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1. Background information on the procedure

1.1. Type II variation

Pursuant to Article 16 of Commission Regulation (EC) No 1234/2008, Celgene Europe BV submitted to the
European Medicines Agency on 21 January 2019 an application for a variation.

The following variation was requested:

Variation requested Type Annexes
affected
C.l.6.a C.I.6.a - Change(s) to therapeutic indication(s) - Addition | Type II I and IIIB

of a new therapeutic indication or modification of an
approved one

Extension of indication to include Revlimid in combination with rituximab (anti-CD20 antibody) for the
treatment of adult patients with previously treated follicular lymphoma or marginal zone lymphoma; as a
consequence, sections 4.1, 4.2, 4.4, 4.8 and 5.1 of the SmPC are updated; the PL is updated in
accordance. An updated EU RMP (version 36.2) has also been submitted.

The requested variation proposed amendments to the Summary of Product Characteristics and Package
Leaflet and to the Risk Management Plan (RMP).

Revlimid was designated as an orphan medicinal product EU/3/03/177 on 19 June 2007 in the following
indication: treatment of multiple myeloma; EU/3/04/192 on 17 June 2013 in the following indication:
treatment of myelodysplastic syndromes; and EU/3/11/924 on 12 July 2016 in the following indication:
treatment of mantle cell lymphoma.

The new indications, which are the subject of this application, fall within the separate orphan
designations: EU/3/12/1097 on 24.01.2013 in the following indication: treatment of follicular lymphoma;
and EU/3/15/1473 on 24.04.2015 in the following indication: treatment of marginal zone lymphoma.

Information on paediatric requirements

Pursuant to Article 8 of Regulation (EC) No 1901/2006, the application included an EMA Decision
P/0279/2017 on the granting of a product-specific waiver.

Information relating to orphan market exclusivity
Similarity

Pursuant to Article 8 of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No
847/2000, the application included a critical report addressing the possible similarity with authorised
orphan medicinal products.

Protocol assistance
The applicant did not seek Protocol Assistance at the CHMP.
1.2. Steps taken for the assessment of the product

The Rapporteur and Co-Rapporteur appointed by the CHMP were:

Rapporteur: Alexandre Moreau Co-Rapporteur: Filip Josephson
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Timetable

Actual dates

Submission date

Start of procedure:

CHMP Rapporteur Assessment Report
CHMP Co-Rapporteur Assessment Report
PRAC Rapporteur Assessment Report
PRAC members comments

PRAC Outcome

CHMP members comments

Updated CHMP Rapporteur(s) (Joint) Assessment Report

Request for supplementary information (RSI)
CHMP Rapporteur Assessment Report

PRAC Rapporteur Assessment Report

PRAC members comments

PRAC Outcome

CHMP members comments

Updated CHMP Rapporteur Assessment Report
2nd Request for supplementary information (RSI)
PRAC and CHMP Rapporteur Assessment Report
PRAC members comments

PRAC Outcome

CHMP members comments

Updated CHMP Rapporteur Assessment Report

Opinion

2. Scientific discussion

2.1. Introduction

21 January 2019

1 March 2019

30 April 2019

30 April 2019

30 April 2019

7 May 2019

16 May 2019

20 May 2019

23 May 2019

29 May 2019

26 August 2019

26 August 2019

28 August 2019

5 September 2019
9 September 2019
13 September 2019
19 September 2019
30 October 2019
31 October 2019
31 October 2019

4 November 2019
8 November 2019
14 November 2019

Lenalidomide (Revlimid) is an analogue of thalidomide with immunomodulatory, antiangiogenic, and

antineoplastic properties (Revlimid Summary of Product Characteristics [SmPC], 2017). Cellular activities
of lenalidomide are mediated by binding to its target cereblon, a component of a cullinring E3 ubiquitin
ligase enzyme complex. In vitro, in the presence of drug, substrate proteins (including Aiolos, Ikaros, and
CK1a) are recruited to cereblon and targeted for ubiquitination and subsequent proteosomal degradation
leading to direct cytotoxic and immunomodulatory effects. In vitro, lenalidomide inhibits proliferation and
induces apoptosis of certain hematopoietic tumour cells including multiple myeloma, mantle cell
lymphoma (MCL), and del (5q) myelodysplastic syndromes, FL, and MZL.

Immunomodulatory properties of lenalidomide include increased number and activation of T and natural
killer (NK) cells leading to direct and enhanced antibody-dependent cell-mediated cytotoxicity (ADCC) via
increased secretion of interleukin-2 and interferon-gamma, increased numbers of NKT cells, and inhibition
of pro-inflammatory cytokines (e.g., tumour necrosis factor alpha [TNF-a] and interleukin-6 [IL-6]) by
monocytes.

Assessment report
EMA/CHMP/693880/2019 Page 7/139



A marketing authorisation has been granted for Revlimid in the following indications:
e Multiple myeloma

Revlimid as monotherapy is indicated for the maintenance treatment of adult patients with newly
diagnosed multiple myeloma who have undergone autologous stem cell transplantation.

Revlimid as combination therapy (see section 4.2) is indicated for the treatment of adult patients
with previously untreated multiple myeloma who are not eligible for transplant.

Revlimid in combination with dexamethasone is indicated for the treatment of multiple myeloma in
adult patients who have received at least one prior therapy.

e Myelodysplastic syndromes

Revlimid as monotherapy is indicated for the treatment of adult patients with transfusion-dependent
anaemia due to low- or intermediate-1-risk myelodysplastic syndromes associated with an isolated
deletion 5qcytogenetic abnormality when other therapeutic options are insufficient or inadequate.

e Mantle cell lymphoma

Revlimid as monotherapy is indicated for the treatment of adult patients with relapsed or refractory
mantle cell lymphoma

Problem statement
Non-Hodgkin lymphoma (NHL) is a heterogeneous group of lymphoproliferative malignancies with
differing patterns of behavior and responses to treatment that vary from indolent (iNHL) to aggressive

malignancies.

Follicular lymphoma and MZL are 2 major types of iNHLs; FL is the most common subtype of iNHL,
constituting approximately 70% of iNHLs and approximately 20% to 25% of all NHLs (Bello, 2012;
Sousou, 2010), followed by MZL (approximately 5% to 17% of all NHLs)

Follicular lymphoma originates from germinal center (GC) B cells and is characterized by a nodular growth
pattern (Kahl, 2016; Smith, 2013). The FL cells consist of a mixture of centrocytes (small to medium
sized cells) and centroblasts (large cells). A higher proportion of centroblasts correlates with the grade of
the disease (Kahl, 2016). The WHO adopted grading from 1 to 3 based on the number of centroblasts
counted per high power field (DeVita, 2014; Kahl, 2016; Smith, 2013). Grade 3 is often further
subdivided into Grades 3a and 3b. Grade 3a is typically treated similarly to Grade 1 or 2 FL, while Grade
3b is treated as an aggressive lymphoma (Kahl, 2016; Smith, 2013).

In Europe, an incidence of approximately 5 per 100,000 person years for FL was reported during the
period from 1996 to 2004. An incidence rate in Europe for MZL of 0.42 per 100,000 persons was
estimated.

Follicular lymphoma is clinically characterized by disseminated disease at diagnosis, a generally indolent
clinical course, and recurrent, increasingly treatment-resistant relapses. Most patients experience multiple
relapses requiring multiple lines of treatment until eventually patients exhaust treatment options and
develop fatal disease resistant to available therapy. The response rate, quality of response (CR versus
partial response [PR], DOR), progression-free survival (PFS), and overall survival (OS) progressively
decrease with each successive treatment.

The main goal of treatment in the previously treated disease setting is to achieve deep durable remissions
with prolonged PFS in order to prevent disease related complications, without incurring significant
treatment related toxicities. Despite recent improvement in treatment options an unmet need remains.

Rationale for the proposed change:

In follicular lymphoma (FL), lenalidomide has been shown to restore defective immunological synapse
formation and increase NK cells and subsets of T cells in the blood.

In marginal zone lymphoma (MZL), lenalidomide stimulated immune mediated killing with a concomitant
increase ingranzyme B secretion implicating activation of NK cells.
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Rituximab is @ monoclonal antibody that targets the CD20 antigen expressed on the surface of pre-B and
mature B-lymphocytes. Upon binding to CD20, rituximab mediates B-cell lysis. Possible mechanisms of
cell lysis include complement dependent cytotoxicity (CDC) and ADCC.

In FL and MZL, the combination of lenalidomide and rituximab (R2) acts by complementary mechanisms
including activation of NK and T cells and immune synapse formation resulting in increased ADCC and
direct tumour apoptosis in vitro.

The activity demonstrated by R? in previously treated indolent non-Hodgkin lymphoma (iNHL),
particularly the CR rates (35% to 41%), compared favourably with single-agent lenalidomide (CR: 9% to
20%) (Leonard, 2015; Witzig, 2009) and single-agent rituximab (CR: approximately 3% to 20%).

