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Background Methods (continued)

» SIngle-agent rituximab has ylelded objective Figure |. Proposed mechanism of action of lenalidomide in combination with rituximab. Figure 2. AUGMENT study design.
response rates (ORRs) between 40% and 69% In
patients with relapsed/refractory (R/R) Iindolent

i ICell Effects NK-Cell Effects . . . .
NHL (INHL)™ Activation, proliferation and motility % Number and activity of NK cells Screening Period Treatment Period Follow-up Period
» Although combining rituximab with chemotheraples t Immune synapse foermation # Enhanced ADCC and increased
4 t Motility and integrin signali illing wi - - - . .
Increased ORR. In patlents with INHL,* the ity and integrin signaling killing with anti-CD20 mAbs Rituximab + Lenalidomide Follow-up up to

assoclated toxicity has led to exploration of other ;:_3“3'* :Eﬁe:ﬂr;:" i“é"ﬁ; L | _ f Immune synapse formation and
IMuUulation cy QXIC mpn:nred 1N e direct NK I:iling
treatment approaches (le, blologic doublets) In helper CD4* T cells

patlents with INHL® T Dendritic cell antigen presentation
» Combining lenalidomide, an immunomodulatory

agent with antitumor activity,®? with rituximab (R?)
could potentially Improve response by enhancing the Teell activation,
proapoptotic and antlbody-dependent cell-medlated ﬁﬁf:,’;;:n
cytotoxicity (ADCC) activitles of rituximab®'®

» The R? regimen has demonstrated activity in a
number of phase 2 studies In untreated and R/R
INHL (Table 1)

Relapsed/ Randomization

2 i 5 years from
Refractory H —»> 375 mg/im* (8 doses) 20 mg® Days | - 21

last patient
Cycle | (weekly) Days 1,8, 15,22 28 d 12 ovdl ;
Cycles 2 to 5 Day | of every 28-day cycle Svery ays (12 cycles) randomized

Stratification mainly for:
* Prior rituximab PD/relapse
FL/MZL treatment Rituximab + Placebo® os

= + Ti i | Subs i h
SRR ymphoma therapy —— 3 375 mg/m? (8 doses) 20 mge Days | - 21 therapies, . C-ymphoma

* FLIMZL Cycle | (weekly) Days 1,8, 15,22 every 28 days (|2 cycles) Second primary
Cycles 2 to 5 Day | of every 28-day cycle malignancies

ADCC & enhanced
Cytotoxicity

‘ Normal B-Cell Effects \
Enhanced B-cell function

Abbreviations: CrCl, creatinine clearance; FL, follicular lymphoma; MZL, marginal cell lymphoma; OS5, overall survival; PD, progressive disease.
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Abbreviations: ADCC, antibody-dependent cell-mediated cytotoxicity; IFN-y, interferon gamma; IL, interleukin; mAb, monoclonal antibody; — ORR
MK, natural killer; TMNF-ci, tumor necrosis factor alfa. — Safety
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Table |. Lenalidomide + Rituximab in iNHL

