441074 ARM A/ R-ICE Yes 13/02/2008 BEAM £ TRANSPLANTATION ON 27/06/2008
5003101481403 ARM A/ R-ICE Yes 13/01/2006 BEAM
5003102491616 ARM A/ R-ICE Yes 25/10/2004 BEAM SYFED ON 19/10/2004
5003601401401 ARM A/ R-ICE Yes 21/09/2004 BEAC
5003603801202 ARM A/ R-ICE Yes 15/02/2005 BEAM 08/02/2005
5003604301618 ARM A/ R-ICE Yes 07/06/2006 BEAM SRPED 01/06/2006 : 557 MG BCNU, 1520 MG ETOPOSII
2960 MG CYTARABINE, 260 MG MELPHALAN
5003604901006 ARM A/ R-ICE Yes 29/03/2007 FLUDARIAE 50 MG DAYS -6 TO -2 / MELPHALAN 80 MG DAYY
-3TO -2
5003606301612 ARM A/ R-ICE Yes 21/06/2005 BEAM @B5D62005
5003609301608 ARM A/ R-ICE Yes 23/03/2005 BEAM
5003617201042 ARM A/ R-ICE Yes 26/04/2007 DEXA B#A STEM CELL RETRANSFUSION (NO HD
TREATMENT)
5003617201048 ARM A/ R-ICE Yes 04/01/2008 IBRITUM®BB TIUXETAN, ALEMTUZUMAB, FLU, MEL
5003617501606 ARM A/ R-ICE Yes 16/05/2008 BEAM BEK52 MG, ETOPOSIDE 1840 MG, CYTARABINE 1844,
MG MELPHALAN 258 MG. CD34 = 5.89 10"6/KG
5003622201210 ARM A/ R-ICE Yes 24/05/2006 BEAM SYPED ON 17/05/2006
5003628201003 ARM A/ R-ICE Yes 22/10/2004 BEAM
5003628201009 ARM A/ R-ICE Yes 04/03/2005 BEAM
5003642501410 ARM A/ R-ICE Yes - BEAM
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Randomization Date of
Number Arm of treatment Transplantation transplantation Conditioning Regimen
5003101031411 ARM B /R-DHAR Yes 31/01/2007 BEAM/@1/2007)
5003101071414 ARM B/ R-DHAR Yes 18/04/2007 BEAM Q@RX04/2007
5003101221070 ARM B/ R-DHAR Yes 06/02/2008 BEAM
5003101391613 ARM B/ R-DHAR Yes 09/09/2004 BEAM
5003101431204 ARM B/ R-DHAR Yes 28/04/2004 CBV NENTRONE FROM 20 TO 24/04/2004
5003601601001 ARM B /R-DHAR Yes 19/09/2006 BEAM @8/09/2006
5003603201034 ARM B/ R-DHAR Yes 07/11/2006 BEAMARITED ON 31/10/2006
5003603801013 ARM B/ R-DHAR Yes 17/04/2007 BEAMIRECED 40%
5003606201622 ARM B/ R-DHAR Yes 19/03/2007 BONE RROW TRANSPLANT AFTER COND. BEAM
5003610201008 ARM B/ R-DHAR Yes - BEAM
5003610201212 ARM B/ R-DHAR Yes - BEAM
5003612501016 ARM B/ R-DHAR Yes 01/02/2008 BEAM EMIOTHERAPY
5003616501411 ARM B/ R-DHAR Yes 07/10/2008 BEAM
5003622201037 ARM B/ R-DHAR Yes 22/12/2006 BEAM @8I12/2006
5003628201002 ARM B/ R-DHAR Yes 24/11/2004 BEAM
N =35
Listing 6.6-10 New treatment out of progression - @er therapy (induction ITT)
Randomization Other Date of other
Number Arm of treatment treatment treatment Specify other treatment
5003101021014 ARM A/ R-ICE Yes 17/02/2005 ZEVALIN
5003101441074 ARM A/ R-ICE Yes 25/08/2008 DLI
N=2
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6.6.4. Progression/relapse

Table 6.6-20 Progression/relapse n°1 — Extra-nodalvolvement (induction ITT)

0 0 1 1
24 31 37 53
12 16 6 9
41 53 26 37
0 0 1 1
6 8 7 10
8 10 3 4
63 82 59 84
1 1 1 1
11 14 7 10
13 17 12 17
52 68 50 71
0 0 1 1

6 2 3
8 10 10 14
64 83 57 81

0 1 1
5 6 3 4
16 21 16 23
56 73 50 71
1 1 1 1
5 6 4

4 4
68 88 62 89
5 6 5 7
15 19 8 11
57 74 57 81
4 5 3 4
19 25 20 29
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54 70 47 67
1 1 1 1
3 4 2 3
11 14 10 14
62 81 57 81
0 0 1 1

5 7
3 4 1 1
68 88 63 90
0 0 1 1
8 10 6 9
1 1 2 3
68 88 61 87
0 0 1 1
10 13 7 10
7 9 3 4
60 78 59 84
1 1 2 3
6 8 2 3
5 6 9
65 84 60 86
0 0 1 1
6 6 9
3 4 2 3
68 88 61 87
0 0 1 1
12 16 8 11
1 1 1 1
64 83 60 86
0 0 1 1
12 16 9 13
3 4 4 6
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Table 6.6-21 Progression/relapse n°1 — Nodal inv@ment (induction ITT)

18 19 14 18
3 3 5
2 2 5

72 76 54 71

15 16 14 18
6 6 5
2 2 5

72 76 54 71

18 19 18 24
2 2 1
3 3 3 4

72 76 54 71

19 20 16 21
2 2 3
2 2 3

72 76 54 71

16 17 17 22
6 6 1 1
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1 1 3 4
72 76 55 72
16 17 14 18

7 7 5

1 1 3 4
71 75 54 71
20 21 16 21

3 3 6 8

0 0 1 1
72 76 53 70
21 22 18 24

2 2 4 5

0 0 1
72 76 53 70
13 14 15 20

9 9 3

1 1 3
72 76 55 72
18 19 16 21
3 3 3

1 1 3
73 77 54 71
11 12 11 14
11 12 10 13

1 1 2 3
72 76 53 70
17 18 15 20
5 5 7 9
1 1 1 1
72 76 53 70
17 18 16 21
5 5 5 7
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Listing 6.6-11 Progression/relapse n°1 — Other nodlamvolvement (induction ITT)

ARM A/ R-ICE RIGHT CRURAL
ARM A/ R-ICE Yes SUB CLAVICULAR LEFT
ARM A/ R-ICE Yes KIDNEY HILUS LEFT
ARM A/ R-ICE Yes INTERAORTOCAVAL
ARM A/ R-ICE Yes PORTA HEPATIS
ARM B/ R-DHAP Yes PREHEPATIC
ARM B/ R-DHAP Yes PARAVERTEBRAL
ARM B/ R-DHAP Yes SUBMANDIBULAR RIGHT
ARM B/ R-DHAP Yes LIVER HILUS
N=9

Table 6.6-22 Progression/relapse n°1 — Extra-nodalvolvement bis (induction ITT)
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17 22 17 24
0 0 3 4
60 78 50 71
13 17 15 21
3 4 1 1
4 6
60 78 50 71
9 12 10 14
7 9 7 10
1 1 4 6
60 78 49 70
16 21 15 21
3 4
0 0 2
60 78 50 71
16 21 15 21
1 1 5 7
60 78 50 71
16 21 13 19
0 0 1 1
6 9
60 78 50 71
16 21 15 21
1 1 5 7
60 78 50 71
15 19 17 24
1 1
0 2 3
60 78 50 71
16 21 17 24
1 1 0 0
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0 0 3 4
60 78 50 71
14 18 15 21
3 4 5 7
60 78 50 71
13 17 16 23
3 4 2 3
1 1 2 3
60 78 50 71
13 17 12 17
2 7
2 3 4 6
60 78 49 70
10 13 12 17
6 8 7 10
61 79 51 73
10 13 12 17
6 8 7 10
61 79 51 73
10 13 12 17
6 8 7 10
61 79 51 73
10 13 12 17
6 8 7 10
61 79 51 73
10 13 11 16
0 1 1

7 10
61 79 51 73
14 18 13 19
2 3 6 9

GELARC

Page 223/301



CORAL / Analysis of induction part

V2 - 24/11/2010

61 79 51 73
14 18 13 19
2 3 6 9
61 79 51 73
13 17 13 19
1 1 0 0
2 3
61 79 51 73
14 18 12 17
0 1 1
2 3 6 9
61 79 51 73
14 18 12 17
0 1 1
6 9
61 79 51 73
13 17 13 19
1 1 0 0
2 3
61 79 51 73
7 9 8 11
9 12 12 17
61 79 50 71
77 100 70 100

Listing 6.6-12 Progression/relapse n°1 — Other exdrnodal involvement (induction ITT)

ARM A/ R-ICE 1 BLADDER

ARM A/ R-ICE 1 ENDOMETRIUM

ARM A/ R-ICE 1 ABDOMINAL MUSCLES

ARM A/ R-ICE 1 CENTRAL ABDOMINAL MASS
ARM B/ R-DHAP 1 DIAPHRAGM
ARM B/ R-DHAP 1 RIGHT KNEE AND CALF
ARM B/ R-DHAP 1 OMENTUM
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Randomization

Progression/relapse

Number Arm of treatment number Other extra-nodal involvement - localization
5003610201212 ARM B/ R-DHAP 1 ILIAC
5003628201044 ARM B/ R-DHAP 1 STERNOCLEIDOMASTOID MUSCLE (INFILRATION)

Table 6.6-23 Progression/relapse n°1 — Documentatidinduction ITT)

Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP
N % N %
Histological documentation
Not Done 1 1 0 0
Yes 46 35 30 26
No 85 64 87 74
Cytological documentation
Missing 2 2 0 0
Not Done 2 2 1 1
Yes 26 20 21 18
No 102 7 95 81
Total 132 100 117 100

Listing 6.6-13 Progression/relapse n°1 - Chemothepg (induction ITT)

Randomization Date of Nb of cycles of
Number Arm of treatment | Chemotherapy | chemotherapy Specify chemotherapy chemotherapy
5003101021008 ARM A/ R-ICE Yes 13/07/2004 DEXAMETHASONE-GEMOX 1
5003101021027 ARM A/R-ICE Yes 28/07/2005 DHAOX 2
5003101021608 ARM A/ R-ICE Yes 28/05/2004 R-GEMOX 8
5003101021631 ARM A/R-ICE Yes 14/06/2007 R-GEMOX 8
5003101031001 ARM A/R-ICE Yes 11/03/2004 ONCOVIN + CELLTOP -
5003101051004 ARM A/ R-ICE Yes 22/04/2004 VEPESIDE + CHLORAMINGIENE 2
5003101051075 ARM A/R-ICE Yes 25/06/2008 REVLIMID / DEXAMETHASQE 2
5003101071029 ARM A/ R-ICE Yes 16/06/2006 GEMOX 4
5003101071059 ARM A/ R-ICE Yes 21/02/2007 DHAOX 2
5003101091602 ARM A/ R-ICE Yes 10/01/2005 DHAP 3
5003101131062 ARM A/ R-ICE Yes 06/05/2007 DHAP 1
5003101141406 ARM A/ R-ICE Yes 04/01/2006 3 DHAOX + 4 CHOP 7
5003101161407 ARM A/R-ICE Yes 28/03/2007 DHAP (1 CYCLE) THEN DBMETHASONE + CYTARABINE + 3
ETOPOSIDE (1 CYCLE) THEN CYCLOPHOSPHAMIDE +
MITOXANTRONE + VINCRISTINE + DEXAMETHASONE
5003101221043 ARM A/ R-ICE Yes 08/04/2006 DHAP DOXORUBICINE 1
5003101281017 ARM A/ R-ICE Yes 13/12/2004 DHAP -
5003101281033 ARM A/ R-ICE Yes 12/01/2006 DHAP 2
5003101281208 ARM A/ R-ICE Yes 29/03/2006 DHAP -
5003101351040 ARM A/ R-ICE Yes 11/03/2006 HYPER C-VAD 2
5003101391039 ARM A/R-ICE Yes 04/04/2006 CYCLOPHOSPHAMIDE HIGBIOSE AND VINBLASTIN 2
5003101391201 ARM A/ R-ICE Yes 23/12/2003 DHAP + COPADEM 5
GELARC Page 225/301