The proposed indication was applied as follows:
e REVLIMID in combination with rituximab (anti-CD20 antibody) is indicated for the treatment of
adult patients with previously treated follicular lymphoma or marginal zone lymphoma.
Following the evaluation of this application the indication was revised as follows:

Follicular lymphoma

Revlimid in combination with rituximab (anti-CD20 antibody) is indicated for the treatment of adult
patients with previously treated follicular lymphoma (Grade 1 - 3a).

2.2. Non-clinical aspects

Non-clinical data were previously provided for Lenalidomide regarding pharmacology, pharmacokinetics
and toxicology. For this application, pharmacology studies were provided to support lenalidomide in
combination with rituximab (anti-CD20 antibody) for the treatment of adult patients with previously
treated follicular lymphoma or marginal zone lymphoma.

2.2.1. Introduction

Lenalidomide binds directly to cereblon, a component of a cullin ring E3 ubiquitin ligase enzyme complex
that includes deoxyribonucleic acid (DNA) damage-binding protein 1(DDB1), cullin 4 (CUL4), and
regulator of cullins 1 (Rocl). In haematopoietic cells, lenalidomide binding to cereblon recruits substrate
proteins Aiolos and Ikaros, lymphoid transcriptional factors, leading to their ubiquitination and
subsequent degradation resulting in direct cytotoxic and immunomodulatory effects.

Specifically, lenalidomide inhibits proliferation and enhances apoptosis of certain haematopoietic tumour
cells (including MM plasma tumour cells, follicular lymphoma tumour cells and those with deletions of
chromosome 5), enhances T cell- and Natural Killer (NK) cell-mediated immunity and increases the
number of NK, T and NK T cells. In MDS Del (5q), lenalidomide selectively inhibits the abnormal clone by
increasing the apoptosis of Del (5q) cells.

The combination of lenalidomide and rituximab increases ADCC and direct tumor apoptosis in follicular
lymphoma cells.

The lenalidomide mechanism of action also includes additional activities such as anti-angiogenic and pro-
erythropoietic properties. Lenalidomide inhibits angiogenesis by blocking the migration and adhesion of
endothelial cells and the formation of microvessels, augments foetal haemoglobin production by CD34+
haematopoietic stem cells, and inhibits production of pro-inflammatory cytokines (e.g., TNF-a and IL-6)
by monocytes.

An embryofoetal development study has been conducted in monkeys administered lenalidomide at doses
from 0.5 and up to 4 mg/kg/day. Findings from this study indicate that lenalidomide produced external
malformations including non-patent anus and malformations of upper and lower extremities (bent,
shortened, malformed, malrotated and/or absent part of the extremities, oligo and/or polydactyly) in the
offspring of female monkeys who received the active substance during pregnancy.
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Various visceral effects (discoloration, red foci at different organs, small colourless mass above atrio-
ventricular valve, small gall bladder, malformed diaphragm) were also observed in single foetuses.

Lenalidomide has a potential for acute toxicity; minimum lethal doses after oral administration were

> 2000 mg/kg/day in rodents. Repeated oral administration of 75, 150 and 300 mg/kg/day to rats for up
to 26 weeks produced a reversible treatment-related increase in kidney pelvis mineralisation in all

3 doses, most notably in females. The no observed adverse effect level (NOAEL) was considered to be
less than 75 mg/kg/day, and is approximately 25-fold greater than the human daily exposure based on
AUC exposure. Repeated oral administration of 4 and 6 mg/kg/day to monkeys for up to 20 weeks
produced mortality and significant toxicity (marked weight loss, reduced red and white blood cell and
platelet counts, multiple organ haemorrhage, gastrointestinal tract inflammation, lymphoid, and bone
marrow atrophy). Repeated oral administration of 1 and 2 mg/kg/day to monkeys for up to 1 year
produced reversible changes in bone marrow cellularity, a slight decrease in myeloid/erythroid cell ratio
and thymic atrophy. Mild suppression of white blood cell count was observed at 1 mg/kg/day
corresponding to approximately the same human dose based on AUC comparisons.

In vitro (bacterial mutation, human lymphocytes, mouse lymphoma, Syrian Hamster Embryo cell
transformation) and in vivo (rat micronucleus) mutagenicity studies revealed no drug related effects at
either the gene or chromosomal level. Carcinogenicity studies with lenalidomide have not been

conducted.

Developmental toxicity studies were previously conducted in rabbits. In these studies, rabbits were
administered 3, 10 and 20 mg/kg/day orally. An absence of the intermediate lobe of the lung was
observed at 10 and 20 mg/kg/day with dose dependence and displaced kidneys were observed at

20 mg/kg/day. Although it was observed at maternotoxic levels they may be attributable to a direct
effect. Soft tissue and skeletal variations in the foetuses were also observed at 10 and 20 mg/kg/day.

2.2.2. Pharmacology

Primary pharmacodynamic studies

Table 1: Summary of in vitro activity of lenalidomide

Type of Study
Study reference

Purpose

Test system

Main findings

Natural Killer (NK)
Cell-Mediated
Cytotoxicity in
Mantle Cell
Lymphoma (MCL)
Preclinical Models

ref 7879-025

to evaluate

-the antiproliferative
activity of lenalidomide
and ibrutinib in MCL
cell lines

-the
immunomodulatory
activity of lenalidomide
and ibrutinib against
multiple MCL cell lines

-the effect of
lenalidomide on Aiolos
and Ikaros in MCL cell
lines and NK cells.

Mantle cell
lymphomas cell
lines

proliferation
assay
flow cytometry

Lenalidomide treatment results in degradation of
Aiolos and Ikaros in both MCL cell lines and CD56+ NK
cells.

Lenalidomide exerts antitumour activity against MCL
cell lines mainly through a modulation of NK cell-
mediated cytotoxicity.

Immune co-cultures treated with lenalidomide are
active against MCL cell lines with differing sensitivity to
ibrutinib, including cell lines that are resistant to
clinically relevant concentrations of ibrutinib (180 nM).

Ibrutinib inhibits NK cell-mediated cytotoxicity against
MCL cell lines.

Effects on Paediatric
Diffuse Large B-cell

Lymphoma (DLBCL)

Cell Lines

to characterize the cell
autonomous effects of
lenalidomide against

cell lines derived from

DLBCL cell
lines:
U698M, U2940,
and SUDHL-5

Lenalidomide reduced proliferation by 42% in U2940
and by 9% in SUDHL-5 at 10 pM. Lenalidomide
treatment did not result in decreased proliferation of
U698M.
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ref 8146-017

pediatric patients with
DLBCL.

Lenalidomide did not increase apoptosis in U698M or
U2940 cells.

Lenalidomide demonstrates anti-proliferative activity in
1/3 juvenile DLBCL cell lines. No apoptotic activity by
lenalidomide was observed in any cell line tested. The
immune mediated effects of lenalidomide against
pediatric DLBCL cell lines were not examined.

Effect of
Lenalidomide
Treatment as Single
Agent or in
Combination with
Rituximab in a
Preclinical Model of
Splenic marginal

to assess
antiproliferative and
pro-apoptotic effects of
lenalidomide alone and
in combination with Rtx

SMZL cell line:
SLVL

3H-thymidine
incorporation
and Annexin-

Lenalidomide displayed dose-dependent
antiproliferative and pro-apoptotic activity in the
human SMZL model.

Lenalidomide also induced anti-CD3 stimulated PBMCs
to kill SMZL cells in a dose-dependent manner that

correlated with Granzyme B release.

In combination with Rtx, lenalidomide displays an

zone lymphoma V/s-[gi_:i;OG additive, effect on proliferation, apoptosis, and PBMC
9 mediated killing of SMZL cells when compared to
ref 8195-008 single agent activity alone.
to determine:
- the effect of Len on
pro.llfeljatlon and Lenalidomide enhanced proliferation and activation of
activation of T, NK and . .
. T, NK, and NK T subsets in FL PBMCs in a
NK T subsets in PBMCs .
concentration-dependent manner.
from healthy donors
and FL patients ex vivo Lenalidomide did not negatively affect PBMC viability.
- the effect of R2
PBMeCemZZia?ced Ag?:C The R2 combination (lenalidomide + rituximab)
and cell autonomous enhanced FL patient PBMC mediated antibody-
Effect as Single apoptosis against FL FL cell lines: dependent cellular cytotoxicity (ADCC) against
Agent and in P p 9 DOHH2 and parental and chemoresistant FL cell lines.
. . . cell lines
Combination with RL;
Rtx in FL and of - compare the effect of SMZL cell line: The R2 combination was more potent at inducing
Splenic Marginal .p SLVL. PBMC-mediated ADCC than Rtx combined with
R2 with other chemo- .
Zone Lymphoma . chemotherapeutic/novel agents tested.
and novel agents in
(SMzL) combination with Rtx 10 to
. 10000 nM The R2 combination additively or synergistically
on PBMC mediated S .
ref 8195-014 3 to 5 days enhanced the autonomous cytotoxicity in FL cell lines
ADCC and cell o .
. as compared to the combination of Rtx with other
autonomous apoptosis chemotherapeutic/novel agents
against FL cell lines P 9 )
- the effect of R2 on The .RZ comblnatlon.enhances MZ!_ patient I.:’BM(?
. mediated ADCC against MZL cell line. Lenalidomide
PBMC mediated ADCC S .
enhanced autonomous cytotoxicity in the MZL cell line.
and cell autonomous
apoptosis against MZL
cell lines
to determine the effect Lymph node

Effect as Single
Agent and in
Combination with
Rituximab (Rtx) on
T and NK Cell Lytic
Immune Synapses
in Follicular
Lymphoma (FL) Ex
Vivo

refcc5013-10202017ar

of:

- lenalidomide,
rituximab and the
combination on T and
NK lytic immune
synapse ex vivo from
NK and T cells from PB
and LN biopsies in
treatment naive FL
patients

(LN) single cell

suspension and

peripheral blood

(PB) from
patients with
FL; NK cells
from patient
PBMC

1puM

Lenalidomide alone enhanced immune synapse
formation between CD4+T or CD8+T with FL B cells
with an increase in F-actin polymerization.