Efficacy Assessments

Type of Study Population, N Treatment Key Results » Primary and all other secondary efflcacy endpoints will be assessed using the 2007 International Working Group (IWG) criterla”” (without positron emission tomography [PET] scan)
by the Independent Response Committee (IRC)
Phase 2, Untreated FL 20 mg LEN dl-d2I| of 28d cycle %12 cycles FL (n = 54): = Patlents with gastric mucosa-assoclated lymphold tissue (MALT) lymphoma will also undergo endoscopy as part of the response assessment, according to Groupe d’Etude des Lymphomes
single arm N =66 375 mg/m? RIT weekly Cycle |, then dI ORR, 93% (72% CR), PFS not reached de I'Adult (GELA) criteria’®"”
(CALGE 50803/ Cycles 4, 6, 8, 10
ALLIANCE)" Safety Assessments
» Adverse events
— Assessed using the Natlonal Cancer Institute Common Terminology Criterla for Adverse Events (NCI-CTCAE) version 4.03* (version 3.0* for tumor flare reaction)
Phase 2, Advanced, 20 mg LEN dl-d2I FL (n = 46): *  Tumor lysls syndrome
single arm'2 untreated INHL 375 mg/m? RIT dI ORR, 98% (87% CR/CRu); 3-yr PFS 79% * Hematology and serum chemistry laboratory tests
N =110 28d cycle x6 MZL (n = 27): ORR, 89% (677% CR); * B symptoms
3-yr PFS 87% — Fever (=38°C), night sweats, and welght loss greater than 10% within the prior 6 months
g'}:‘;:s_ﬁg;}: ORR, 80% (237% CR); Statistical Analyses
Y = A total of 193 PF5 events required to have 90% power to detect a hazard ratio of 0.625 using a |-sided log-rank test at a significance level of 0.025
Phase 2, Relapsed FL, previous RIT, 15-20 mg LEN dI-d21 of 28d cycle x12 cycles FL, LEN + RIT: » Interim analysls planned at approximately 50% Information (96 PFS events) for futllity only
randomized, not RIT-refractory 375 mg/m? RIT weekly x4 ORR, 73% (36% CR); EF5, 2.0 yr
open label LEN + RIT, n = 44 FL, LEN:
(CALGB 50401)° [LEN, n= 45 ORR, 51% (13% CR); EFS, 1.2 yr
Phase 2, R/R INHL 25 mg LEN dl-d2| of 28d cycle Overall (n = 27T):
single arm'"* N =30 375 mg/m?® RIT dI5 of Cycle I, ORR, 74% (44% CR); PFS, 12.4 mo *  Approximately 350 patlents worldwlde are planned to be randomized
then weekly x4 FL (n = 22): » Patlent enrollment began In November 2013
ORR, 77% (41% CR/CRu) = This trial Is open for enroliment; as of May 12, 2015, there are 109 patlents enrolled
= For more Information on recrultment to the study, contact:
Phase 2, R/R, RIT-reslstant Indolent 10 mg LEN dl-d28 Overall (n = 24): — Emmanuel Ryembault, MS (eryembault@ celgene.com)
single arm'® B-cell lymphoma or MCL g 8 mg DEX weekly for two 28d cycles, ORR, 58% (33% CR); PFS 23.7 mo — Barbara Amoroso, MD PhD (bamoroso(@celgene.com)
N =27 then LEN + DEX + 375 mg/m? RIT FL (n = 15): — hetp://clinicaltrials.gov/show/NCTO0 1938001
weekly x4 during Cycle 3 ORR, 53%
Phase 2, R/R MZL 20 mg LEN dl-d2I Overall (n = 40)
single arm'® N =46 (28d cycle) + 375 mg/mg? RIT dI ORR, 80% (55% CR)
AUGMENT Trial Investigators
Abbreviations: CR, complete response; CRu, unconfirmed complete response; DEX, dexamethasone; EFS, event-free survival; FL, follicular lymphoma; iINHL, indolent non-Hodgkin lymphoma; This poster Is presented on behalf of all the AUGMENT trial Investigators at the followling sites
LEM, lenalidemide; MCL, mantle cell lymphoma; MZL, marginal zone lymphoma; ORR, objective response rate; PF5, progression-free survival; RIT, rituximab; R/R, relapsed/refractory;
SLL, small lymphocytic lymphoma. Belgium Germany Spain
Key: @ FL ® MZL & SLL/CLL & MCL/Other CHU Mont Godinne Schwarzwald-Baar Clinic, Teaching Hospital, Univ. of Freiburg, Hospital Universitario de Salamanca
Universitair Ziekenhuis Gent Villingen-Schwenningen Hospital de la Santa Creu | 3ant Pau
AZ Groeninge Onkologie Leer Hospital Reina Sofia