CORAL / Analysis of induction part

V2 - 24/11/2010

Randomization Date of Nb of cycles of
Number Arm of treatment | Chemotherapy | chemotherapy Specify chemotherapy chemotherapy
5003101431046 ARM A/ R-ICE Yes 13/06/2006 DHAP 3
5003101431622 ARM A/ R-ICE Yes 03/04/2008 COP (1 CYCLE) DHAPC¥CLES) CARBO DHAP (1 CYCLE) GEMOX 6
(1 CYCLE)
5003101441036 ARM A/ R-ICE Yes 12/01/2006 CISPLATINE + ARAC + RUXIMAB / UNTIL 29/3/06 3
5003101491042 ARM A/R-ICE Yes 04/08/2006 LOW DOSE CYCLOPHOSPHHMDE, 18/09/06 : HOELZER BLOK A, -
30/10/06 : HOELZER BLOK D, GEMCITABINE 15/01/07 ANR6/01/07
5003101621026 ARM A/R-ICE Yes 12/03/2007 RITUXIMAB - DEXAMETHASNE CISPLATINE CYTARABINE 6
5003101621609 ARM A/R-ICE Yes 13/11/2006 R CHOP 6
5003101621613 ARM A/ R-ICE Yes 04/05/2005 DHAP 4
5003101641618 ARM A/ R-ICE Yes 25/01/2007 GEMCITABINE - OXALIPLAIN 8
5003102161078 ARM A/ R-ICE Yes 14/08/2008 EPOCH THEN METHOTREXEH CYTARABINE HD 2
5003102321024 ARM A/ R-ICE Yes 17/08/2005 METHOTREXATE INTRATHEAL -
5003102341049 ARM A/R-ICE Yes 08/09/2007 CYTARABINE - ETOPOSIDEMITOXANTRONE - IFOSFAMIDE - 1
MITOGUAZONE
5003102341061 ARM A/R-ICE Yes 10/01/2008 CYTARABINE, ETOPOSIDEITOXANTRONE, IFOSFAMIDE, 3
METHOTREXATE
5003102341416 ARM A/ R-ICE Yes 08/02/2007 VIM - CYTARABIN 3
5003102341641 ARM A/ R-ICE Yes 12/11/2009 CHOP 3
5003102541052 ARM A/ R-ICE Yes 10/01/2007 DHAP 1
5003102541628 ARM A/ R-ICE Yes 01/02/2008 ESAP 4
5003601201041 ARM A/R-ICE Yes - GEMOX -> GEMCITABINE / OXILIPIATIN 2
5003601401003 ARM A/ R-ICE Yes 26/06/2006 TROPHOSPHAMID 100 MGIXCONTINUOUSLY TO 16/07/2006 -
5003601401006 ARM A/ R-ICE Yes 05/03/2008 CYCLOPHOSPHAMIDE PERRAL CONTINUOUS TREATEMENT -
TOGETHER WITH METHOTREXATE 2 DAYS / WEEK
5003601401401 ARM A/R-ICE Yes 15/12/2005 VINCRISTINE, DOXORUBIN, DEXAMETHASON 4
5003601401603 ARM A/ R-ICE Yes 28/11/2007 DOXORUBICIN (LIPOSOMAl+ GEMCITABIN TO 3/4-08 + 6
ISOFOSFAMIDE 100 MG PO DAILY DOSE
5003601401608 ARM A/ R-ICE Yes 17/06/2008 MITOGUAZONE, IFOSFAMEB ETOPOSID, METHOTREXATE 4
5003601601003 ARM A/ R-ICE Yes 16/11/2007 PALLIATIVE CYCLOPHOSRPMIDE 3
5003601601005 ARM A/R-ICE Yes 11/09/2008 ORAL CYCLOPHOSPHAMIDEETOPOSIDE X 7 DAYS 1
5003601881401 ARM A/ R-ICE Yes 11/08/2007 DEXAMETHASONE / CYTARBINE / PLATINE 4
5003602201601 ARM A/R-ICE Yes 01/04/2006 DHAP DOSE REDUCED 2
5003602801001 ARM A/R-ICE Yes 25/03/2004 HYPER C-VAD / HD-MTX4RA-C + RITUXIMAB 2
5003602801011 ARM A/ R-ICE Yes 15/07/2007 HIGH DOSE MTX + ARA-C 1
5003602801403 ARM A/ R-ICE Yes 24/03/2009 R-ESAP 1
5003602801605 ARM A/ R-ICE Yes 24/09/2008 R-GDP 5
5003602901201 ARM A/ R-ICE Yes - GEMSAR 1
5003602901401 ARM A/R-ICE Yes - GEMSAR 2
5003603201038 ARM A/ R-ICE Yes - SEE COPY -
5003603201628 ARM A/ R-ICE Yes - CHOP 5
5003603701010 ARM A/ R-ICE Yes 16/08/2006 ARM A, R-DHAP 1
5003603801002 ARM A/ R-ICE Yes 05/03/2010 R-MINE 1
5003603801203 ARM A/ R-ICE Yes 17/08/2005 ESHAP 1
5003603801406 ARM A/ R-ICE Yes 13/11/2008 P.O. ETOPOSIDE 3
5003603801602 ARM A/ R-ICE Yes 13/10/2006 R-FND 4
5003603801608 ARM A/ R-ICE Yes 03/11/2008 R-MEGA CHOP 3
5003604201204 ARM A/ R-ICE Yes 25/08/2004 Gemcitabin 4
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V2 - 24/11/2010