There was an associated increase P-Tyr expression at
the CD4+T and Granzyme B at CD8+T immune
synapse.

Lenalidomide alone enhanced the immune synapse
formation between NK cells from PB and B cells with
an
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-lenalidomide,
rituximab and the
combination on T and
NK autologous
cytotoxicity assay

1to 48
hours

increase in F-actin polymerization and increased
Granzyme B expression at the immune synapse.

Treatment of tumour-infiltrating CD8+ T and NK cells
from PB of FL patients with lenalidomide enhanced the
autologous FL tumour cell death.

Selective Growth
Inhibitory Effects on
Adult T-Cell
Lymphoma/Leukemi
a (ATL) Cell Lines
and Potential
Mechanism

of Action

ref OU22122015HI

to examine direct
anti-ATL cell effects
of lenalidomide in
vitro with 4 different
ATL cell lines and 1
non-ATL type PTCL
cell line

ATL cell lines:
Hut102,
ED40515,
Su9T1, S1T,
OATL4, OATL9,
ST1, KOB, KK1,
S04; HTLV-1
transformed cell
lines: MT-2, MT-
4 and C8166

Peripheral T-cell
lymphoma cell
line: Hut78
T-cell lines:
Jurkat, MOLT4,
HL60;
Monocyte cell
lines: K562;
Multiple
myeloma cell
lines: NCI-H929
and RPMI-8226.

0.1, 1, 10, and
100 pM
3 days

All but one of the ATL and non-ATL cell lines showed
no or very poor responses to lenalidomide treatment
(10 uM for three days).

The Hut102 cell line exhibited highly sensitive behavior
to lenalidomide, i.e., cell viability decreased to less
than

20% at 1 pM lenalidomide. The mRNA expression
levels of cereblon was highest in the HuT102 cell line
compared with other ATL cell lines, and low for the
expression of Ikaros family zinc finger 1 (IKZF1) to
IKZF3.

Table 2 Summary of in vivo activity of lenalidomide

Type of Study
Study reference

Purpose

Test system

Main findings

Severe Combined

ATL Cell Line HUT102

ref UM13102015KM

Evaluation on Xenografted

Immunodeficient (SCID)
Mouse Model Using Human

to evaluate the
efficacy of
lenalidomide
against ATL using
the tumour bearing

SCID mouse model.

Female CB.17 SCID
mice
subcutaneously
implanted with
HUT102
cells (5.0 x 106
cells/mL).

5 to 6 females per
group

10, 50, and
100 mg/kg/day PO

28 days

Lenalidomide suppressed HUT102
growth when started at the day of
implantation and when administration
was started after the growth of
HUT102 cells in the SCID mice, i.e.,
therapeutically.
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Secondary pharmacodynamic studies

Effects of lenalidomide (10 uM, during 19 days or 12 days with 7 days washout) on neutrophil maturation
were evaluated using flow cytometry starting with bone marrow CD34+ cells from healthy volunteers.
Cell numbers, differentiation, and apoptosis were measured twice a week during the experiment. Results
showed that late-stage neutrophil maturation was blocked by lenalidomide, whereas cell viability was not
affected. In case of wash out period during the experiment, 50% recovery of normal maturation was
observed following the 3-day washout period, and control values were reached after one week.

2.2.3. Pharmacokinetics

Additional pharmacokinetic studies were not submitted.

2.2.4. Toxicology

Additional toxicology studies were not submitted.

2.2.5. Ecotoxicity/environmental risk assessment

The Environmental Risk Assessment (ERA) for the Follicular Lymphoma (FL) and Marginal Zone
Lymphoma (MZL) indication requested in this variation dossier was addressed in the updated ERA
submitted recently with the EMA/H/C/000717/11/102G procedure. Based on the performed Phase I ERA,
the intended medicinal use of lenalidomide are considered to be of negligible risk to the environment. As
the updated ERA covering FL and MZL indications has already been submitted through the procedure
II/102G, the ERA is not provided as part of this submission.

2.2.6. Discussion on non-clinical aspects

Complementary pharmacologic studies were provided for lenalidomide to support the proposed indication
(Lenalidomide in combination with rituximab in FL and MZL) in different cell lines in vitro and in ATL in
vivo.

Several in vitro studies were provided on mantle cell ymphoma cell lines, DLBCL, marginal zone
lymphoma, follicular lymphoma and adult T-Cell Lymphoma/Leukaemia with lenalidomide as single agent
or in combination with Rituximab. Lenalidomide exerts anti-tumour activity against MCL cell lines mainly
through a modulation of NK cell-mediated cytotoxicity and is active against MCL cell lines resistant to
ibrutinib. In paediatric DLBCL, lenalidomide demonstrates anti-proliferative activity in some (not all, 1/3)
juvenile DLBCL cell lines with no associated apoptotic activity in any cell line tested. Concerning human
SMZL model, lenalidomide displayed dose-dependent anti-proliferative and pro-apoptotic activity. In
combination with Rituximab, effects on proliferation, apoptosis, and PBMC mediated killing of SMZL cells
were additive. Lenalidomide expands and activates effector T, NK, and NKT subsets and increases
cytokine production in both healthy and FL patient PBMC ex vivo and the combination with Rituximab
demonstrated an enhanced effect on immune-mediated and direct cytotoxicity against FL and MZL cell
lines. The growth inhibitory effects of lenalidomide was examined on 13 ATL related cell lines and 5 non-
ATL type T-cell lymphoma, most of ATL or non-ATL cell lines showed no or very poor responses to
lenalidomide treatment.

The effects of lenalidomide, as a single agent or in combination with rituximab demonstrated direct
antiproliferative activity and apoptosis induction that was enhanced with the drug combination. The data
provided support the proposed indication by demonstrating activity of the Lenalidomide Rituximab
combination in NHL in vitro with FL and MZL patient cells. Moreover Lenalidomide was demonstrated to
suppress the growth of adult T-cell lymphoma/leukaemia (ATL) on xenografted severe combined
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immunodeficient (SCID) mouse model.

Furthermore, lenalidomide was found to be effective when administration was started after the growth of
HUT102 cells. Cell viability and proliferation of CD34+ derived cells on myeloid cultures exposed to
lenalidomide 10 uM was not affected under all treatment conditions. Washout for at least two days favors
cell maturation, but it was not enough to recover a normal differentiation rate in vitro. Up to five or seven
days were needed to recover control values.

2.2.7. Conclusion on the non-clinical aspects

The data provided demonstrate an anti-tumour activity in B-cell ymphomas, of which SMZL and FL are
subtypes and supports the development of Lenalidomide and Rituximab as a therapeutic in the treatment
of SMZL and FL.

2.3. Clinical aspects
2.3.1. Introduction

GCP

The Clinical trials were performed in accordance with GCP as claimed by the applicant.

The applicant has provided a statement to the effect that clinical trials conducted outside the community
were carried out in accordance with the ethical standards of Directive 2001/20/EC.

. Tabular overview of clinical studies

Table 3 Tabular overview of clinical studies

Clinical Studies in Previously Treated Follicular Lymphoma and Marginal Zone Lymphoma

AUGMENT A Phase 3. Double-blind Randomized Study to Compare the Efficacy and
(CC-5013-NHL-007T) Safety of Rituximab Plus Lenalidomide (CC-5013) versus Rituximab Plus
(Registration Study) Placebo in Subjects with Relapsed/Refractory Indolent Lymphoma
MAGNIFY? A Phase 3b Randomized Study of Lenalidomide (CC-5013) Plus Ratuximab
(CC-3013-NHL-008) Maintenance Therapy Followed by Lenalidomide Single-agent Maintenance
(Supportive Study) versus Rituximab Maintenance in Subjects with Relapsed/Refractory

Follicular, Marginal Zone, or Mantle Cell Lymphoma

Clinical Study in Indolent Non-Hodgkin Lymphoma

CC-3013-NHL-001 A Phase 2. Multicenter, Single-arm, Open-label Study to Evaluate the Safety

(Additional Study) and Efficacy of Single-agent Lenalidomide (Revlinud® CC-5013) in

Subjects with Relapsed or Refractory Indolent Non-Hodgkin's Lymphoma

CC-3013 = lenalidomide; FL = follicular lymphoma; MCL = mantle cell lymphoma; MZL = marginal zone
lymphoma: R* = lenalidomide m combination with rituximab: SCE = Summary of Clinical Efficacy:
tFL = transformed follicular lymphoma.