» Grade 3/4 toxicities reported In previous studies of lenalidomide and rituximab In R/R Indolent NHL were similar and Included AZ St-Jan Brugge Oostende AV Charite - Universitaetsmedizin Berlin - CBF - Medizinische Klinik mit Hospital Costa del Sol
— Hematologic toxicities such as neutropenia (6% to 55%, grade 3-4),”'¢ lymphopenia (up to 45%, grade 3-4),'* thrombocytopenia (up to 7%, grade 3-4),” and leukopenia Schwerpunkt Haematologie, Onkologie und Tumorimmunologie Fundacién Jimenez Diaz
(up to 15%, grade 3-4) Brazil Krankenhaus Nordwest Hospital Infanta Leonor
~ Nonhematologic toxicitles such as thrombosls (4%, grade 3-4)," fatigue (4% to 23%, grade 3-4)," and rash (4% to 8%, grade 3-4)'s Fundacio AntSnio Prudente - Hospital AC Camargo Kliniken Maria Hilf GmbH - Clinic/Outpatient Facility Hospital Morales Meseguer
«  The phase 2 ALLIANCE/CALGB-50803 study showed that the R? regimen Is highly active In patients with previously untreated follicular lymphoma and low- or Intermediate-risk Hospital de Clinicas de Porto Alegre
Follicular Lymphoma International Prognostic Index (FLIPI) scores" socledade Beneficente de Senhoras Hospital Sirio Libanés Israel Turkey
— ORR of 93 % (72% with complete response [CR], 21% with partial response, 4% with stable disease) Fundagio Doutor Amaral Carvalho Tel Aviv Sourasky Medical Camter Cukurova Universites! Tip Fakultes|
’ ' Assoclacio Hospitalar Moinhos de Vento Hadassah Medical Center Dokuz Eyliil University Medical Faculty Internal Disease Department
— Median progression-free survival (PFS) had not been reached INCA - Instituto Nacional de Cancer José Alencar Gomes da Silva ~ Soroka Medical Center Hematology Subdepartment
* The phase 2 CALGB-50401 study also demonstrated significant actlvity of both single-agent lenalidomide as well as R? In patients with recurrent follicular lymphoma" Pontificia Universidade Catélica do Rio Grande do Sul School Gaziantep University Medical Faculty Hospital
— Lenalldomide monotherapy: ORR of 51%, event-free survival of 1.2 years of Medicine Italy Pamukkale University Faculty of Medicine
~ R™ ORR of 73%, event-free survival of 2.0 years Associagio Educadora Sio Carlos Azlenda Ospedaliera Sant/Andrea Ondokuz Mayis Universitesi Tip Fakultesi Hastanesi, Ic Hastaliklari
Real e Benemérita Associagio Portuguesa de Beneficéncia Istituto Europeo di Oncologia Anabilim Dali, Hematoloji Bilim Dali
IRCCS- Istituto Mazionale per lo Studio e la Cura dei Tumori, Hacettepe University Oncology Hospital (Academic)
China Fondazione "G. Pascale™ di Napoll Marmara University Teaching Hospital
Guangdong General Hospital Div. di Oncologla Medica A - Centro di Riferimento Oncologico Kocaeli Universitesi Tip Fakultesi Ic Hastaliklari Anabilim Dali
o bl ECt Ive Fudan University Shanghai Cancer Center A.O. Bianchi Melacrino Morelli
Fujian Medical University Union Hospital UO Ematologia, Ravenna United States
The objective of the AUGMENT trial Is to compare the efficacy and safety of rituximab plus lenalidomide versus rituximab plus placebo In patlents with R/R folllcular lymphoma Eéﬁ::ﬁiﬁ:;:i:;iﬁf: ;?g:::;;im University g::?:::c? ;?:E:HT:;TIWH o Bologn: ﬁ:ﬂf;;;ugij.: in;:am of Northern New Jersey, PA
or marglnal zone lymphoma The First Affiliated Hospital of Medical School of Zhejiang Azienda Ospedallera Parma- Haematology Department Weill Cornell Medical College
University/ First Hospital of Zhejiang Province UO Ematologia, Rimini lllinois Cancer Care
Jiangsu Province Hospital/The First Hospital affiliated with Nanjing IRST Meldola MNew Hampshire Oncology-Hematology P.A.
Medical University lowa Oncology Research Association
Tianjin Medical University Cancer Institute and Hospital Japan Coborn Cancer Center
Peking Union Medical College Hospltal jor Cancer Research) Gibbs Cancer Center & Research Institute
Beijing Cancer Hospital Japanese Red Cross Magasaki Genbaku Hospital Mayo Clinic