Randomization Date of Nb of cycles off
Number Arm of treatment | Chemotherapy | chemotherapy Specify chemotherapy chemotherapy
5003604301602 ARM A/ R-ICE Yes 17/08/2006 2 CYCLES OF FLUDARABEN+ 6 CYCLES OF CEOP 8
5003604801014 ARM A/R-ICE Yes 21/04/2007 DHAP 1
5003604801205 ARM A/ R-ICE Yes 10/08/2006 R-DHAP 4
5003605201006 ARM A/ R-ICE Yes 18/01/2005 DHAP 1
5003606201605 ARM A/ R-ICE Yes 05/01/2006 GEMCITABINE / OXALIPLAIN 5
5003606301612 ARM A/ R-ICE Yes 27/02/2008 RDHAP THEN RICE 2
5003607201032 ARM A/ R-ICE Yes 25/07/2006 GMALL-PROTOCOL 1
5003607501403 ARM A/ R-ICE Yes 13/07/2007 GEMCYTABINE CISPLATIN 3
5003607701007 ARM A/ R-ICE Yes 29/04/2006 DHAP 1
5003607701009 ARM A/R-ICE Yes 28/07/2006 ARA-C HIGH DOSE 1
5003609201058 ARM A/ R-ICE Yes 18/09/2008 DEXA-BEAM 1
5003610201007 ARM A/ R-ICE Yes - 2 X B ALL PROTOCOL 2
5003610201206 ARM A/ R-ICE Yes 21/06/2006 DHAP 2
5003610201612 ARM A/ R-ICE Yes 19/06/2005 HD-MTX, IFOSFAMIDE, CVARABIN, TENIPOSIDE, 1
DEXAMETHASONE
5003610301208 ARM A/ R-ICE Yes 24/09/2004 GEMCITABINE / VINORELBIE 1
5003610501031 ARM A/ R-ICE Yes 30/07/2008 GEMCITABINE, VINORELBIE 1
5003611201057 ARM A/R-ICE Yes 27/07/2008 GEMCITABINE + OXALIPLAINE 1
5003612501015 ARM A/R-ICE Yes - LOW DOSE CHEMOTHERAPY (SHAMASREGIMEN) 4
5003615501018 ARM A/ R-ICE Yes 15/10/2007 GEMCITABINE DACARBAZIN CYCLOPHOSPHAMIDE 1
VINCRISTINE PREDNISOLONE
5003615501028 ARM A/ R-ICE Yes 02/05/2008 GEMCITABINE, DACARBAXRE, CYCLOPHOSPHAMIDE, 3
VINCRISTINE, PREDNISOLONE
5003615501404 ARM A/ R-ICE Yes 20/08/2007 GDCVP (GEMCITABINE, D?ARBAZINE, CYCLOPHOSPHAMIDE, 2
VINCRISTINE, PREDNISOLONE)
5003617201004 ARM A/ R-ICE Yes 26/11/2004 1 CYCLE CYTARABINE / NIOXANTRONE 12/04 + 1 CYCLE R- 2
GEMOX 01/05
5003617201010 ARM A/ R-ICE Yes 25/02/2005 DEXA-BEAM + VINCRISTIN 2
5003617201039 ARM A/ R-ICE Yes 23/01/2007 DEXA-BEAM 1
5003619301621 ARM A/ R-ICE Yes 24/10/2007 R-VGF 4
5003620301011 ARM A/ R-ICE Yes 03/01/2008 GEMCITABINE / VINORELBIE 3
5003621201020 ARM A/ R-ICE Yes 28/04/2006 DEXAMETHASONE / CYTARBINE / METHOTREXATE 2
5003621201026 ARM A/ R-ICE Yes 17/02/2006 DEXA - BEAM 1
5003622201022 ARM A/ R-ICE Yes 24/02/2006 R-DHAP / HIGH-DOSE MTXB CYCLES 1 2
5003622201403 ARM A/ R-ICE Yes 10/07/2006 FLUDARABIN / CYCLOPH@®$AMID 2
5003631201033 ARM A/ R-ICE Yes - DHAP 5
5003632201054 ARM A/ R-ICE Yes 29/09/2008 GEMCITABINE 3
5003633201036 ARM A/R-ICE Yes 07/12/2006 DEXA-BEAM -
5003642501030 ARM A/ R-ICE Yes 06/05/2008 GEMCITABINE / DHAP 3
5003643501202 ARM A/ R-ICE Yes 11/06/2008 MINI BEAM 1
5003649501033 ARM A/ R-ICE Yes 10/09/2008 OXALIPLATIN + GEMCITABNE -
5003101021038 ARM B/ R-DHAP Yes 19/12/2006 GEMOX 4
5003101031019 ARM B/ R-DHAP Yes 02/02/2005 MIV 3
5003101031067 ARM B/ R-DHAP Yes 14/06/2007 MIV X 2 THEN GEMCITABIE - VINORELBINE X 1, ESHAP X 1 4
5003101031401 ARM B/ R-DHAP Yes 14/04/2005 MIV 2
5003101051050 ARM B/ R-DHAP Yes 15/01/2007 CYCLOPHOSPHAMIDE + BPOSIDE 1
5003101051063 ARM B/ R-DHAP Yes 31/03/2008 R-GEMOX 4
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Number Arm of treatment | Chemotherapy | chemotherapy Specify chemotherapy chemotherapy
5003101071051 ARM B/ R-DHAP Yes 19/09/2006 1ICE + 1 GEMOX 1
5003101071073 ARM B/ R-DHAP Yes 28/11/2007 ICE 1
5003101071408 ARM B/ R-DHAP Yes 29/11/2006 GEMOX 4
5003101071417 ARM B/ R-DHAP Yes 09/08/2008 GEMOX 1
5003101071607 ARM B/ R-DHAP Yes 17/03/2004 HOLOXAN- VP16 6
5003101091022 ARM B/ R-DHAP Yes 05/07/2005 VEPESIDE / CARBOPLANE / IFOSFAMIDE (ICE) 1
5003101091025 ARM B/ R-DHAP Yes 01/08/2005 CYTARABINE / DEXAMETASONE 1
5003101091626 ARM B/ R-DHAP Yes 17/10/2005 (R)ICE 3
5003101141402 ARM B/ R-DHAP Yes 01/09/2005 IFOSFAMIDE ETOPOSIDEESNA 4
5003101141624 ARM B/ R-DHAP Yes 10/06/2009 ENDOXAN AND SOLUMEDRCFOLLOWING BY CHOP 1 CYCLE 1
AND CVP
5003101221057 ARM B/ R-DHAP Yes 08/02/2007 MIME DOXORUBICINE 2
5003101221070 ARM B/ R-DHAP Yes 07/05/2008 MINE : FAILURE, THEROXORUBICINE + BLEOMYCINE 11/09/2008 2
5003101221639 ARM B/ R-DHAP Yes 27/04/2007 MIME 3
5003101251015 ARM B/ R-DHAP Yes 26/12/2004 IVAM X1 /IVAX 2 3
5003101251035 ARM B/ R-DHAP Yes 17/07/2006 IVAM + 3 ETOPOSIDE/CYOPHOSPHAMIDE 5
5003101251044 ARM B/ R-DHAP Yes 18/05/2006 IVAM 1
5003101391032 ARM B/ R-DHAP Yes 03/08/2005 R-ICE 1
5003101391048 ARM B/ R-DHAP Yes 25/09/2006 APLIDINE 2
5003101391613 ARM B/ R-DHAP Yes 16/04/2005 2VAD + 1 MTX 2
5003101431204 ARM B/ R-DHAP Yes 04/11/2005 CARYOLYSINE ONCOVINATULAN / ADRIA-VELBE- -
BLEOMYCINE
5003101601066 ARM B/ R-DHAP Yes 27/07/2007 ICE 2
5003101601076 ARM B/ R-DHAP Yes 25/04/2008 R-DHAP X2 + BOD X1WM X1 4
5003101641018 ARM B/ R-DHAP Yes 06/04/2005 ICE 2
5003101641047 ARM B/ R-DHAP Yes 04/07/2006 ICE 2
5003101641079 ARM B/ R-DHAP Yes 13/08/2008 COPADEM 2
5003102181031 ARM B/ R-DHAP Yes 08/09/2005 RICE 2
5003102341003 ARM B/ R-DHAP Yes 05/02/2004 HCVAD : ENDOXAN, DEXAETHASONE, DOXORUBICINE 2
(INDUCTION)
5003102411054 ARM B/ R-DHAP Yes 04/09/2007 RITUXIMAB + ETOPOSIDEIFOSFAMIDE 2
5003102541016 ARM B/ R-DHAP Yes 22/11/2004 IFOSFAMIDE, GEMCITARE 3
5003102541640 ARM B/ R-DHAP Yes 11/09/2007 RACVBP 3
5003103161041 ARM B/ R-DHAP Yes 20/04/2007 ETOPOSIDE + IFOSFAMED 4
5003601201018 ARM B/ R-DHAP Yes 07/10/2005 ICE 2
5003601401402 ARM B/ R-DHAP Yes 19/09/2005 CHOR / CYTOSAR 4
5003601601602 ARM B/ R-DHAP Yes 14/08/2008 GEMATABINE W/ RITUXIMB + DACETUZUMAB 5
(INVESTIGATIONAL)
5003601801003 ARM B/ R-DHAP Yes 26/01/2005 RICE 2
5003602801204 ARM B/ R-DHAP Yes 10/03/2005 VIN-BLEO (VINCRISTINBLEOMYCIN, PREDNISON) 1
5003603801007 ARM B/ R-DHAP Yes 22/05/2006 MINIDEXA BEAM 1
5003603801010 ARM B/ R-DHAP Yes 07/11/2006 ICE 1
5003604201056 ARM B/ R-DHAP Yes 18/06/2009 B-ALL -
5003604301607 ARM B/ R-DHAP Yes 04/03/2010 ETOPOSIDE -
5003604801006 ARM B/ R-DHAP Yes 07/06/2006 R-ICE 2
5003605201603 ARM B/ R-DHAP Yes 12/05/2005 CHOP 3
5003605301203 ARM B/ R-DHAP Yes 16/06/2004 VINCRISTINE AND BLEOWCIN 2
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5003605701404 ARM B/ R-DHAP Yes 29/04/2008 METHOTREXATE (MTX) 3
5003606201033 ARM B/ R-DHAP Yes 24/08/2006 3 X ICE (NO RESPONSEX GEMCITABIN / IRINOTECAN : MR 3
5003606201407 ARM B/ R-DHAP Yes 23/11/2006 GEMCITABINE / IRINOTEAN 2
5003606201410 ARM B/ R-DHAP Yes 01/06/2007 DEXABEAM 2
5003606201609 ARM B/ R-DHAP Yes - ICE 3
5003606301606 ARM B/ R-DHAP Yes 18/01/2005 GEMCITABINE, VINORELBE COMBINATION 4
5003606701003 ARM B/ R-DHAP Yes 24/05/2006 VINORELBINE - GEMCITANE 2
5003607201408 ARM B/ R-DHAP Yes 22/10/2008 R-GEMOX 2
5003607301603 ARM B/ R-DHAP Yes 27/06/2006 VINCRISTINE 2 MG EVER2 OR 3 WEEKS / DEXAMETHASONE 40 6
MG DAILY FOR FOUR DAYS EVEREY THREE WEEKS
5003607501401 ARM B/ R-DHAP Yes 19/06/2007 GEMCITABINE + CISPLAN DEXAMETHASONE 2
5003609301620 ARM B/ R-DHAP Yes 26/11/2007 R-ICE 6
5003610701403 ARM B/ R-DHAP Yes 20/11/2008 R-ICE 2
5003611301003 ARM B/ R-DHAP Yes 23/01/2006 FLUDARABINE / MITOZONRONE / DEXAMETHASONE 2
5003612501019 ARM B/ R-DHAP Yes 29/11/2007 METHOTREXATE 2
5003614301407 ARM B/ R-DHAP Yes 24/06/2009 ICE 6
5003615501004 ARM B/ R-DHAP Yes 08/01/2007 ESHAP 1
5003615501029 ARM B/ R-DHAP Yes 30/05/2008 GEMCITABINE, DACARBARE, CYCLOPHOSPHAMIDE, 1
VINCRISTINE, PREDNISOLONE
5003617201021 ARM B/ R-DHAP Yes 30/05/2007 R-BENDAMUSTIN 5
5003617201024 ARM B/ R-DHAP Yes 03/01/2006 DEXA-BEAM 1
5003617201043 ARM B/ R-DHAP Yes 24/09/2007 2 G VINCRISTIN FOLLOED BY 6EM DEX OX 1
5003617301619 ARM B/ R-DHAP Yes 09/05/2007 GEMCITABINE ; IFOSFAME ; PREDNISOLONE 4
5003618301005 ARM B/ R-DHAP Yes 05/07/2006 GEMCITABINE VINORELBIE 2
5003619301016 ARM B /R-DHAP Yes 04/04/2008 VGIF-R 1
5003620201017 ARM B/ R-DHAP Yes 18/08/2005 R-DEXA BEAM 2
5003628201044 ARM B/ R-DHAP Yes 05/08/2008 R-ICE, R-CHOP, GEM@BINE / VINORELBINE 3
5003628201046 ARM B/ R-DHAP Yes 10/10/2007 GEMCITABINE / ENZASTURIN / OXALIPLATIN / RITUXIMAB : SD 6
5003630201040 ARM B/ R-DHAP Yes 16/06/2007 RITUXIMAB - GEMCITABNE - OXALIPLATIN 2
5003631201012 ARM B/ R-DHAP Yes 13/01/2006 PREPHASE CYCLOPHOSRHMRE / DOSE REDUCED ICE 3 X 5
FOLLOWED BY BENDAMUSTINE DEXAMETHASONE / FOLLOWED
BY GEMCITABINE VINORELBINE
5003631201619 ARM B/ R-DHAP Yes 13/09/2006 ICE C IFOSFAMIDE 50% 1
5003635201411 ARM B/ R-DHAP Yes - R-GEMOX 1
5003636201047 ARM B/ R-DHAP Yes 17/08/2007 R-ICE 2
N =177
Listing 6.6-14 Progression/relapse n°1 - Radiothepy (induction ITT)
Randomization Date of Dose of
Number Arm of treatment Radiotherapy radiotherapy Site of radiotherapy radiotherapy (Gy)

5003101021027 ARM A/ R-ICE Yes 07/11/2005 MEDIASTINAL 46

5003101031001 ARM A/ R-ICE Yes 16/01/2004 LEFT ARM 47

5003101071020 ARM A/ R-ICE Yes 05/09/2005 TONSIL RIGHT AND CEREAL RIGHT 40

5003101071029 ARM A/ R-ICE Yes - EXTERNAL BEAM RADIATION (AXILLAR, 20

SUSCLAVICULAR RIGHT, MEDIASTINAL)
5003101071059 ARM A/ R-ICE Yes 26/01/2007 SHOULDER LEFT AND LEFAXILLAR 30
5003101161407 ARM A/ R-ICE Yes - RIGHT LEG 36
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Randomization Date of Dose of
Number Arm of treatment Radiotherapy radiotherapy Site of radiotherapy radiotherapy (Gy)
5003101211023 ARM A/ R-ICE Yes 19/07/2005 MEDDIASTINAL AND LEFBUPRACLAVICULATR 40
5003101351040 ARM A/ R-ICE Yes 23/05/2006 MEDIASTINUM -
5003101431046 ARM A/ R-ICE Yes 16/10/2006 MESENTERIC (RESIDUALASS) 40
5003101491042 ARM A/R-ICE Yes 18/08/2006 BLADDER (TILL 01/09/88) + 13/12/2006 - 02/01/2007 30
SITE : LATERAL LUMBAL FIELD, 30 GY
5003601201041 ARM A/R-ICE Yes - MEDIASTINAL LYMPH NODES -
5003601601005 ARM A/R-ICE Yes 29/07/2008 LEFT PELVIC WALL 37
5003601601401 ARM A/ R-ICE Yes 28/07/2008 RADIOTHERAPY : LEFT &$T WALL, ENFACE FOR 36
LOW GRADE FOLLICULAR LYMPHOMA
5003602901601 ARM A/R-ICE Yes - RIGHT ADRENAL -
5003603201025 ARM A/ R-ICE Yes - MEDIASTINAL 40
5003603201038 ARM A/R-ICE Yes 10/09/2007 TOTAL BODY 4
5003603701006 ARM A/ R-ICE Yes 07/04/2006 THORAX WOUND 42
5003603701010 ARM A/ R-ICE Yes 13/09/2006 LESSER PELVIS, INGUINRIGHT 30
5003603801015 ARM A/R-ICE Yes 25/06/2007 MEDIASTINUM 40
5003603801202 ARM A/ R-ICE Yes 20/02/2006 BONE LESIONS 30
5003603801203 ARM A/R-ICE Yes 16/05/2005 RIGHT INGUINA AND RIGHILIAC REGION 40
5003604201204 ARM A/R-ICE Yes 19/11/2004 cervical right : 40 Gparaaortic: 40 Gy, cervical left : 32 40
Gy, frontal right : 24 Gy
5003604301013 ARMA/R-ICE Yes 17/06/2009 RIGHT FOREARM 20
5003604901005 ARM A/ R-ICE Yes 17/07/2006 ILIAC BONE 36
5003605201006 ARM A/ R-ICE Yes - BULKY LYMPHOMA HYPOGASTRIUM -
5003605901003 ARM A/R-ICE Yes 10/10/2007 LEFT UPPER NECK 25
5003606701003 ARM A/ R-ICE Yes 09/03/2006 MESENTERIC MASS 40
5003607201032 ARM A/R-ICE Yes 22/08/2006 CERVICAL LEFT 65
5003609201058 ARM A/R-ICE Yes 14/08/2008 MEDIASTINUM 2
5003610301617 ARM A/ R-ICE Yes - RIGHT INGUINAL REGION -
5003615301004 ARM A/R-ICE Yes 20/12/2005 ABDOMEN 40
5003615501201 ARM A/ R-ICE Yes 09/02/2007 ABDOMEN 29
5003617201010 ARM A/ R-ICE Yes 22/08/2005 36
5003617201039 ARM A/R-ICE Yes 03/04/2007 PARA-AORTIC 45
5003621201020 ARM A/ R-ICE Yes 27/06/2006 TONSILLA RIGHT, ZONARG LEFT 8
5003621201026 ARM A/R-ICE Yes - ABDOMINAL 9
5003628201003 ARM A/R-ICE Yes 06/12/2004 ABDOMINAL MASSES 48
5003632201054 ARM A/ R-ICE Yes 16/10/2008 LEFT SHANK 30
5003642501030 ARM A/R-ICE Yes 22/10/2008 MEDIASTINUM 30
5003101031067 ARM B/ R-DHAP Yes 28/08/2007 MEDIASTINUM 40
5003101031401 ARM B/ R-DHAP Yes - ENCEPHALON 45
5003101091626 ARM B/ R-DHAP Yes 16/01/2006 RIGHT AXILLARY 40
5003101131060 ARM B/ R-DHAP Yes 12/06/2007 CARINA LESION AND MEBSTINUM 44
5003101251015 ARM B/ R-DHAP Yes 14/06/2005 MESENTERIC MASS 36
5003101251044 ARM B/ R-DHAP Yes 22/06/2006 CERVICAL 42
5003101391032 ARM B/ R-DHAP Yes 29/08/2005 ND -
5003102411054 ARM B/ R-DHAP Yes 16/10/2007 LEFT ILIAC + LEFT INGNAL 40
5003102411069 ARM B/ R-DHAP Yes 20/02/2008 CERVICO SUB CLAVICUIRAGANGLION + 36
WALDEYER RING