Note: Refer to Table 2 and Table 3 for more details of the studies.

* All enrolled subjects received 12 cycles of R* treatment (Initial Treatment Period) before randomization. and the
efficacy data from the Initial Treatment Period 1s included in this SCE for subjects with FL Grades 1 to 3a and
MZL. The efficacy data for subjects with MCL, tFL., and FL Grade 3b are included in CSRE WHL-008.

Ongoing Clinical study — SPM data presented under Clinical Safety
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Study RELEVANCE phase 3, randomized, active-controlled, open-label study of R2for 18 4
week cycles followed by R for 6 8-week cycles vs R- CHEMO for 6 to 8

(ongoing) cycles followed by rituximab for up to twelve 8-week cycles in subjects
with previously untreated FL (Grades 1 to 3a) requiring systemic
treatment according to “"Groupe d'Etude des Lymphomes folliculaires”
(GELF) criteria.

2.3.2. Pharmacokinetics

No new information regarding clinical pharmacology was submitted.
2.4. Clinical efficacy

2.4.1. Dose response study(ies)

In Pivotal study AUGMENT (CC-5013-NHL-007) the starting dose of lenalidomide is 20 mg administered
daily for 21 consecutive days in each 28-day cycle for up to 12 cycles.

Table 4 Activity of lenalidomide in combination with rituximab in Phase 2 trials that enrolled previously
treated Follicular Lymphoma patients

Dose Regimen/Treatment ORR* CR?
References Duration for Len + Rit Arm Study Population N (FL) (FL)

Cl and C2: Previously Treated iNHL., 30 T7% 41%
Len: 20 mg/d on D1 to D21 Q28d = 1 prior treatment, SCT FL=22
Rit: 375 mg/m®, 4 weekly infusions starting | experienced or ineligible
on C1D15

4 additional doses may be given if < CR at
the end of C2

Maintenance:

Len mono until PD or toxicity

Week 1 through 21 iNHL 50 | C2:19%° | 330,
Len: 10 mg on D1 to D28 Q28d, for 2 cycles | (refractory to Rit) FL- 26 | (FL: 5/26)
Rit: then add 4 weekly infusions at
375 mg/m’ C5: 65%
Cheng, 2015 {Len continues during and after Rit) :
Maintenance: if SD or response after 17/26)
5 cycles, patients are allowed to continue
receiving Len monotherapy

Len: 15 mg/d, escalation per cycle to Previously treated FL FL- 46 T6% 399
20 mg/d, then 25 mg/d f tolerated en D1 to | (nonrefractory to Rit)

Leonard. 2015 | D21 Q28d. for 12 cycles
Rit: 4 weekly infusions at 375 mg/m’

C = cycle; CR. = complete response; d = day; D = days; FL = follicular lymphoma; iNHL = mdolent non-Hodgkin Iymphoma;
Len = lenalidomide; ORF. = overall response rate; PD =progressive disease: FFS = median progression-free swrvival; Q28d = every 28 days;
Rit = rituximab; 5D = stable disease; SCT = stem-cell transplantation.

* Based on efficacy-evaluable patients unless otherwise indicated.

& The ORR reported at 8 weeks (ie, end of C2) is for lenalidomide monotherapy.

Source: CSE. NHL-007 Table 3

Tuscano, 2014

In the randomized Phase 2 Cancer and Leukemia Group B (CALGB) 50401 trial (previously treated FL n =
46), the administration of 12 cycles of R? (lenalidomide in Cycles 1 to 12 and rituximab given in 4 weekly
infusions in Cycle 1) versus lenalidomide monotherapy resulted in high response rates (ORR = 76% and
CR = 39%) (Leonard, 2015).

The number of cycles for R? in AUGMENT was calculated based on lenalidomide schedule (i.e., up to 12
cycles of lenalidomide).
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In previously treated FL/MZL the proposed duration of R? treatment is 12 cycles (lenalidomide:Cycles 1 to
12; rituximab: 4 weekly infusions in Cycle 1, and Day 1 of Cycles 2 to 5 for a total of 8 doses) as studied
in AUGMENT. The choice of 12 cycles of R? in previously treated FL/MZL is supported by the published
studies in relapsed or refractory FL/MZL (Table above).

2.4.2. Main study(ies)

AUGMENT (Study CC-5013-NHL-007)

A Phase 3, Double-blind Randomized Study to Compare the Efficacy and Safety of Rituximab Plus
Lenalidomide (CC-5013) versus Rituximab Plus Placebo in Subjects with Relapsed/Refractory Indolent
Lymphoma.

Methods

Figure 1 Overall study design

Screening Period Treatment Period” Follow-up Period
ICF EXPERIMENTAL ARM
SIgIIHT}ll’E Lenalidomide” Follow-up visit*
Screening,
Flicibilitv 10 or 20 mg - for up to 3 years from
1g1h1haty | On Days 1-21 of Cycles® 1 to 12 1 | last subject randomized,
Ritusimah —‘,.fm' the foﬂowx'm-g.'

y 375 mg/m’ disease progression or
Stratificati Weekly (Days 1, 8, 15, 22) in Cycle® 1 and relapse, overall
Stratitication then on Day 1 of Cycles® 2 to 5 survival, subsequent

-Previous rituximab antilymphoma therapies
Uf?“—'ﬂfl_“ CONTROL ARM {including response to
-Time since last § the therapy and disease
antilymphoma Placebo progression or relapse
therapy 10 or 20 mg —T1® | datel, and second
-FL/MZL On Days 1-21 of Cycles® 1to 12 ?'r'm;n - malienancies
Randomization® o z ’ £
350 suhjects R'““I]m.:'h,
[1:1] 375 mg/m-
' Weekly (Days 1. 8. 15, 22) in Cycle® 1 and
then on Day 1 of Cycles® 2 to 3

Cr(C1 = creatinine clearance; FL = follicular lymphoma; ICF = informed consent form: MZL = marginal zone
lymphoma.

* Treatment had to begin as soon as possible after randomization but no later than 1 week after randomization.

* 10 mg if CrCl1 = 30 mL/min but = 60 mL/min; 20 mg if CrC1 = 60 mL/min.

¢ Cycle defined as lenalidomide or placebo Cycle of 28 days (21-day treatment and 7-day rest period).

4 All randomized subjects were followed for disease progression and overall survival using the same schedule
described in Table 7. This included patients who discontinued the protocol-specified treatment or the study early
for any reason without documented evidence of disease progression or relapse.

Study participants

Diagnosis and main criteria for inclusion

1. Males and females = 18 years of age who signed an informed consent form.
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2. Histologically confirmed MZL or Grade 1, 2, or 3a FL (CD20+ by flow cytometry or histochemistry) as
assessed by investigator or local pathologist.

3. Previously treated with at least one prior systemic chemotherapy, immunotherapy or rituximab plus
chemotherapy and had received at least 2 previous doses of rituximab (no antibody agents within 8
weeks prior to Cyclel Day 1 and no radio-immunotherapy within 6months prior to Cyclel Day 1).prior to
Protocol Amendment 3, rituximab-naive patients were allowed in the study] Modified Inclusion Criterion 4
to no longer allow rituximab-naive subjects in the study. This modification was made based on the advice
of some regulatory agencies who had suggested limiting the number of rituximab-naive subjects enrolled
in order to limit bias in the final analysis. The recommendation was to keep the number of rituximab-
naive subject’s under 25%.

4. Had documented relapsed, refractory, or PD after treatment with systemic therapy and was not
rituximab-refractory.

5. Bi-dimensionally measurable disease with at least one nodal lesion > 1.5 cm in diameter or at least
one extranodal lesion > 1.0 cm in both long and short diameters.

6. Must have been in need of treatment as assessed by the investigator.

7. Performance status< 2 on the Eastern Cooperative Oncology Group (ECOG) scale.
8. Adequate bone marrow, liver, and renal function.

Main exclusion criteria

The presence of any of the following excluded a subject from enrollment:

1. Histology other than FL and MZL or clinical evidence of transformed lymphoma by investigator
assessment.

2. Grade 3b FL.

3. Subjects taking corticosteroids during the last one week prior to Cycle 1 Day 1, unless administered at
a dose equivalent to < 20 mg/day prednisone or prednisolone (over this week).