;ﬂf?iﬂ:ﬂﬁﬂ::;?:ﬂlﬂ;:g I|5:] a Ezs:}l double-blind, randomized study of rituximab plus lenalildomide versus rituximab monotherapy In patlents with R/R INHL (follicular or marginal West China Hospital of Sichuan University Kobe City Medical Center General Hospital Wake Forest Baptist Medical Center
ymp g 307 Hospital of PLA Kyoto Prefectural University of Medicine Providence Portland Medical Center

Institution of H-Efﬂﬂtﬂll:lg}' & HGSFH:&' of Blood Disease, CAMS National Cancer Center Hﬂ!PltB' East Morthern Indiana Cancer Research Consortium
Mational Hospital Organization Magoya Medical Center
Aljing Hospital Tohoko University Hospital John Theurer Cancer Center at Hackensack University
Table 2. Patient Eligibility Criteria The Third Xiangya Hospital of the Central South University ty Hosp Medical Center

Tokyo Medical University University of South Alabama Mitchell Cancer Institute
Czech Republic Toranomon Hospital Northwest Medical Specialties

Key Inclusion Criteria Key Exclusion Criteria Fakulty hospital Hradec Kralove, Sokolska 581 Moy e e R
Fakultni nemocnice Ostrava Poland
= Histologically confirmed MZL or grade |, 2, or 3a FL, CD20" by flow cytometry « Grade 3b FL Fakultni nemocnice Brno Malopolskie Centrum Medyczne
or histochemistry +  Clinical evidence of transformed lymphoma Fakultni Nemocnice Kralovske Vinohrady Centrum Onkologll - Instytut M. Sklodowskie]-Curle
+  Previous treatment with at least | prior line of systemic chemotherapy, . CNS Involvement Vieobecnd fakultni nemocnice v Praze Instytuc Hematologll | Transfuzjologl
Immunotherapy, or chemolmmunotherapy + Conditlon requiring chronic sterold use France Russia
« Documented relapsed, refractory, or progressive disease post-systemic therapy . Seropositive for or active viral Infection with HBV, HCY, or HIV Brest University Hospital Saint Petersburg Pavlov State Medical University

Heart, Blood and Endocrinology Federal Center of Rosmed
Technologies n.a. V.A. Almazov
City Clinical Hospital n.a. 5.P. Botkin

Korasnoyarsk Regional Clinical Hospital

CHU Angers
CHU Perpignan Centre Hospitalier Hopital Saint-Jean

Centre Hospitalier de Valence

- el ST el Gl e[l S0 O ey e e A L o 2l = History of other malignancles within the preceding |10 years, except for localized
= Investigator considers, based on his or her professional opinion and guldance from non-melanoma skin cancer or carcinoma In situ of the cervix

study resource documents, that rituximab monotherapy Is appropriate

*  Prior lenalldomide Hopital Avicenne Russian Acad of Medical Sciences Institution
. _ ssian Academy ces Institu
At least one bl-dimenslonally measurable leslon = Risk for a thromboembolic event and unwilling to take VTE prophylaxis (Russian Oncology Research Center named after
= ECOG performance status = 2 N.N. Blokhin of RAMS)
» Adequate hematologlc functlon Tula Regional Clinical Hospital

Abbreviations: CNS, central nervous system; ECOG, Eastern Cooperative Oncology Group; FL, follicular lymphoma; HBV, hepatitis B virus; HCV, hepatitis C virus; HIV, human immunodeficiency virus;

MZL, marginal zone lymphoma; VTE, venous thromboembolism. A c kn ow I edgme nt s
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