5003102541016 ARM B/ R-DHAP Yes 26/01/2005 ABDOMINAL 40
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Randomization Date of Dose of
Number Arm of treatment Radiotherapy radiotherapy Site of radiotherapy radiotherapy (Gy)
5003601201201 ARM B/ R-DHAP Yes 24/06/2004 LUNG RIGHT SIDE, CERSAL BOTH SIDES 36
5003601801003 ARM B/ R-DHAP Yes 17/05/2005 INGUINAL + ILIAC 39
5003602801204 ARM B/ R-DHAP Yes 05/03/2005 RIGHT SHOULDER, MEDSAINUM 30
5003603801007 ARM B/ R-DHAP Yes 19/06/2006 MEDIASTINUM + SUPRAGVICULAR REGION 21
5003603801009 ARM B/ R-DHAP Yes 11/12/2006 RIGHT AXILLA AND RIGH ARM 40
5003604801006 ARM B/ R-DHAP Yes 04/09/2006 44
5003604801405 ARM B/ R-DHAP Yes 15/04/2008 PARA-AORTIC 40
5003604901004 ARM B/ R-DHAP Yes 29/04/2007 D8 AND APARASPINAL M2S 40
5003605301203 ARM B/ R-DHAP Yes 25/05/2004 THYROID 18
5003605301610 ARM B/ R-DHAP Yes 29/05/2006 LEFT NECK 30
5003605701404 ARM B/ R-DHAP Yes 08/08/2008 WHOLE BRAIN 36
5003606301606 ARM B/ R-DHAP Yes 15/04/2005 ABDOMINAL TUMOR MASS 5
5003606701005 ARM B/ R-DHAP Yes 06/03/2006 RIGHT FOREARM 30
5003607201408 ARM B/ R-DHAP Yes 27/01/2009 NASOPHARYNX, LEFT CERCAL SUBMENTAL, 40
SUPRACLAVICULAR BDS
5003608701008 ARM B/ R-DHAP Yes 06/07/2006 AXILLA RIGHT 40
5003609301620 ARM B/ R-DHAP Yes 05/06/2008 PARANASAL SINUSES 36
5003612301623 ARM B/ R-DHAP Yes 14/04/2008 BASE OF BRAIN 12
5003614301407 ARM B/ R-DHAP Yes 07/01/2010 PARA-AORTIC NODES 30
5003616501003 ARM B/ R-DHAP Yes 18/04/2008 ENTIRE SPINE C2-L3ONUSIVE 30
5003618301005 ARM B/ R-DHAP Yes 09/08/2006 RIGHT HEMIPELVIS 30
5003619301016 ARM B/ R-DHAP Yes 08/05/2008 DUODENUM AND PANCREAS 31
5003620201017 ARM B/ R-DHAP Yes 22/11/2005 INVOLVED SITE ABDOMIAL 36
5003621501412 ARM B/ R-DHAP Yes 09/11/2009 CHEST WALL 25
5003628201044 ARM B/ R-DHAP Yes 01/02/2009 CERVICAL MASS -
5003632201015 ARM B/ R-DHAP Yes 15/07/2005 LEFT SOLE OF FOOT,EELOWER LEG, LEFT 21
THIGH
N=74
Listing 6.6-15 Progression/relapse n°1 - Immunothepy (induction ITT)
Randomization Date of
Number Arm of treatment Immunotherapy immunotherapy Specify immunotherapy
5003101021027 ARM A/R-ICE Yes 28/07/2005 RITUXIMAB
5003101021631 ARM A/R-ICE Yes 14/06/2007 RITUXIMAB
5003101051075 ARM A/R-ICE Yes 03/06/2008 RITUXIMAB
5003101071020 ARM A/R-ICE Yes 05/03/2006 MABTHERA AND ZEVALINTHE 09.03.06)
5003101091602 ARM A/ R-ICE Yes 13/01/2005 RITUXIMAB
5003101131062 ARM A/R-ICE Yes 06/05/2007 RITUXIMAB
5003101141406 ARM A/ R-ICE Yes 04/01/2006 RITUXIMAB
5003101161407 ARM A/ R-ICE Yes 28/03/2007 RITUXIMAB THEN ANTI CR0
5003101281017 ARM A/R-ICE Yes 13/12/2004 RITUXIMAB
5003101281033 ARM A/ R-ICE Yes 12/01/2006 RITUXIMAB
5003101281208 ARM A/ R-ICE Yes 29/03/2006 RITUXIMAB
5003101351040 ARM A/R-ICE Yes 03/05/2006 MABTHERA
5003101431046 ARM A/ R-ICE Yes 13/06/2006 RITUXIMAB
5003101431622 ARM A/R-ICE Yes 09/04/2008 RITUXIMAB
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Randomization Date of
Number Arm of treatment Immunotherapy immunotherapy Specify immunotherapy
5003101481403 ARM A/R-ICE Yes 04/02/2008 RITUXIMAB
5003101621615 ARM A/R-ICE Yes 27/08/2005 RITUXIMAB 8 CURES
5003101641618 ARM A/ R-ICE Yes 25/01/2007 RITUXIMAB
5003102161078 ARM A/ R-ICE Yes 14/08/2008 RITUXIMAB
5003102341641 ARM A/ R-ICE Yes 12/11/2009 RITUXIMAB
5003102541625 ARM A/R-ICE Yes 01/02/2008 RITUXIMAB
5003602901601 ARM A/R-ICE Yes 17/01/2006 MABTHERA
5003603701010 ARM A/ R-ICE Yes 16/08/2006 RITUXIMAB
5003603801602 ARM A/R-ICE Yes 13/10/2006 RITUXIMAB IN COMBINATON WITH FND
5003604801205 ARM A/R-ICE Yes 10/08/2006 RITUXIMAB
5003605701601 ARM A/R-ICE Yes 28/07/2006 RITUXIMAB (STOP : 08®006)
5003606301612 ARM A/R-ICE Yes 27/02/2008 RITUXIMAB
5003609201058 ARM A/ R-ICE Yes 06/11/2008 RITUXIMAB (2 RITUXIMAB750 MG ON 25/08/2008 + 17/09/2008)
5003611201057 ARM A/R-ICE Yes 26/07/2008 RITUXIMAB
5003615501014 ARM A/R-ICE Yes 12/03/2008 OFATUMOMAB
5003617201010 ARM A/R-ICE Yes 07/04/2005 ZEVALIN + RITUXIMAB
5003617201039 ARM A/R-ICE Yes 19/01/2007 RITUXIMAB
5003621201020 ARM A/ R-ICE Yes 08/05/2006 MABTHERA 2 CYCLES
5003621201023 ARM A/ R-ICE Yes 30/05/2006 RITUXIMAB 1 CYCLE
5003621201026 ARM A/R-ICE Yes 16/02/2006 RITUXIMAB
5003622201022 ARM A/ R-ICE Yes 03/06/2006 RITUXIMAB / CYCLOSPORI(DATE NK)
5003649501033 ARM A/R-ICE Yes 09/09/2008 RITUXIMAB
5003101021038 ARM B/ R-DHAP Yes 18/12/2006 RITUXIMAB (4 CYCLES)
5003101031019 ARM B/ R-DHAP Yes 02/02/2005 RITUXIMAB
5003101031067 ARM B/ R-DHAP Yes 14/06/2007 R X3
5003101071051 ARM B/ R-DHAP Yes 19/09/2006 RITUXIMAB
5003101071073 ARM B/ R-DHAP Yes 28/11/2007 RITUXIMAB
5003101071408 ARM B/ R-DHAP Yes 05/04/2007 IBRITUMOMAB TIUXETAN RITUXIMAB
5003101071607 ARM B/ R-DHAP Yes 17/03/2004 MABTHERA
5003101091022 ARM B/ R-DHAP Yes 05/07/2005 RITUXIMAB
5003101091626 ARM B /R-DHAP Yes 17/10/2005 RITUXIMAB
5003101141624 ARM B/ R-DHAP Yes 10/06/2009 RITUXIMAB
5003101221070 ARM B/ R-DHAP Yes 05/08/2008 OFATUMUMAB
5003101251015 ARM B/ R-DHAP Yes 26/12/2004 RITUXIMAB X 3
5003101251035 ARM B/ R-DHAP Yes 17/07/2006 RITUXIMAB
5003101251044 ARM B/ R-DHAP Yes 18/05/2006 RITUXIMAB
5003101601066 ARM B/ R-DHAP Yes 27/07/2007 RITUXIMAB
5003101641018 ARM B/ R-DHAP Yes 06/04/2005 RITUXIMAB
5003101641047 ARM B/ R-DHAP Yes 04/07/2006 RITUXIMAB
5003101641079 ARM B/ R-DHAP Yes 13/08/2008 RITUXIMAB
5003102341003 ARM B/ R-DHAP Yes 05/02/2004 MABTHERA
5003601201018 ARM B/ R-DHAP Yes 05/10/2005 RITUXIMAB 2X
5003601601602 ARM B/ R-DHAP Yes 14/08/2008 RITUXIMAB W/GEMCITABIE AND DACETUZUMAB
(INVESTIGATIONAL)
5003601801003 ARM B/ R-DHAP Yes 26/01/2005 RITUXIMAB
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Randomization Date of
Number Arm of treatment Immunotherapy immunotherapy Specify immunotherapy
5003605201603 ARM B/ R-DHAP Yes 12/05/2005 RITUXIMAB
5003606201410 ARM B/ R-DHAP Yes 01/06/2007 RITUXIMAB
5003606201609 ARM B/ R-DHAP Yes - RITUXIMAB EVERY 3 MONTHS
5003606301606 ARM B /R-DHAP Yes 30/06/2005 RITUXIMAB
5003606701005 ARM B/ R-DHAP Yes 17/07/2006 17/07 TO 05/09/06 RXIMAB (1X/MONTH /5 CYCLES) + 03/10
AND 01/11/06, 30/11/06, 24/01 AND 21/03/07
5003609301620 ARM B/ R-DHAP Yes 26/11/2007 RITUXIMAB (IN CONJUNTON WITH CHEMOTHERAPY)
5003611301003 ARM B/ R-DHAP Yes 24/01/2006 RITUXIMAB
5003617201043 ARM B/ R-DHAP Yes 26/09/2007 RITUXIMAB
5003618301005 ARM B/ R-DHAP Yes - RITUXIMAB
N =67

Listing 6.6-16 Progression/relapse n°1 - Tranpslaniinduction ITT)