4. Major surgery (excluding lymph node or BMB) within 28 days prior to signing informed consent.

5. Systemic therapy within 28 days prior to Cycle 1 Day 1 dosing or use of the following:

Q

. Antibody agents within 8 weeks prior to Cycle 1 Day 1 dosing

b. Radio immunotherapy within 6 months prior to Cycle 1 Day 1 dosing

@)

. Seropositive for or active viral infection with hepatitis B virus (HBV):
e Hepatitis B surface antigen (HBsAg) positive
e Hepatitis B surface antibody (anti-HBs) positive and/or hepatitis B core antibody

(anti-HBc) positive, and HBsAg negative and detectable viral DNA

Notes: Subjects who were anti-HBs positive and/or anti-HBc positive, and HBs Ag negative but viral DNA
negative were eligible; Subjects who were seropositive because of HBV vaccination were eligible (anti-
HBs positive, anti-HBc negative, and HBsAg negative)

7. Hepatitis C virus (HCV) positive subjects with chronic HCV hepatitis or subjects with an active HCV
infection requiring antiviral medication (at time of randomization).

8. Known seropositive for or active viral infection with human immunodeficiency virus (HIV).
9. Life expectancy < 6 months.

10. Known sensitivity or allergy to murine products.

Assessment report
EMA/CHMP/693880/2019 Page 17/139



11. Prior history of malignancies, other than FL or MZL, unless the subject had been free of the disease
for > 5 years. Exceptions included a history of previously treated: a. Basal cell carcinoma of the skin,
squamous cell carcinoma of the skin, and related localized non-melanoma skin cancer. Carcinoma in situ
of the cervix

12. Prior use of lenalidomide.

13. Known allergy to thalidomide.

14. Neuropathy > Grade 1.

15. Presence or history of central nervous system (CNS) involvement by lymphoma.

16. Subjects who were at a risk for a thromboembolic event and were not willing to take venous
thromboembolism (VTE) prophylaxis.

17. Uncontrolled inter current illness.

18. Any significant medical condition, laboratory abnormality, or psychiatric illness that would prevent the
subject from signing the ICF.

19. Pregnant or lactating females.

20. Any condition, including, for example, coronary artery disease, congestive heart failure, pulmonary
disease, active, severe infections, chronic renal or immunological disease, or the presence of laboratory
abnormalities that places the subject at unacceptable risk if he/she were to participate in the study or
that could have confounded the ability to interpret data from the study.

Treatments

Eligible subjects entering the Treatment Phase were randomized in a 1:1 ratio using an interactive voice
response system (IVRS) into one of the 2 arms (experimental or control).

e Experimental Arm (R?):

o Rituximab 375 mg/m? every week in Cycle 1 (Days 1, 8, 15, 22) and on Day 1 of every 28-
day Cycle from Cycles 2 through 5

plus
o Lenalidomide once daily on Days 1 to 21 of every 28-day Cycle up to 12 cycles
e Control Arm:

o Rituximab 375 mg/m? every week in Cycle 1 (Days 1, 8, 15, 22) and on Day 1 of every 28-
day Cycle from Cycles 2 through 5

plus

o Placebo (identical matched capsule) once daily on Days 1 to 21 of every 28-day Cycle up
to 12 cycles

Co-administration (i.e., lenalidomide intake during the rituximab infusion) was to be avoided. Due to the
duration of the rituximab infusion and potential infusion-related reactions to rituximab, administration of
lenalidomide before rituximab was to be considered.

Celgene supplied lenalidomide 2.5 mg, 5 mg, 10 mg, 15 mg, and 20 mg capsules and the respective
matching placebo capsules for oral administration.

Objectives

Primary
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e To compare the efficacy of lenalidomide in combination with rituximab (R?) to rituximab plus
placebo in subjects with relapsed/refractory indolent lymphoma. Efficacy determination was based
upon progression-free survival (PFS) as the primary endpoint, as assessed by the Independent
Review Committee (IRC) using the 2007 International Working Group Response Criteria (IWGRC)
without positron emission tomography (PET).

Secondary
e To compare the safety of R2 versus rituximab plus placebo
e To compare the efficacy of R2 versus rituximab plus placebo using other parameters of efficacy:

o Durable complete response rate (DCRR), overall response rate (ORR), complete response
(CR) rate, duration of response(DOR), and duration of complete response (DOCR) by the
2007IWGRC without PET

o Overall survival (0S), event-free survival (EFS), and time to next anti-lymphoma treatment
(TTNLT)

Exploratory

e To compare the effects of R? versus rituximab plus placebo on:

o TTF, time to next chemotherapy treatment (TTNCT), and response rate to next anti-
lymphoma treatment (RTNLT)

o CR/CRu rate in subjects with FL based on the 1999 IWGRC (Cheson, 1999)
o PFS on next anti-lymphoma treatment (PFS 2)
o time to histological transformation

e Health-related quality of life (QOL) as measured by the European Organisation for Research and
Treatment of Cancer (EORTC) Quality of Life Questionnaire Core 30(QLQ-C30) and Euro-Qol Group's
questionnaire 5 dimensions (EQ-5D)

Outcomes/endpoints

Primary endpoint:

Progression Free Survival defined as the time from date of randomization into the study to the first
observation of documented disease progression or death due to any cause, whichever occurred first.

Secondary/exploratory endpoints:

ORR, CR rate, DOCR, DOR, OS, EFS, TTNLT, TTNCT, PFS2, time to histological transformation.

Sample size

To fulfil the primary objective of the study, it had to be shown that the experimental arm was superior to
the control arm on the primary endpoint at one-sided a-level of 0.025. It was hypothesized that the
median PFS was 17.6 months in the experimental arm and 11 months in the control arm (corresponding
HR of 0.625, assuming that FL and MZL subjects had the same median PFS). For 90% power to detect
this difference with one-sided a-level of 0.025, a total of 193 PFS events was required.

Based on the rate of accrual anticipated in this study and annual dropout rate of 5%, it was planned to
randomize a total of approximately 350 subjects in a 1:1 ratio to the 2 treatment arms and the time to
reach the PFS events was expected to be 43 months.

Randomisation

The randomization is stratified as follows:
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e previous rituximab treatment (yes, no)
e time since last anti-lymphoma therapy (< 2, > 2 years),

e disease histology (FL, MZL)

Blinding (masking)

For this trial, study subjects, investigators, staff, and Celgene clinical and medical representatives were
all blinded to the treatment assignments. Both lenalidomide and placebo capsules were identical in
appearance.

Statistical methods

Analysis population

ITT population: all subjects who were randomized into the trial, regardless of whether they received study
treatment or not.

The ITT Population was used for the primary efficacy analysis. Subjects were analysed according to the
treatment arm to which they were initially assigned.

mITT population: all randomized subjects who received at least one dose of study medication, had a
confirmed diagnosis of relapsed/refractory FL or MZL by central pathology review, except SMZL which was
based on local pathology assessment, and had baseline (Screening) and at least one post-baseline tumour
assessment for efficacy.

The efficacy analysis was also performed on the mITT Population as supportive evidence and/or
sensitivity analysis. Subjects were analyzed according to the treatment arm to which they were initially
assigned.

Safety population: all subjects who received at least one dose of study medication.

The Safety Population was used for all safety analyses. Subjects were analyzed according to the
treatment which they actually received.

In addition to analyses that include the ITT Population, certain efficacy analyses were performed for
subgroups to compare treatments within stratification factors: previous rituximab treatment (yes, no),
time since last anti-lymphoma therapy (< 2, > 2 years), and histology (FL, MZL).

Time to event endpoints: Kaplan-Meier (KM) survival analyses were performed (unadjusted for the
stratification variables) for time-to-event data. The number and percent of subjects censored were
provided. Kaplan-Meier product limit method was used to estimate the survivorship function for all time-
to-event endpoints (e.g., PFS, OS, EFS). Event rates at specific time points were estimated from KM curves.
Medians together with two-sided 95% confidence intervals (CIs), plus standard deviation (StD), minimum,
and maximum were provided. The CI was constructed using log-log transformation.

The resulting survival estimates were presented graphically for selected endpoints.

Subjects were stratified according to previous rituximab treatment, time since last anti-lymphoma
therapy, and histology. The stratified Cox proportional hazard regression models were used to estimate
the hazard ratios (HRs) and associated 95% CIs for the HRs.

Categorical endpoints: The Cochran-Mantel-Haenszel (CMH) test with the stratification factors as strata was
used for categorical data. The p-values were presented. The probability of rates was estimated using the
proportion of subjects with responses with exact two-sided 95% Cls.

Quality of life endpoints: The analyses of the EORTC QLQ-C30 and the EQ-5D were based on all randomized
subjects who completed the baseline assessment (at Screening) and had at least one follow-up assessment
with the EORTC QLQ-C30 and EQ-5D, respectively. The observed case method and the describable statistics
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were used to summarize the observed scores and the change from baseline score by visit and the treatment
group for each domain of the QOL assessments.