Randomization Date of
Number Arm of treatment Transplantation transplantation Conditioning Regimen
5003101141406 ARM A/R-ICE Yes 30/05/2006 BEAM
5003101351040 ARM A/ R-ICE Yes 16/05/2006 BEAM
5003101431046 ARM A/R-ICE Yes 05/09/2006 BEAM
5003101441036 ARM A/ R-ICE Yes 10/11/2005 BEAM ON 03/11/2005
5003102341061 ARM A/R-ICE Yes 26/05/2008 FLUDARABINE, ENDOXANRRADIATION
5003102341416 ARM A/R-ICE Yes 09/05/2007 BEAM
5003102341641 ARM A/R-ICE Yes 18/02/2010 IBRITUMOMAB TIUXETANETUDE ZEVALLO)
5003102491619 ARM A/R-ICE Yes 06/09/2007 FLUDARABINE BUSULFAN KD ATG
5003102541625 ARM A/R-ICE Yes 02/06/2008 BEAM
5003601881401 ARM A/ R-ICE Yes 11/12/2007 FLUDARABINE / BUSULFAINSAL
5003602201601 ARM A/R-ICE Yes 28/06/2006 FLUDARABIN / BUSULFANCYCLOPHOSPHAMID / ATG: ACC.
DSHNHL-2004-R3 PROTOCOL (ARM B, WITHOUT RITUXIMAB)
5003602301001 ARM A/ R-ICE Yes 28/04/2004 BEAM
5003602501001 ARM A/R-ICE Yes 03/01/2007 BEAM STARTED ON 28123)
5003602801001 ARM A/ R-ICE Yes 31/07/2004 BEAM
5003602801605 ARM A/ R-ICE Yes 16/04/2009 FLUDARABIN, BUSULFANANTITHYMOCYTE GLOBULIN
5003602901201 ARM A/R-ICE Yes 19/05/2004 FLUDARABIN ATG RADIATON
5003603201025 ARM A/ R-ICE Yes 27/04/2006 BEAM ON 21/04/2006
5003603201038 ARM A/ R-ICE Yes 19/09/2007 MELPHALAN + FLUDARABIN
5003603801602 ARM A/ R-ICE Yes 08/03/2007 TBIl + ALEMTUZUMAB + CELOPHOSPHAMIDE
5003603801608 ARM A/ R-ICE Yes 28/01/2009 FLAMSA + TBI
5003604801205 ARM A/R-ICE Yes 22/12/2006 BU-CY
5003608701016 ARM A/ R-ICE Yes 12/08/2008 ZBEAM / 3.45 (CD34 X16/KG)
5003609201058 ARM A/ R-ICE Yes 19/11/2008 IBRITUMOMAB IUXETAN RITUXIMAB 06/11/2008 BEAM 13/11-
17/11/2008
5003610201007 ARM A/ R-ICE Yes 11/03/2005 FLUDARABIN, BUSULFAN YCLOPHOSPHAMID
5003610201612 ARM A/R-ICE Yes 15/07/2005 BEAM
5003617201010 ARM A/R-ICE Yes 21/04/2005 BEAM
5003622201022 ARM A/ R-ICE Yes 05/05/2006 FLUDARABIN / BCNU / MBPHALAN / RITUXIMAB
5003633201036 ARM A/R-ICE Yes 05/04/2007 BEAM
5003649501033 ARM A/ R-ICE Yes 05/11/2008 BEAM : CARMUSTINE, ETRDSIDE, CYTABINE, MELPHALAN,
STARTED 30/10/2008
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Randomization Date of
Number Arm of treatment Transplantation transplantation Conditioning Regimen
5003101131060 ARM B/ R-DHAP Yes 02/05/2007 TRANSPLANTATION OF CES INFUSED CD34+
5003101221057 ARM B/ R-DHAP Yes 11/04/2007 CBV AUTOGRAFT N°1 (Gl$g82\l/\lD AUTOGRAFT CSH 14/06/07
5003101221639 ARM B/ R-DHAP Yes 10/08/2007 Z-BEAM
5003101601066 ARM B/ R-DHAP Yes 10/09/2007 BEAM
5003101641047 ARM B/ R-DHAP Yes 08/09/2006 BEAM
5003102341003 ARM B/ R-DHAP Yes 07/07/2004 BEAM SANS ARACYTINE
5003102541640 ARM B/ R-DHAP Yes 21/04/2008 CPA, FLUDA, ATG, MPQYCLO
5003601201018 ARM B/ R-DHAP Yes 19/12/2005 BEAM
5003601201201 ARM B/ R-DHAP Yes 13/08/2004 BEAM
5003601601602 ARM B/ R-DHAP Yes 14/01/2009 CYCLOPHOSPHAMIDE, FDARABINE, METHOTREXATE
5003601801003 ARM B /R-DHAP Yes 05/04/2005 BEAM
5003603201050 ARM B/ R-DHAP Yes 17/01/2008 BEAM ON 11/01/2008
5003603801007 ARM B/ R-DHAP Yes 04/08/2006 BEAM
5003604701002 ARM B/ R-DHAP Yes 30/12/2005 POMP
5003606201033 ARM B/ R-DHAP Yes 29/12/2006 CARMUSTINE, CYTARABINETOPOSID, MELPHALAN,
RITUXIMAB
5003606201407 ARM B/ R-DHAP Yes 19/03/2007 HD MELPHALAN
5003606201410 ARM B/ R-DHAP Yes 08/08/2007 BEAM
5003610201212 ARM B/ R-DHAP Yes - BYLDYLFAN, FLUDARABIN, CYCLOPHOSPHAMID, ALLOG TX
TAMILIENOPENDER
5003611301002 ARM B/ R-DHAP Yes 10/11/2004 BEAM
5003617201021 ARM B/ R-DHAP Yes 13/11/2007 FLUDARABIN, BUSULFAN;YCLOPHOSPHAMIDE, ATG
5003617201024 ARM B/ R-DHAP Yes 20/04/2006 IBRITUMOMAB TIUXETANFLUDARABINE, MELPHALAN,
ALEMTUZUMAB
5003619301006 ARM B/ R-DHAP Yes 05/10/2006 BEAM
5003625501020 ARM B/ R-DHAP Yes 30/01/2008 BEAM STARTED ON 22/2008
5003628201046 ARM B/ R-DHAP Yes 25/02/2008 ALLO TRANSPLANTATIOKAFTER CEPHALIN / FLUDARABIN /
MELPHALAN)
5003632201015 ARM B/ R-DHAP Yes 18/08/2005 BEAM
5003636201047 ARM B/ R-DHAP Yes 12/10/2007 BEAM BONU
N =55
Listing 6.6-17 Progression/relapse n°1 — Other tréments (induction ITT)
Randomization Other Date of other
Number Arm of treatment treatment treatment Specify other treatment
5003101021631 ARM A/ R-ICE Yes 07/02/2008 IBRITUMOMAB TIUXETAN
5003101031001 ARM A/ R-ICE Yes 23/12/2003 CORTICOIDES
5003101131062 ARM A/ R-ICE Yes 14/05/2007 METHOTREXATE INTRATHEAL
5003101141065 ARM A/ R-ICE Yes PALLIATIVE TREATMENT (WITH CORTCOIDS)
5003101351040 ARM A/ R-ICE Yes 03/05/2006 DHAP
5003603801202 ARM A/ R-ICE Yes 19/01/2006 CORTICOSTEROIDS - DEMIETHASONE
5003605701601 ARM A/ R-ICE Yes 28/07/2006 IBRITUMOMAB TIUXETAN(STOP : 04.08.2006)
5003606301612 ARM A/ R-ICE Yes 21/05/2008 RITUXIMAB THREE MONTHY. PLANNED X 8 TREATMENTS
5003613701402 ARM A/ R-ICE Yes 01/12/2010 MABTHERA
5003617201010 ARM A/ R-ICE Yes RELAPSE INTRAABDOMINAL, PULMONC / 1 CYCLE R-GEM-OX-DEXA / 11/05
DEXAMETHASONE / CYCLOPHOSPHAMIDE : PALLIATIVE INTEN'ION
5003621201020 ARM A/ R-ICE Yes 09/05/2006 MTX HIGH DOSE 2 CYCLES
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Randomization Other Date of other
Number Arm of treatment treatment treatment Specify other treatment
5003621201023 ARM A/ R-ICE Yes 31/05/2006 STUDY DRUG CMC 544 ¥CLE
5003633201036 ARM A/ R-ICE Yes 03/07/2007 GMALL-B-ALL-PROTOCOL
5003101071051 ARM B/ R-DHAP Yes 28/10/2006 DEXAMETHASONE
5003101071073 ARM B/ R-DHAP Yes 18/12/2007 GEMZAR NAVELBINE
5003101251035 ARM B/ R-DHAP Yes 05/03/2007 MERCAPTOPURINE METHREXATE
5003101351012 ARM B/ R-DHAP Yes 10/08/2006 CORTICOIDS
5003101391032 ARM B/ R-DHAP Yes 10/11/2005 CHEMOTHERAPY PROCARBINE DEXAMETHAZONE
5003101391048 ARM B/ R-DHAP Yes 04/12/2006 PROCARBAZINE DEXAMETSONE
5003101601076 ARM B/ R-DHAP Yes 25/04/2008 IT METHOTREXATE - CYOSAR - DEPOCYTE
5003102341003 ARM B/ R-DHAP Yes 19/05/2004 METHOTREXATE (HD), DAMETHASONE (CONSOLIDATION)
5003102411069 ARM B/ R-DHAP Yes 01/02/2008 CORTICOTHERAPY
5003102541016 ARM B/ R-DHAP Yes 19/03/2005 DEXAMETHASONE, BCNEBTOPOSIDE, ARAC, MELPHALAN
5003102541640 ARM B/ R-DHAP Yes - RADIOIMMUNOTHERAPY : IBRITUMOMAB TIUXETAN
5003103161041 ARM B/ R-DHAP Yes 10/05/2007 HUMAN IMMUNOGLOBULIN
5003604701002 ARM B/ R-DHAP Yes 08/06/2006 THORACOTOMY WITH RESHION OF TUMOR - HISTOLOGY SHOWED NO
VISIBLE LYMPHOMA ANYMORE
5003606201033 ARM B/ R-DHAP Yes 27/02/2007 UNRELATED STEM CELLF\’P\NSPLAlg'(AFTER CONDITIONING WITH FLU BU
5003610301613 ARM B/ R-DHAP Yes 18/10/2005 SPLENECTOMY
5003615501029 ARM B/ R-DHAP Yes 20/06/2008 ETOPOSIDE, CYTARABINEISPLATIN, METHYLPREDNISOLONE
5003616301212 ARM B/ R-DHAP Yes 03/01/2007 HYPER CVAD A
5003617501006 ARM B/ R-DHAP Yes 12/01/2007 PALLIATIVE TREATMENT
5003625501020 ARM B/ R-DHAP Yes 20/12/2007 RESIDUAL LEFT LOWERUNG MASS EXCISED SURGICALLY
5003630201040 ARM B/ R-DHAP Yes 20/08/2007 RITUXIMAB - BENDAMUSIN
N =33
Table 6.6-24 Progression/relapse n°2 — Period (indtion ITT)
Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP
N % N %
Period of Progression / Relapse
TREATMENT PERIOD 2 10 2 9
FOLLOW UP PERIOD 19 90 19 86
Missing 0 0 1 5
Total 21 100 22 100
Table 6.6-25 Progression/relapse n°2 — Involvemefihduction ITT)
Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP
N % N %
Initial involvement
Missing 0 0 2 9
Yes 15 71 13 59
No 6 29 7 32
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Table 6.6-26 Progression/relapse n°2 — Extra-nodalvolvement (induction I1TT)

0 0 2 14
6 43 7 50
0 0 1 7
8 57 4 29
0 0 2 14
14 1 7
0 0 1 7
12 86 10 71
0 0 2 14
4 29 2 14
1 7 2 14
9 64 8 57
0 0 1 7
3 21 1 7
3 21 5 36
8 57 7 50
0 0 2 14
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2 14 0 0
2 14 5 36
10 71 7 50
0 0 2 14
21 1 7
11 79 11 79
0 0 1 7
1 7 2 14
2 14 2 14
11 79 9 64
0 0 1 7
0 0 2 14
3 21 1 7
11 79 10 71
0 0 2 14
1 7
0 0 2 14
13 93 9 64
0 0 2 14
21 2 14
11 79 10 71
0 0 2 14
3 21 2 14
11 79 10 71
0 0 2 14
4 29 3 21
1 7 0 0
9 64 9 64
0 0 2 14
2 14 4 29
1 7 0 0
11 79 8 57
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0 0 2 14
3 21 4 29
1 7 0 0
10 71 8 57
0 0 2 14
29 3 21
10 71 9 64
0 0 2 14
4 29 2 14
0 0 1 7
10 71 9 64
0 0 2 14
3 21 4 29
2 14 1 7
9 64 7 50
0 0 2 14
3 21 3 21
1 7 1 7
10 71 8 57
14 100 14 100

Table 6.6-27 Progression/relapse n°2 — Nodal inv@ment (induction ITT)
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11 85 8 67
0 0 1 8
2 15 0 0
0 0 3 25
11 85 8 67
0 0 1 8
2 15 0 0
0 0 3 25
11 85 8 67
2 15 0
0 0 4 33
10 77 8 67
1 8 0 0
2 15 0 0
0 0 4 33
12 92 8 67
1 8 0
0 0 4 33
11 85 7 58
2 15 8
0 0 4 33
9 69 4 33
4 31 2 17
0 0 3 25
0 0 3 25
12 92 5 42
1 8 25
0 0 4 33