Health-related quality of life (HRQOL) was assessed using the EORTC QLQ-C30 (Version 3) and the EQ-
5D-3L (3 level version) questionnaire at Screening (i.e., baseline), after every 3 cycles during treatment
(i.e., Day 1 Cycle 4; Day 1 Cycle 7; Dayl Cycle 10), and at the end of treatment, regardless of the
causes. The assessments were completed every 6 months until PD after completion of treatment or
discontinuation of treatment for reasons other than PD or relapse.

Analyses of the HRQOL data was detailed in a separate SAP for evaluating patient-reported outcomes in
AUGMENT. The objective of the HRQOL analyses was to assess the effect of lenalidomide in combination
with rituximab (the R? Arm) versus rituximab plus placebo (the Control Arm) on HRQOL over time. The
global health status/QOL of the EORTC QLQ-C30 was the pre-specified primary domain of interest. The
remaining domains and the EQ-5D health utility and visual analog scale (VAS) were assessed as
exploratory outcomes.

Missing data

For the analysis of PFS, missing assessments or discontinuations due to reasons other than PD were
handled by the censoring rules.

Table 5 Censoring rules used for the Primary analysis of PFS

Situation Date of Progression or Censoring Outcome
Death before first PD assessment while on study Date of death Event
Death between adequate assessment visits Date of death Event
Progression documented Date of earliest assessment which revealed Event
progression determuned by [RC
Death or progression after more than 1 missed Date of last adequate assessment which Censored
scheduled visit revealed no progression
No baseline assessment Randomization Censored
No progression, nor death Date of last adequate assessment with Censored
evidence of no progression by IRC
Study discontinuation for any reason other than Date of last adequate assessment with Censored
death or disease progression evidence of no progression by IRC
Non-protocol new antilymphoma treatment started | Date of last adequate assessment with Censored
prior to progression/death evidence of no progression by IRC before the
start of new antilymphoma treatment

IRC = Independent Review Committee; PD = progressive disease.

Source: FDA. 2007.

In addition, various sensitivity analyses were performed to explore different ways of censoring to confirm

the robustness of the planned primary analysis.
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Results

Participant flow

Figure 2 Participant flow
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FL = follicular lymphoma; MZL = marginal zone lymphoma; PD = progressive disease.

* In total, 438 subjects were screened for study participation. of which 12 subjects (4.1%) were screened twice. Of
the total 456 screens, 98 were screen farlures primanly due to failure of inclusion/exclusion criteria (96.9%).
Screen failures either did not meet inclusion criteria (m= 70) and/or met at least one exclusion criterion (n = 28).

* Two subjects randomized to the B? Arm did not receive study medication: one subject with MZL died due to
septic shock after randomization but prior to receiving the first dose of study treatment (Listing 16.2.7.6.2) and one
subject with FL discontinued due to Grade 2 dyspnea on Cycle 1 Day 1, prior to adnumistration of the first dose of
study dmg (Listing 16.2.1.2.1.3).

Table 6 Subject disposition - ITT population

FL MzZL Overall
Parameter Overall
Len+Rit | Pbo+Rit | Len+Rit | Pbo+Rit | Len+Rit | Pbo+Rit (N=358)
(N=147) | (N=148) | (N=31) | (N=32) | (N=178) | (N=180)
Number of Subjects Treated 146 148 30 32 176 180 356
Treatment Disposition?,n(%)

Completed treatment 105(71.9) | 88(59.5) | 19(63.3) | 22(68.8) | 124(70.5) | 110(61.1) | 234(65.7)
Entered follow-up 105(71.9) | 86(58.1) | 19(63.3) | 21(65.6) | 124(70.5) | 107(59.4) | 231(64.9)
Discontinued study 0(0.0) 2(1.4) 0(0.0) 1(3.1) 0(0.0) 3(1.7) 3(0.8)

Discontinued treatment 41(28.1) | 60(40.5) | 11(36.7) | 10(31.3) | 52(29.5) | 70(38.9) | 122(34.3)
Entered follow-up 31(21.2) | 52(35.1) 6(20.0) 9(28.1) 37(21.0) | 61(33.9) | 98(27.5)
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Discontinued treatment and 10(6.8) 8(5.4) 5(16.7) 1(3.1) 15(8.5) 9(5.0) 24(6.7)
Subjects discontinued 41(28.1) | 60(40.5)| 11(36.7) | 10(31.3)| 52(29.5)| 70(38.9) | 122(34.3)
lenalidomide/placebo?,

n(%)

Death 1(0.7) 0(0.0) 1(3.3) 0(0.0) 2(1.1) 0(0.0) 2(0.6)

Adverse event 12(8.2) 6(4.1) 2(6.7) 2(6.3) 14(8.0) 8(4.4) 22(6.2)

Progressive disease 17(11.6) | 46(31.1) 4(13.3) 8(25.0) 21(11.9) | 54(30.0) | 75(21.1)

Withdrawal by subject 11(7.5) 7(4.7) 2(6.7) 0(0.0) 13(7.4) 7(3.9) 20(5.6)

Lost to follow up 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)

Protocol violation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)

Other 0(0.0) 1(0.7) 2(6.7) 0(0.0) 2(1.1) 1(0.6) 3(0.8)
Subjects discontinued 11(7.5) | 14(9.5) | 8(26.7) | 4(12.5) | 19(10.8)| 18(10.0)| 37(10.4)
rituximab?,n(%)

Death 0(0.0) 0(0.0) 1(3.3) 0(0.0) 1(0.6) 0(0.0) 1(0.3)

Adverse event 4(2.7) 1(0.7) 2(6.7) 1(3.1) 6(3.4) 2(1.1) 8(2.2)

Progressive disease 4(2.7) 12(8.1) 2(6.7) 3(9.4) 6(3.4) 15(8.3) 21(5.9)

Withdrawal by subject 3(2.1) 1(0.7) 2(6.7) 0(0.0) 5(2.8) 1(0.6) 6(1.7)

Lost to follow-up 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)

Protocol violation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)

Other 0(0.0) 0(0.0) 1(3.3) 0(0.0) 1(0.6) 0(0.0) 1(0.3)
Study Dispositionb,n(%)
On-going 114(77.6) | 107(72.3) | 21(67.7) | 26(81.3) | 135(75.8) | 133(73.9) | 268(74.9)
Discontinued study 33(22.4) | 41(27.7) | 10(32.3) | 6(18.8) | 43(24.2) | 47(26.1) | 90(25.1)
Subjects discontinued from 33(22.4) 41(27.7) [10(32.3) | 6(18.8) | 43(24.2) [47(26.1) [90(25.1)
studyb,n(%)
Death 11(7.5) | 24(16.2) | 5(16.1) 2(6.3) 16(9.0) | 26(14.4) | 42(11.7)
Adverse Event 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Withdrew Consent 21(14.3) | 13(8.8) | 4(12.9) | 4(12.5) | 25(14.0) | 17(9.4) | 42(11.7)
Lost to follow-up 1(0.7) 3(2.0) 0(0.0) 0(0.0) 1(0.6) 3(1.7) 4(1.1)
Protocol Violation 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
OtherC 0(0.0) 1(0.7) 1(3.2) 0(0.0) 1(0.6) 1(0.6) 2(0.6)
Duration of foIIow-upd(months)
N 147 148 31 32 178 180 358
Mean 28.18 27.64 23.24 28.08 27.32 27.72 27.52
StD 11.043 10.416 13.190 10.089 11.558 10.332 10.945
Median 29.24 27.94 25.23 28.93 28.50 28.21 28.30
Min, Max 0.5,50.9 | 0.6,50.9 | 0.1,47.3 | 2.3,51.3 | 0.1,50.9 | 0.6,51.3 | 0.1,51.3

FL = follicular lymphoma; Len + Rit = lenalidomide in combination with rituximab (R2 Arm); Max = maximum;
Min = minimum; MZL = marginal zone lymphoma; Pbo + Rit = placebo plus rituximab (Control Arm);StD = standard

deviation.

a Percentages are calculated using the Safety Population.
b Percentages are calculated using the ITT Population.

¢ “Other” reasons include one subject was noncompliant (R? Arm) and one subject was moving (Control Arm).
d Duration from date of randomization to date of death or last date known alive.

Assessment report
EMA/CHMP/693880/2019

Page 23/139




Data cutoff: 22 Jun 2018.

Recruitment

First subject first visit: 01 Nov 2013
First subject randomized: 13 Feb 2014

Last subject randomized: 26 Jan 2017

Data cut-off (primary analysis): 22 Jun 2018

Conduct of the study

Protocol amendments

o Protocol Amendment 1 (dated 17 Jul 2013)

Amendment 1 changed the criteria to assess response from the 1999 IWGRC to the 2007 IWGRC (without
PET). The change enabled the inclusion and appropriate assessments of FL and MZL subjects in the study,
as these 2007 IWGRC for malignant lymphoma allowed the inclusion of extranodal disease as measurable
disease. Overall, 30 subjects were enrolled under Amendment 1 of the protocol.

o Protocol Amendment 2 (dated 22 May 2014)

- Amended Exclusion Criteria to exclude severe infections ; Amended Inclusion Criteria to ensure that
the female study subjects to be also informed about the pregnancy prevention guidelines provided in
the Rituximab/Mabthera SmPC (as long as the infertility was not definitely confirmed); Revised the
CT/MRI scan timing requirement after Year 5 to one per year. Amendment of Inclusion Criterion thus
allowing subjects with only extranodal lesions to be eligible. Amended Exclusion Criterion allowing
subjects with a history of HCV, and who received antiviral treatment and who had no detectable HCV
RNA levels for at least 12 months. Amended Inclusion Criterion to require BMB at Screening only in
case of abnormal blood counts (and not in all cases). Bone marrow biopsies were needed to confirm a
CR and, since a large proportion of subjects were not anticipated to achieve a CR, limiting the BMB at
Screening was to spare many subjects an invasive procedure.

- Revised the exclusionary time period from = 10 to = 5 years for prior malignancies and addition of
precision on the exceptions of localized non-melanoma skin cancer. Basal cell carcinoma of the skin
and squamous cell carcinoma of the skin were additional exceptions.

- Clarified management of subjects at risk for HBV reactivation; Clarified study treatment continuation
rules in case of lenalidomide or rituximab intolerance/hypersensitivity.

Overall, 245 subjects were enrolled under Amendment 2 of the protocol.
o Protocol Amendment 3 (dated 21 Oct 2015)

Amendment 3 modified Inclusion Criterion 4 to no longer allow rituximab-naive subjects in the study; to
confirm that subjects had to have documented relapsed, refractory, or PD after treatment with systemic
therapy, and must not be rituximab-refractory; defined refractory lymphoma as a subject who received a
non-rituximab containing systemic therapy and who experienced the best response of PD to this therapy
was considered to have refractory lymphoma. This amendment revised exclusion Criteria for HCV positive
subjects who did not have an active hepatitis C infection and who were otherwise acceptable candidates
for this study. The requirement for a diagnosis of SMZL for subjects who did not have a spleen specimen
available during the Screening Period was defined. It was also clarified that all subjects had to receive
tumour lysis prophylaxis.

Overall, 83 subjects were enrolled under Amendment 3 of the protocol.
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Changes from final protocol to Final SAP: Due to the small number of histology transformations, exploratory
endpoint time to histology transformation was changed to histology transformation rate. No changes were
made to the final SAP before the study was un-blinded.

Changes to final statistical analysis plan after study unblinding: For FL/MZL subpopulation analyses,

stratified analyses were replaced by un-stratified analyses to be consistent with subgroup analyses.

For DOR and DOCR, un-stratified analyses were conducted due to the small humber of complete

responses in the Control Arm.

Protocol deviations

Protocol deviations were defined as any unplanned diversions from the approved protocol.

Protocol violations were defined as any departures from the approved protocol that impacted the safety,
rights, and/or welfare of the subject, negatively impacted the quality or completeness of the data, or
made the informed consent process inaccurate.

A total of 326 subjects (166 subjects [93.3%] in the R2 Arm and 160 subjects [88.9%] in the Control
Arm) had at least one protocol deviation.

Table 7 Summary of Protocol Violations — ITT Population

FL MZL Overall
Event Category
Event Subcategory, . . .
n(%) Len+Rit | Pbo+Rit Len+Rit(N= Pbo+Rit ) ) overall
(N=147 | (N=148 31) (N=32) | Len+Rit | Pbo+Rit (N=35
) ) (N=178 | (N=180) 8)
)
Number of subjects with
Atleast1PV 10(6.8) 10(6.8) 3(9.7) 5(15.6) 13(7.3) 15(8.3) 28(7.8)
1violation 7(4.8) 8(5.4) 2(6.5) 5(15.6) 9(5.1) 13(7.2) 22(6.1)
2violations 3(2.0) 1(0.7) 1(3.2) 0(0.0) 4(2.2) 1(0.6) 5(1.4)
>2violations 0(0.0) 1(0.7) 0(0.0) 0(0.0) 0(0.0) 1(0.6) 1(0.3)
PV1: Safety related 7(4.8) 3(2.0) 1(3.2) 5(15.6) 8(4.5) 8(4.4) 16(4.5)
Failure to provide 0(0.0) 1(0.7) 0(0.0) 0(0.0) 0(0.0) 1(0.6) 1(0.3)
protocol specified
pregnancy counseling
SAEnotreportedtoSponsora 6(4.1) 2(1.4) 1(3.2) 4(12.5) 7(3.9) 6(3.3) 13(3.6)
nd/orIRBwithin24hoursofn
otice(ifapplicable)
Subject administered 1(0.7) 0(0.0) 0(0.0) 1(3.1) 1(0.6) 1(0.6) 2(0.6)
expired drug or drug
subject excursion and not
approved for use by
Sponsor subject
PV2: Quality of data 3(2.0) 8(5.4) 2(6.5) 0 5(2.8) 8(4.4) 13(3.6)
History of prior 1(0.7) 0(0.0) 0(0.0) 0(0.0) 1(0.6) 0(0.0) 1(0.3)
malignancies other than
FL, MZL unless disease
free for more than
Lymphoma biopsy 1(0.7) 2(1.4) 0(0.0) 0(0.0) 1(0.6) 2(1.1) 3(0.8)
not collected or
available at
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Subject does not have
documented relapsed,
refractory or PD after
treatment with systemic
therapy; and/or is
rituximab refractory

2(1.4)

6(4.1)

0(0.0)

0(0.0)

2(1.1)

6(3.3)

8(2.2)

Subject received wrong

0(0.0)

0(0.0)

2(6.5)

study medication

0(0.0)

2(1.1)2

0(0.0)

2(0.6)

FL = follicular lymphoma; IP = investigational product; IRB = Institutional Review Board; ITT = intent-to-treat; IVRS = Interactive Voice
Response System; Len + Rit = lenalidomide in combination with rituximab (R2 Arm);MZL = marginal zone lymphoma; Pbo + Rit = placebo plus
rituximab (Control Arm); PD = progressive disease; PV = protocol violation; SAE = serious adverse event.
a One subject received 21 doses of the incorrect IP. One subject received 6 doses of the incorrect IP
Note: A PV was defined as any departure from the approved protocol that: 1) impacted the safety, rights, and/or welfare of the subject; or 2)
negatively impacted the quality or completeness of the data.

Data cutoff: 22 Jun 2018.

Baseline data

Table 8 Demographic characteristics-ITT Population

FL MZL Overall
Demographic Overall
Characteristic Pbo+ (N=358)
s Len + Rit | Pbo+ Rit | Len + Rit Rit Len + Rit | Pbo+ Rit
(N=147) (N=148) (N=31) (N=32) | (N=178) | (N=180)
Age (years)
n 147 148 31 32 178 180 358
Mean 61.63 60.72 65.52 64.97 62.30 61.48 61.89
StD 11.310 11.078 10.405 11.041 11.227 11.160 11.186
Median 62.00 61.00 68.00 66.00 64.00 62.00 62.50
Min, Max 26.0, 86.0 35.0, 88.0 | 37.0, 80.0 36.0, 26.0, 86.0 | 35.0, 88.0 | 26.0, 88.0
82.0
Age distribution, n (%)
<65 86 (58.5) 94 (63.5) 10 (32.3) | 13 (40.6) | 96(53.9) 107 203
(59.4) (56.7)
>65 61 (41.5) 54 (36.5) 21 (67.7) | 19(59.4) | 82 (46.1) | 73 (40.6) 155
(43.3)
>70 34 (23.1) 32 (21.6) 13 (41.9) | 12 (37.5) | 47 (26.4) | 44 (24.4) | 91 (25.4)
Sex,n (%)
Male 61 (41.5) 80 (54.1) 14 (45.2) | 17 (53.1) | 75 (42.1) | 97(53.9) 172
(48.0)
Female 86 (58.5) 68 (45.9) 17 (54.8) | 15 (46.9) 103 83 (46.1) 186
(57.9) (52.0)
Region,n (%)
us 19 (12.9) 15 (10.1) 4 (12.9) 2 (6.3) 23 (12.9) 17 (9.4) 40 (11.2)
EU 57 (38.8) 68 (45.9) 24 (77.4) | 16 (50.0) | 81 (45.5) | 84 (46.7) 165
(46.1)
APAC and Brazil 71 (48.3) 65 (43.9) 3(9.7) 14 (43.8) | 74 (41.6) | 79 (43.9) 153
(42.7)

Race,n (%)
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White 91 (61.9) 92 (62.2) 27 (87.1) | 23 (71.9) 118 115 233
(66.3) (63.9) (65.1)
Other races 52 (35.4) 55 (37.2) 2 (6.5) 9 (28.1) 54(30.3) 64 (35.6) 118
(33.0)
Not collected or 4 (2.7) 1(0.7) 2 (6.5) 0 (0.0) 6 (3.4) 1 (0.6) 7 (2.0)
reported
BSA(m2)?
n 147 148 31 32 178 180 358
Mean 1.86 1.86 1.81 1.79 1.85 1.85 1.85
StD 0.246 0.257 0.174 0.180 0.236 0.246 0.241
Median 1.84 1.84 1.77 1.79 1.83 1.83 1.83
Min, Max 1.4,3.1 1.3, 2.7 1.5, 2.3 1.5,2.1 1.4, 3.1 1.3, 2.7 1.3, 3.1

APAC = Asia-Pacific region; BSA = body surface area; EU = European Union; FL = follicular lymphoma; ITT = intent-to-treat; Max = maximum;
Min = minimum; MZL = marginal zone lymphoma;Len + Rit = lenalidomide in combination with rituximab (R2 Arm); Pbo + Rit = placebo plus

rituximab(Control Arm); StD = standard deviation; US = United States.
a Weight and height were imputed for 2 subjects in the Control Arm due to missing baseline values.