62 33
4 31 0
8 33
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0 0 4 33
10 77 2 17
2 15 2 17
1 8 4 33
0 0 4 33
11 85 4 33
1 8 1 8
1 8 3 25
0 0 4 33
11 85 3 25
1 8 1 8
1 8 4 33
0 0 4 33
10 77 4 33
2 15 0 0
1 8 4 33
0 0 4 33
10 77 7 58
3 23 1 8
0 0 4 33

13 100 12 100

Listing 6.6-18 Progression/relapse n°2 — Other nodlinvolvement (induction ITT)

ARM A/ R-ICE PRECARDIAC NODE
ARM A/ R-ICE Yes RETROPERITONEAL -
ARM A/ R-ICE Yes KIDNEY HILUS LEFT -
ARM B/ R-DHAP Yes COELIAC
N=4
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Table 6.6-28 Progression/relapse n°2 — Extra-nodalvolvement bis (induction ITT)

10 71 2 14
2 14 3 21
1 7 1 7
1 7 8 57

10 71 3 21
3 21 3 21
1 7 8 57

10 71 2 14
2 14 2 14
1 7 2 14
1 7 8 57

10 71 3 21
3 21 1 7
0 0 2 14

8 57

13 93 3 21

1 7

0 0 2 14
1 7 8 57

10 71 4 29
3 21 2 14
1 7 8 57

10 71 3 21
3 21 2 14
1 7 9 64
9 64 2 14
1 7 0 0
3 21 3 21
1 7 9 64

10 71 2 14
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1 7 0 0
2 14 3 21
1 7 9 64
10 71 2 14
3 21 3 21
7 9 64
9 64 2 14
4 29 3 21
1 7 9 64
8 57 3 21
2 14 1 7
3 21 2 14
1 7 8 57
8 57 3 21
1 7 2 14
4 29 1 7
1 7 8 57
7 50 4 29
6 43 2 14
1 7 8 57
6 43 4 29
7 50 2 14
1 7 8 57
7 50 4 29
6 43 2 14
1 7 8 57
7 50 4 29
6 43 2 14
1 7 8 57
6 43 4 29
0 0 1 7
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7 50 1 7
1 7 8 57
7 50 2 14
6 43 4 29
1 7 8 57
6 43 2 14
1 7 0 0
6 43 4 29
1 7 8 57
7 50 2 14
6 43 4 29
1 7 8 57
7 50 2 14
6 43 4 29
1 7 8 57
7 50 2 14
6 43 4 29
1 7 57
7 50 2 14
6 43 4 29
1 7 57
5 36 0 0
7 50 6 43
2 14 8 57
14 100 14 100

Listing 6.6-19 Progression/relapse n°2 — Other exdrnodal involvement (induction ITT)

ARM A/ R-ICE

BLADDER

2
ARM A/ R-ICE 2 UTERUS
ARM A/ R-ICE 2 CNS
ARM A/ R-ICE 2 INFILTRATION WALL ILEUM
ARM A/ R-ICE 2 PERICARDIAL EFFUSION
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N=5

Table 6.6-29 Progression/relapse n°2 — Documentatidinduction ITT)

Table 6.6-30 Progression/relapse n°2 — Individuabttors of IPI (induction ITT)
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Table 6.6-31 Progression/relapse n°2 — Treatmenn@uction ITT)

Table 6.6-32 Progression/relapse n°2 — Type of treaent (induction ITT)

Listing 6.6-20 Progression/relapse n°2 - Chemothepg (induction ITT)

ARM A/ R-ICE Yes 30/01/2006 GEMOX
ARM A/ R-ICE Yes 11/04/2006 TAXOL - TOPOTECAN
ARM A/ R-ICE Yes 28/05/2008 DHAOX
ARM A/ R-ICE Yes 30/06/2006 GEMOX
ARM A/ R-ICE Yes 09/05/2007 R-GEMOX
ARM A/ R-ICE Yes - CYTARABINE-ETOPOSIDE-DEXAMETHASGNE
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Randomization Date of Nb of cycles off
Number Arm of treatment | Chemotherapy | chemotherapy Specify chemotherapy chemotherapy
5003101431622 ARM A/ R-ICE Yes 05/08/2008 CHOP 3
5003101491042 ARM A/ R-ICE Yes 15/01/2007 GEMCITABINE -
5003101641618 ARM A/ R-ICE Yes 03/08/2007 DHAP 3
5003102341061 ARM A/ R-ICE Yes 17/02/2010 DHAP -
5003102341416 ARM A/ R-ICE Yes 04/12/2007 ANTIBODIES ANTI CD20RROTOCOL ROCHE 3
5003102491619 ARM A/ R-ICE Yes 04/08/2008 IFOSFAMIDE + ETOPOSIDE -
5003602901601 ARM A/ R-ICE Yes 12/07/2006 VINCRISTIN AND BLEOMYIBI 1
5003604801205 ARM A/ R-ICE Yes 09/08/2007 IVE 1
5003605701601 ARM A/ R-ICE Yes 27/11/2006 CVP (= COP) + RITUXIMBA(STOP 18/12/2006) 2
5003615501014 ARM A/ R-ICE Yes 29/08/2008 GCVP (GEMCITABINE, CYOPHOSPHAMIDE, VINCRISTINE, 6
PREDNISOLONE)
5003101031401 ARM B/ R-DHAP Yes 06/06/2005 PCOP 3
5003101091626 ARM B / R-DHAP Yes 16/11/2006 GEMOX 5
5003101141624 ARM B / R-DHAP Yes 04/02/2010 DHAOX 1
5003101221057 ARM B / R-DHAP Yes 13/03/2008 NAVELBINE -
5003101641047 ARM B / R-DHAP Yes 29/03/2007 GEMOX 4
5003101641079 ARM B/ R-DHAP Yes 26/09/2008 CYTARABINE, ETOPOSIDE 2
5003102341003 ARM B / R-DHAP Yes 06/09/2004 GEMCITABINE - OXALIPATINE - RITUXIMAB 3
5003601801003 ARM B / R-DHAP Yes 12/09/2005 CVP 3
5003603201050 ARM B / R-DHAP Yes 18/07/2008 SEE MEDICAL REPORT BE 2 AND 3 (B-ALL-PROTOCOL) 3
5003605301610 ARM B / R-DHAP Yes 02/11/2006 CVP REFRACTORY / 2NIINE : 4 CEPP (MINUS 3
CYCLOPHOSPHAMIDE) ON 04/01/2007
5003605701404 ARM B/ R-DHAP Yes 16/01/2009 CHOP 3
5003611301002 ARM B / R-DHAP Yes 20/12/2004 CYTARABINE AND METHCREXATE (INTRATHECAL) 22
N =28
Listing 6.6-21 Progression/relapse n°2 - Radiothepy (induction ITT)
Randomization Date of Dose of
Number Arm of treatment Radiotherapy radiotherapy Site of radiotherapy radiotherapy (Gy)

5003101021631 | ARM A/ R-ICE Yes 07/10/2008 TOTAL BODY IRRADIATION 2

5003102341416 | ARM A/ R-ICE Yes 28/01/2008 MEDIASTINAL -

5003602901601 | ARM A/ R-ICE Yes - RIGHT ADRENAL AND LEFT LEG (SKY) -

5003603801202 | ARM A/ R-ICE Yes 13/05/2008 RIGHT KNEE + FEMUR 30

5003604801205 | ARM A/ R-ICE Yes 24/09/2007 22

5003632201054 | ARM A/ R-ICE Yes 05/12/2008 LEFT DISTAL SHANK 30

5003643501202 | ARM A/ R-ICE Yes 04/08/2008 RIGHT NECK AND SUPRAGVICULAR AREA 30

5003101221057 | ARM B/ R-DHAP Yes - MEDIASTINAL + ABDOMEN -

5003101641079 | ARM B / R-DHAP Yes 24/11/2008 ABDOMINAL (ILIAC RIGH) 30

5003606701005 | ARM B/ R-DHAP Yes 02/05/2007 RIGHT THIGH (20 GY)BORSAL LESION (20 GY) 20

5003609301620 | ARM B/ R-DHAP Yes 11/03/2009 LEFT ABDOMINAL WALL AD RIGHT NECK 40

5003632201015 | ARM B / R-DHAP Yes 06/10/2005 HYPODERMIC : INGUINAOHIGH, LOWER LEG, 20

SOLE OF FOOT, FOOT : LEFT SIDE
N=12
Listing 6.6-22 Progression/relapse n°2 - Immunothepy (induction ITT)
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Randomization Date of
Number Arm of treatment Immunotherapy immunotherapy Specify immunotherapy
5003101641047 ARM B / R-DHAP Yes 20/09/2007 RITUXIMAB / OFATUMUMR
5003609301620 ARM B/ R-DHAP Yes - RITUXIMAB MAINTENANCE ON GOING
5003632201015 ARM B/ R-DHAP Yes 23/02/2006 MABTHERA
N=3

Listing 6.6-23 Progression/relapse n°2 — Tranpslainduction ITT)

Randomization Date of
Number Arm of treatment Transplantation transplantation Conditioning Regimen
5003101021631 ARM A/ R-ICE Yes 09/10/2008 SEATTLE
5003605701404 ARM B/ R-DHAP Yes 09/03/2009 BEAM
N=2

Listing 6.6-24 Progression/relapse n°2 — Other tréments (induction ITT)

Randomization Other Date of other
Number Arm of treatment treatment treatment Specify other treatment
5003102491619 ARM A/ R-ICE Yes 11/08/2008 DONOR LYMPHOCYTES INBIUONS
5003101071607 ARM B/ R-DHAP Yes 21/04/2006 SURGERY INGUINAL NODE
5003605301610 ARM B/ R-DHAP Yes - PALLIATIVE CARE
N=3

Table 6.6-33 Progression/relapse n°2 — Responseeafadditional treatments (induction ITT)

Arm of treatment
ARM A/ R-ICE ARM B / R-DHAP
N % N %
Response after new treatment

COMPLETE RESPONSE 1 5 3 18

UNCONFIRMED COMPLETE RESPONSE 1 5 0 0

PARTIAL RESPONSE 3 16 0 0

STABLE DISEASE 1 5 1 6

PROGRESSIVE DISEASE 10 53 10 59

NOT EVALUATED 2 11 2 12

Missing 1 5 1 6
Total 19 100 17 100

GELARC Page 247/301



CORAL / Analysis of induction part V2 - 24/11/2010

6.7. Safety evaluation

6.7.1. Extent of exposureto trial medication
Table 6.7-1 Induction — Frequency of percentage @ianned dose received by cycle for Rituximab (indumn

safety population

Table 6.7-2 Induction — Frequency of percentage @ilanned dose received by cycle for ICE regimen (ingttion

safety population

5 2
8 3
226 95
0 0
0 0
239 100
6 3
7 3
211 94
1 0
0 0
225 100
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7 3
7 3
189 93
1 0
0 0
204 100
11 5
38 16
142 60
32 13
15 6
238 100
12 5
39 17
124 55
31 14
18 8
224 100
13 6
35 17
116 57
29 14
10 5
203 100
5 2
7 3
226 95
0 0
0 0
238 100
7 3
8 4
209 93
0 0
0 0
224 100
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Table 6.7-3 Induction — Frequency of percentage gflanned dose received by cycle for R-DHAP (inductio safety

population)

0 0
2 1
215 94
0 0
12 5
229 100
2 1
0 0
200 94
0 0
11 5
213 100
1 1
2 1
184 94
0 0
9 5
196 100
3 1
12 5
213 93
0 0
0 0
228 100
11 5
15 7
186 88
0 0
0 0
212 100
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23 12
15 8
153 79
2 1
1 1
194 100
11 5
11 5
205 90
1 0
0 0
228 100
11 5
9 4
191 91
0 0
0 0
211 100
10 5
8 4
176 91
0 0
0 0
194 100
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Table 6.7-4 Induction — G-CSF: number of days (indction safety population)

179 186
6.8 6.8
2.76 2.73
8.0 8.0
1 1
21 15
185 184
7.0 7.2
2.89 2.79
8.0 8.0
1 1
16 16
181 170
8.9 8.5
3.06 4.27
8.0 8.0
1 1
20 43

Table 6.7-5 Induction — G-CSF: dose at'8 cycle (induction safety population)

Page 252/301

GELARC



CORAL / Analysis of induction part V2 - 24/11/2010

Table 6.7-6 Consolidation - Percentage of plannedde received for BEAM (induction safety population)
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Listing 6.7-1 Consolidation — Other types of growthfactors (induction safety population)

Randomization Actual arm of

Number induction Other Growth Factor
5003101051056 ARM A/ R-ICE NEULASTA
5003102541052 ARM A/ R-ICE PEGFILGASTRIM 6 MG
5003619301621 | ARM A/R-ICE PEG - GCSF
5003101051050 | ARM B/ R-DHAP PEGFILGASTRIM
5003102541636 | ARM B/ R-DHAP PEGFILGRASTIM 6 MG
5003607201408  ARM B/ R-DHAP LENOGRASTIM (+ MUG-CSF)

N=6

Table 6.7-7 Consolidation — G-CSF: day of adminisation (induction safety population)

Actual arm of induction
G-CSF ARM A/ R-ICE ARM B / R-DHAP
N % N %
DAY 1 23 27 14 15
DAY 5 24 28 26 29
OTHER 38 44 50 55
Missing 1 1 1 1
Total 86 100 91 100
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6.7.2. Overview of toxicity profile

Table 6.7-8 Incidence of induction toxicities by gade and cycle (induction safety population)

0
215
0
196
0
280
0
215
100
196
0

280
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0
215
0
196
0
0 238
0
215
0
1p6
0
100
100
100

280
0
215
0
196
0
280
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0
215
0
106
0
1p0
215
0
1p6
0
196
0
0
100

100
215
100
1(?0
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0
196

0
1p0
100
1po

2B0
0
215
100
1p6
0
2B0
0
215
0
196
0
2B0
100
215
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Listing 6.7-2 Other toxicities during induction (induction safety population)

Randomization Actual arm of Cycle

Number induction Other Toxicity number Grade
5003101051004 ARM A/ R-ICE YES abdominal pain 2 2
5003101051056 ARM A/ R-ICE YES EPISTAXIS 2 3
5003101051068 ARM A/ R-ICE YES HEADACHE POST G-CSF 1 1
5003101051068 ARM A/ R-ICE YES BONE PAIN POST G-CSF 1 1
5003101071029 ARM A/ R-ICE YES ANXIETY 1 1
5003101071029 ARM A/ R-ICE YES ANXIETY 2 2
5003101071029 ARM A/ R-ICE YES ANXIETY 3 2
5003101071059 ARM A/ R-ICE YES ASTHENIA 1 2
5003101071059 ARM A/ R-ICE YES SHOULDER PAIN 1 3
5003101091602 ARM A/ R-ICE YES HEMORRHAGE 1 3
5003101091602 ARM A/ R-ICE YES HEMORRHAGE 2 3
5003101131030 ARM A/ R-ICE YES ASTHENIA 1 3
5003101131030 ARM A/ R-ICE YES ASTHENIA 2 3
5003101131058 ARM A/ R-ICE YES ASTHENIA 2 2
5003101131062 ARM A/ R-ICE YES ASTHENIA 1 2
5003101131062 ARM A/ R-ICE YES HEADACHE 2 2
5003101131062 ARM A/ R-ICE YES FEVER 2 2
5003101131062 ARM A/ R-ICE YES BONE PAIN 3 3
5003101131072 ARM A/ R-ICE YES SEQUELAE OF RIGHT INTERNAL JUGULR VEIN THROMBOSIS 1 3
5003101131409 ARM A/ R-ICE YES ASTHENIA 2 1
5003101141406 ARM A/ R-ICE YES HEADACHE 2 2
5003101171637 ARM A/ R-ICE YES MUCOSITIS 1 1
5003101171644 ARM A/ R-ICE YES ASTHENIA 1 2
5003101171644 ARM A/ R-ICE YES ASTHENIA 2 2
5003101171644 ARM A/ R-ICE YES ASTHENIA 3 1
5003101211628 ARM A/ R-ICE YES HEMORRHAGE / BLEEDING (HEMATOMA) 3 1
5003101251205 ARM A/ R-ICE YES ASTHENIA 1 1
5003101251205 ARM A/ R-ICE YES FEVER 3 2
5003101391039 ARM A/ R-ICE YES FEVER 1 1
5003101391039 ARM A/ R-ICE YES FEVER 3 1
5003101431046 ARM A/ R-ICE YES ASTHENIA 2 1
5003101431046 ARM A/ R-ICE YES PAIN DUE TO G-CSF 2 1
5003101431622 ARM A/ R-ICE YES ASTHENIA 1 1
5003101431622 ARM A/ R-ICE YES ALOPECIA 2 2
5003101431622 ARM A/ R-ICE YES ASTHENIA 3 2
5003101431622 ARM A/ R-ICE YES ALOPECIA 3 2
5003101431622 ARM A/ R-ICE YES EPISTAXIS 3 1
5003101441036 ARM A/ R-ICE YES HEADACHE 1 1
5003101441036 ARM A/ R-ICE YES ZONA 3 2
5003101441036 ARM A/ R-ICE YES ASTHENIA 3 1
5003101491042 ARM A/ R-ICE YES FLUID RETENTION 1 1
5003101491042 ARM A/ R-ICE YES FLUID RETENTION 2 1
5003101491042 ARM A/ R-ICE YES FLUID RETENTION 3 1
5003101601404 ARM A/ R-ICE YES GENERAL STATUS ALTERATION 1 2
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Randomization Actual arm of Cycle
Number induction Other Toxicity number Grade
5003101601404 ARM A/ R-ICE YES GENERAL STATUS ALTERATION 2 3
5003101601404 ARM A/ R-ICE YES DEPRESSION 2 2
5003101601404 ARM A/ R-ICE YES ARTHRITIS (RIGHT KNEE) 2 2
5003101621026 ARM A/ R-ICE YES FEVER 3 1
5003101621055 ARM A/ R-ICE YES PALPITATION 2 1
5003101621055 ARM A/ R-ICE YES FEVER 2 1
5003101621055 ARM A/ R-ICE YES FATIGUE 2 2
5003101621055 ARM A/ R-ICE YES PALPITATION 3 1
5003101621055 ARM A/ R-ICE YES FATIGUE 3 3
5003101621055 ARM A/ R-ICE YES CEPHALEA 3 1
5003101621615 ARM A/ R-ICE YES ASYMPTOMATIC PULMONARY EMBOLISM 3 1
5003101641618 ARM A/ R-ICE YES ASTHENIA 2 1
5003101641618 ARM A/ R-ICE YES ASTHENIA 3 1
5003102321024 ARM A/ R-ICE YES INFERIOR LIMBS EDEMA 1 1
5003102341045 ARM A/ R-ICE YES CHIRURGICAL CYST 1 1
5003102341049 ARM A/ R-ICE YES ASTHENIA 1 2
5003102341202 ARM A/ R-ICE YES VASO-VAGAL SYNCOPE 1 2
5003102341202 ARM A/ R-ICE YES VASO-VAGAL SYNCOPE 2 2
5003102441011 ARM A/ R-ICE YES ASTHENIA 1 1
5003102441011 ARM A/ R-ICE YES ASTHENIA 2 2
5003102441011 ARM A/ R-ICE YES ASTHENIA 3 2
5003102491616 ARM A/ R-ICE YES WEIGHT LOSS 1 2
5003102491616 ARM A/ R-ICE YES OEDEMA RIGHT LEG 1 2
5003102491616 ARM A/ R-ICE YES FATIGUE 1 2
5003102491616 ARM A/ R-ICE YES FATIGUE 2 2
5003102491616 ARM A/ R-ICE YES FATIGUE 3 1
5003102491619 ARM A/ R-ICE YES ABDOMINAL CRAMPS (PAIN) 1 3
5003102491619 ARM A/ R-ICE YES FLUID RETENTION 1 2
5003102541052 ARM A/ R-ICE YES ASTHENIA 1 2
5003102541052 ARM A/ R-ICE YES ASTHENIA 2 2
5003102541052 ARM A/ R-ICE YES ASTHENIA 3 1
5003601401605 ARM A/ R-ICE YES HEMORRHAGE / BLEEDING WITHOUT SUBRERY (GASTRIC ULCER) 1 3
5003601601002 ARM A/ R-ICE YES FATIGUE 2 3
5003601601003 ARM A/ R-ICE YES MILD PAIN W/URINATION 1 1
5003601601003 ARM A/ R-ICE YES MILD PAIN W/URINATION 2 1
5003601601003 ARM A/ R-ICE YES MILD PAIN W/URINATION 3 1
5003601601005 ARM A/ R-ICE YES PAIN 1 1
5003601601005 ARM A/ R-ICE YES LOWER EXTREMITY EDEMA 1 1
5003601601005 ARM A/ R-ICE YES FATIGUE 1 1
5003601601005 ARM A/ R-ICE YES LOWER EXTREMITY EDEMA 2 1
5003601601005 ARM A/ R-ICE YES FATIGUE 2 1
5003601601005 ARM A/ R-ICE YES PAIN 3 2
5003601601005 ARM A/ R-ICE YES LOWER EXTREMITY EDEMA 3 1
5003601601005 ARM A/ R-ICE YES FATIGUE 3 2
5003601601401 ARM A/ R-ICE YES FATIGUE 1 3
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Randomization Actual arm of Cycle

Number induction Other Toxicity number Grade
5003601601401 ARM A/ R-ICE YES FATIGUE 2 2
5003601601401 ARM A/ R-ICE YES FATIGUE 3 2
5003603201038 ARM A/ R-ICE YES FEVER 1 1
5003603201038 ARM A/ R-ICE YES EDEMA 3 1
5003603201213 ARM A/ R-ICE YES NAUSEA 2 2
5003603201213 ARM A/ R-ICE YES VOMITING 2 2
5003603201409 ARM A/ R-ICE YES EDEMA ; HANDS, FACE, SHANKS 1 1
5003603801608 ARM A/ R-ICE YES GIT- MUCOSITIS 1 2
5003604301013 ARM A/ R-ICE YES NAUSEA 1 2
5003604301013 ARM A/ R-ICE YES CONSTIPATION 1 1
5003604301013 ARM A/ R-ICE YES FATIGUE 2 1
5003604301013 ARM A/ R-ICE YES NAUSEA 3 2
5003604301013 ARM A/ R-ICE YES FATIGUE 3 1
5003604901006 ARM A/ R-ICE YES NOSE BLEEDING 1 1
5003604901006 ARM A/ R-ICE YES RIGHT KNEE HEMATOMA 1 1
5003604901006 ARM A/ R-ICE YES NOSE BLEEDING 2 1
5003604901006 ARM A/ R-ICE YES NOSE BLEEDING 3 1
5003605701401 ARM A/ R-ICE YES CONSTITUTIONAL FATIGUE 1 1
5003605701401 ARM A/ R-ICE YES CONSTITUTIONAL FATIGUE 2 1
5003605701401 ARM A/ R-ICE YES CONSTITUTIONAL FATIGUE 3 1
5003606201617 ARM A/ R-ICE YES VISUAL FUNCTION LEFT EYE 2 2
5003606201617 ARM A/ R-ICE YES NUMBNESS IN THROAT 2 2
5003606301207 ARM A/ R-ICE YES LYMPHATIC OEDEMA: LIMB (LEGS) 1 2
5003606501409 ARM A/ R-ICE YES COUGH 1 1
5003606501409 ARM A/ R-ICE YES FEVER 2 1
5003606501409 ARM A/ R-ICE YES FATIGUE 3 1
5003606501409 ARM A/ R-ICE YES VOMITING 3 1
5003606701003 ARM A/ R-ICE YES ASTHENIA 1 1
5003606701003 ARM A/ R-ICE YES ASTHENIA 2 1
5003606701003 ARM A/ R-ICE YES ASTHENIA 3 1
5003607201016 ARM A/ R-ICE YES MENTAL HEALTH PROBLEM (MOOD SWING) 2 1
5003607201032 ARM A/ R-ICE YES FATIGUE 1 2
5003607201032 ARM A/ R-ICE YES NIGHT SWEATS 2 9
5003607201045 ARM A/ R-ICE YES HBV REACTIVATION 2 2
5003607201045 ARM A/ R-ICE YES HBV REACTIVATION 3 2
5003607501403 ARM A/ R-ICE YES VASOVAGAL ATTACK 1 2
5003607701405 ARM A/ R-ICE YES ASTHENIA 1 3
5003607701405 ARM A/ R-ICE YES ASTHENIA 2 1
5003607701405 ARM A/ R-ICE YES ASTHENIA 3 1
5003610201611 ARM A/ R-ICE YES SLIGHT HEADACHE (FRONTAL) 1 1
5003610301211 ARM A/ R-ICE YES DIZZINESS (POSTURAL) 1 2
5003610301211 ARM A/ R-ICE YES DIZZINESS (POSTURAL) 2 2
5003610301211 ARM A/ R-ICE YES DIZZINESS (POSTURAL) 3 2
5003610301617 ARM A/ R-ICE YES ABDOMINAL PAIN (COLIC) 1 2
5003610301617 ARM A/ R-ICE YES LEFT LEG SWELLING 1 2
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Randomization Actual arm of Cycle

Number induction Other Toxicity number Grade
5003610501031 ARM A/ R-ICE YES LETHARGY 1 2
5003610501031 ARM A/ R-ICE YES ANOREXIA 1 2
5003610501031 ARM A/ R-ICE YES PYREXIA 1 1
5003610501031 ARM A/ R-ICE YES LETHARGY 2 2
5003610501031 ARM A/ R-ICE YES ANOREXIA 2 2
5003610501031 ARM A/ R-ICE YES PYREXIA 2 1
5003610501031 ARM A/ R-ICE YES LETHARGY 3 2
5003610501031 ARM A/ R-ICE YES ANOREXIA 3 2
5003610501031 ARM A/ R-ICE YES PYREXIA 3 1
5003612501011 ARM A/ R-ICE YES ALP / ALT / CREATININE 1 1
5003612501011 ARM A/ R-ICE YES PLATELETS 1 4
5003612501011 ARM A/ R-ICE YES PLATELETS 2 9
5003612501011 ARM A/ R-ICE YES ABDOMINAL PAIN (MILD) 3 1
5003612501011 ARM A/ R-ICE YES PLATELETS 3 4
5003612501015 ARM A/ R-ICE YES CONSTITUTIONAL SYMPTOMS 1 1
5003612501015 ARM A/ R-ICE YES CONSTITUTIONAL SYMPTOMS 2 1
5003612501021 ARM A/ R-ICE YES FATIGUE 1 1
5003612501021 ARM A/ R-ICE YES FATIGUE 2 1
5003612501021 ARM A/ R-ICE YES FATIGUE 3 1
5003612501021 ARM A/ R-ICE YES ETOPOSIDE REACTION 3 1
5003613301210 ARM A/ R-ICE YES PAIN - FACE (DURING CHEMO. OF INDCTION CYCLE ONE) 1 1
5003613301210 ARM A/ R-ICE YES PAIN - MUSCULOSKELETAL (BACK) 2 1
5003614501002 ARM A/ R-ICE YES FEVER 1 1
5003614501002 ARM A/ R-ICE YES ABDOMINAL PAIN 1 2
5003614501002 ARM A/ R-ICE YES FATIGUE 1 2
5003614501002 ARM A/ R-ICE YES FEVER 2 1
5003614501002 ARM A/ R-ICE YES ABDOMINAL PAIN 2 1
5003614501002 ARM A/ R-ICE YES FATIGUE 2 1
5003614501002 ARM A/ R-ICE YES PLEURITIC CHEST PAIN 2 1
5003614501002 ARM A/ R-ICE YES FEVER 3 1
5003615501028 ARM A/ R-ICE YES PAIN (CHEST) 3 2
5003615501028 ARM A/ R-ICE YES PAIN (BACK) 3 2
5003615501201 ARM A/ R-ICE YES LETHARGY 1 1
5003615501201 ARM A/ R-ICE YES LETHARGY 2 1
5003615501201 ARM A/ R-ICE YES LETHARGY 3 1
5003615501404 ARM A/ R-ICE YES PYREXIA 1 1
5003615501404 ARM A/ R-ICE YES FATIGUE 1 1
5003615501404 ARM A/ R-ICE YES PAIN (GUM) 1 1
5003615501404 ARM A/ R-ICE YES EPISTAXIS 2 1
5003615501404 ARM A/ R-ICE YES EPISTAXIS 3 1
5003615501404 ARM A/ R-ICE YES FATIGUE 3 1
5003616501005 ARM A/ R-ICE YES FATIGUE 1 2
5003616501005 ARM A/ R-ICE YES FATIGUE 2 2
5003616501005 ARM A/ R-ICE YES FATIGUE 3 2
5003617201010 ARM A/ R-ICE YES EKZEMA HERPETICATUM SEE DERMATOLGY / SKIN 1 2
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Randomization Actual arm of Cycle

Number induction Other Toxicity number Grade
5003617501024 ARM A/ R-ICE YES PROBABLE PULMONARY EMBOLISM 3 4
5003617501606 ARM A/ R-ICE YES BONE PAIN 1 1
5003617501606 ARM A/ R-ICE YES FATIGUE 1 1
5003617501606 ARM A/ R-ICE YES BONE PAIN 2 1
5003618301405 ARM A/ R-ICE YES PAIN 1 2
5003618301405 ARM A/ R-ICE YES FEBRILE NEUTROPENIA 1 4
5003618301405 ARM A/ R-ICE YES PAIN 2 2
5003619301008 ARM A/ R-ICE YES INSOMNIA 1 1
5003619301008 ARM A/ R-ICE YES VOMITING 1 1
5003619301008 ARM A/ R-ICE YES MILD NAUSEA 1 1
5003620301011 ARM A/ R-ICE YES PAIN 1 1
5003620301011 ARM A/ R-ICE YES CONSTITUTIONAL SYMPTOMS 1 1
5003620301011 ARM A/ R-ICE YES PAIN 2 1
5003620301011 ARM A/ R-ICE YES CONSTITUTIONAL SYMPTOMS 2 1
5003620301017 ARM A/ R-ICE YES CONSTITUTIONAL SYMPTOMS 3 1
5003620301017 ARM A/ R-ICE YES THROMBUS (VASCULAR ACCESS RELATED 3 3
5003620501406 ARM A/ R-ICE YES PATIENT HAS HAD GOUT FOR LAST 19RS. FLARED UP AGAIN BEFORE 2 2

CYCLE 2
5003622201022 ARM A/ R-ICE YES PAIN LEFT UPPER LEG 1 1
5003622201022 ARM A/ R-ICE YES OEDEMA AND RED SWELLING OF BOTHEETS 2 2
5003622201022 ARM A/ R-ICE YES TUMOR PAIN LEFT UPPER LEG 3 2
5003622201207 ARM A/ R-ICE YES WEAK LEGS 1 1
5003622201207 ARM A/ R-ICE YES FATIGUE 2 1
5003630201055 ARM A/ R-ICE YES ACUTE CHOLECYSTITIS 2 3
5003642501030 ARM A/ R-ICE YES EDEMA HEAD + NECK 1 1
5003642501030 ARM A/ R-ICE YES HEADACHE 2 2
5003642501030 ARM A/ R-ICE YES SHOULDER PAIN 2 2
5003642501030 ARM A/ R-ICE YES EDEMA HEAD + NECK 2 2
5003642501410 ARM A/ R-ICE YES CONSTIPATION 1 1
5003642501410 ARM A/ R-ICE YES DIARRHEA 1 2
5003642501410 ARM A/ R-ICE YES FATIGUE 1 2
5003642501410 ARM A/ R-ICE YES FATIGUE 2 2
5003101021601 ARM B / R-DHAP YES BACK PAIN 1 3
5003101021601 ARM B / R-DHAP YES FEVER 1 2
5003101031019 ARM B/ R-DHAP YES URINARY RETENTION 1 4
5003101031067 ARM B / R-DHAP YES ASTHENIA 1 2
5003101031067 ARM B/ R-DHAP YES THORACIC PAIN 1 2
5003101031411 ARM B/ R-DHAP YES ASTHENIA 2 1
5003101031411 ARM B / R-DHAP YES ASTHENIA 3 1
5003101031412 ARM B/ R-DHAP YES ASTHENIA 3 1
5003101051050 ARM B/ R-DHAP YES GASTRIC PAIN 3 2
5003101051050 ARM B/ R-DHAP YES HAEMATEMESIS 3 3
5003101051063 ARM B/ R-DHAP YES NAUSEAS 1 2
5003101051063 ARM B/ R-DHAP YES VOMITING 1 2
5003101051063 ARM B/ R-DHAP YES NAUSEAS 2 2
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5003101051063 ARM B/ R-DHAP YES FEVER 3 1
5003101071408 ARM B/ R-DHAP YES HEADACHE 1 1
5003101071408 ARM B/ R-DHAP YES ASTHENIA 3 1
5003101071414 ARM B / R-DHAP YES ARTICULAR PAIN 1 1
5003101071414 ARM B/ R-DHAP YES ASTHENIA 1 1
5003101071414 ARM B / R-DHAP YES ARTICULAR PAIN 2 1
5003101071414 ARM B / R-DHAP YES ASTHENIA 2 1
5003101071414 ARM B/ R-DHAP YES ARTICULAR PAIN 3 1
5003101071414 ARM B / R-DHAP YES ASTHENIA 3 1
5003101071418 ARM B/ R-DHAP YES ASTHENIA 1 1
5003101071418 ARM B/ R-DHAP YES ASTHENIA 2 1
5003101071643 ARM B / R-DHAP YES ASTHENIA 1 1
5003101071643 ARM B/ R-DHAP YES ASTHENIA 2 1
5003101071643 ARM B / R-DHAP YES CREATINEMIA 2 1
5003101071643 ARM B / R-DHAP YES ASTHENIA 3 1
5003101091022 ARM B/ R-DHAP YES EDEMA LIMB 1 2
5003101091022 ARM B / R-DHAP YES EDEMA LIMB 2 1
5003101091022 ARM B/ R-DHAP YES EDEMA LIMB 3 1
5003101091025 ARM B/ R-DHAP YES ASTHENIA 1 2
5003101091025 ARM B / R-DHAP YES ASTHENIA 2 1
5003101091025 ARM B/ R-DHAP YES ASTHENIA 3 2
5003101131060 ARM B / R-DHAP YES HAEMOPTYSIS 2 1
5003101131209 ARM B / R-DHAP YES ASTHENIA 1 1
5003101131209 ARM B/ R-DHAP YES ALOPECIA 2 1
5003101131209 ARM B / R-DHAP YES ALOPECIA 3 1
5003101141645 ARM B/ R-DHAP YES HEADACHE 1 1
5003101141645 ARM B/ R-DHAP YES GASTRIC PAIN 1 1
5003101141645 ARM B / R-DHAP YES OTOPOLYPUS 2 1
5003101141645 ARM B/ R-DHAP YES OTOPOLYPUS 3 1
5003101171633 ARM B / R-DHAP YES ASTHENIA 1 1
5003101171633 ARM B / R-DHAP YES HICCUP 2 2
5003101171633 ARM B / R-DHAP YES HICCUP 3 1
5003101351012 ARM B / R-DHAP YES ASTHENIA 1 2
5003101351012 ARM B/ R-DHAP YES ASTHENIA 3 1
5003101391646 ARM B/ R-DHAP YES METABOLIC HYPERURICEMIA ARTHRITS 1 1
5003101431037 ARM B / R-DHAP YES BONE PAIN DUE TO GCSF 1 2
5003101461629 ARM B/ R-DHAP YES ASTHENIA 1 2
5003101461629 ARM B/ R-DHAP YES ASTHENIA 2 2
5003101461629 ARM B / R-DHAP YES ASTHENIA 3 2
5003101541611 ARM B/ R-DHAP YES HEADACHE 1 1
5003101541611 ARM B / R-DHAP YES FATIGUE 3 2
5003101601066 ARM B/ R-DHAP YES BLEEDING 1 2
5003101601066 ARM B/ R-DHAP YES PAIN OF THE RIGHT ANKLE 1 2
5003101601066 ARM B/ R-DHAP YES BLEEDING 3 2
5003101601066 ARM B/ R-DHAP YES EPIGASTRIC PAIN 3 2
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5003101601076 ARM B / R-DHAP YES FATIGUE 1 2
5003101601076 ARM B/ R-DHAP YES FATIGUE 2 2
5003101601076 A