Data cutoff: 22 Jun 2018.

Table 9 Baseline disease characteristics — ITT Population

FL MZL Overall
Baseline Disease
Characteristics Len+Rit Pbo+Rit Len+Rit Pbo+Rit Len+Rit Pbo+Rit Overall
(%) (N=147) | (N=148) | (N=31) (N=32) (N=178) | (N=180) | (N=35
Histology (Investigator Review)

FL 147(100.0)| 148(100.0) - - 147(82.6) | 148(82.2) | 295(82.4)
Gradel 50(34.0) | 62(41.9) - - 50(28.1) | 62(34.4) | 112(31.3)
Grade2 75(51.0) 61(41.2) - - 75(42.1) 61(33.9) | 136(38.0)
Grade3a 22(15.0) | 25(16.9) - - 22(12.4) | 25(13.9) | 47(13.1)

MZL - - 31(100.0) | 32(100.0) | 31(17.4) | 32(17.8) | 63(17.6)
MALT - - 14(45.2) 16(50.0) 14(7.9) 16(8.9) 30(8.4)
Nodal - - 8(25.8) 10(31.3) 8(4.5) 10(5.6) 18(5.0)
Splenic - - 9(29.0) 6(18.8) 9(5.1) 6(3.3) 15(4.2)

Ann Arbor Stage at enroliment

I 13(8.8) 13(8.8) 2(6.5) 5(15.6) 15(8.4) 18(10.0) 33(9.2)

1I 21(14.3) | 29(19.6) 5(16.1) 9(28.1) 26(14.6) | 38(21.1) | 64(17.9)

111 69(46.9) | 60(40.5) 4(12.9) 5(15.6) 73(41.0) | 65(36.1) | 138(38.5)

v 44(29.9) | 46(31.1) | 20(64.5) | 13(40.6) | 64(36.0) | 59(32.8) | 123(34.4)

Ann Arbor Stage at enroliment (categorized)
I-1I 34(23.1) | 42(28.4) 7(22.6) 14(43.8) | 41(23.0) | 56(31.1) | 97(27.1)
-1V 113(76.9) | 106(71.6) | 24(77.4) | 18(56.3) | 137(77.0) | 124(68.9) | 261(72.9)
FLIPI category (derived)

Low (0,1) 45(30.6) | 53(35.8) 7(22.6) 14(43.8) | 52(29.2) | 67(37.2) | 119(33.2)

Intermediate (2) 46(31.3) 48(32.4) 9(29.0) 10(31.3) 55(30.9) 58(32.2) | 113(31.6)

High (23) 54(36.7) 46(31.1) 15(48.4) 8(25.0) 69(38.8) 54(30.0) | 123(34.4)

Missing 2(1.4) 1(0.7) 0(0.0) 0(0.0) 2(1.1) 1(0.6) 3(0.8)
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Baseline ECOG score
0 99(67.3) | 105(70.9) | 17(54.8) | 23(71.9) | 116(65.2) | 128(71.1) | 244(68.2)
1 47(32.0) | 42(28.4) | 13(41.9) 8(25.0) 60(33.7) | 50(27.8) | 110(30.7)
2 1(0.7) 1(0.7) 1(3.2) 1(3.1) 2(1.1) 2(1.1) 4(1.1)
Baseline B symptom present
Yes 12(8.2) 11(7.4) 4(12.9) 1(3.1) 16(9.0) 12(6.7) 28(7.8)
No 135(91.8) | 137(92.6) | 27(87.1) 31(96.9) | 162(91.0) | 168(93.3) | 330(92.2)
Bone marrow biopsy performed
Yes 83(56.5) | 89(60.1) | 23(74.2) | 22(68.8) | 106(59.6) | 111(61.7) | 217(60.6)
Involved 20(24.1) | 22(24.7) | 13(56.5) 9(40.9) 33(31.1) | 31(27.9) | 64(29.5)
Indeterminate 1(1.2) 3(3.4) 0(0.0) 2(9.1) 1(0.9) 5(4.5) 6(2.8)
Notinvolved 62(74.7) | 64(71.9) | 10(43.5) | 11(50.0) | 72(67.9) | 75(67.6) | 147(67.7)
No 64(43.5) 59(39.9) 8(25.8) 10(31.3) 72(40.4) 69(38.3) | 141(39.4)
LDH elevated?
Yes 34(23.1) | 33(22.3) 9(29.0) 6(18.8) 43(24.2) | 39(21.7) | 82(22.9)
No 112(76.2) | 114(77.0) | 22(71.0) | 26(81.3) | 134(75.3) | 140(77.8) | 274(76.5)
Missing 1(0.7) 1(0.7) 0(0.0) 0(0.0) 1(0.6) 1(0.6) 2(0.6)
Bulky diseaseP
Yes 39(26.5) | 43(29.1) 6(19.4) 6(18.8) 45(25.3) | 49(27.2) | 94(26.3)
No 107(72.8) | 105(70.9) | 25(80.6) | 26(81.3) | 132(74.2) | 131(72.8) | 263(73.5)
Missing 1(0.7) 0(0.0) 0(0.0) 0(0.0) 1(0.6) 0(0.0) 1(0.3)
Baseline créatinine clearance
>30ml/min but 20(13.6) | 16(10.8) 4(12.9) 8(25.0) 24(13.5) | 24(13.3) | 48(13.4)
<60ml/min
>60ml/min 127(86.4) | 132(89.2) | 27(87.1) | 24(75.0) | 154(86.5) | 156(86.7) | 310(86.6)
Prior antilymphoma regimens
1 78(53.1) 79(53.4) 24(77.4) 18(56.3) | 102(57.3) | 97(53.9) | 199(55.6)
>1 69(46.9) | 69(46.6) 7(22.6) 14(43.8) | 76(42.7) | 83(46.1) | 159(44.4)
Relapse/progression documented within 2years of initial diagnosis
Yes 49(33.3) | 50(33.8) 7(22.6) 11(34.4) | 56(31.5) | 61(33.9) | 117(32.7)
No 98(66.7) | 98(66.2) | 24(77.4) | 20(62.5) | 122(68.5) | 118(65.6) | 240(67.0)
Missing 0(0.0) 0(0.0) 0(0.0) 1(3.1) 0(0.0) 1(0.6) 1(0.3)
Time since last anti lymphoma therapy
<2years 77(52.4) | 78(52.7) | 12(38.7) | 14(43.8) | 89(50.0) | 92(51.1) | 181(50.6)
>2years 70(47.6) | 70(47.3) | 19(61.3) | 18(56.3) | 89(50.0) | 88(48.9) | 177(49.4)
Previous rituximab treatment
Yes 125(85.0) | 124(83.8) | 27(87.1) | 26(81.3) | 152(85.4) | 150(83.3) | 302(84.4)
No 22(15.0) | 24(16.2) 4(12.9) 6(18.8) 26(14.6) | 30(16.7) | 56(15.6)
Prior rituximab-containing chemotherapy regimen
Yes 108(73.5) | 108(73.0) | 22(71.0) | 21(65.6) | 130(73.0) | 129(71.7) | 259(72.3)
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No 39(26.5) | 40(27.0) 9(29.0) 11(34.4) | 48(27.0) | 51(28.3) | 99(27.7)
Refractory to last prior regimen

Yes 26(17.7) | 25(16.9) 4(12.9) 1(3.1) 30(16.9) | 26(14.4) | 56(15.6)

No 121(82.3) | 123(83.1) | 27(87.1) | 31(96.9) | 148(83.1) | 154(85.6) | 302(84.4)
High tumour burden(GELF criteria)

Yes 77(52.4) | 68(45.9) | 20(64.5) | 18(56.3) | 97(54.5) | 86(47.8) | 183(51.1)

No 70(47.6) | 80(54.1) | 11(35.5) | 14(43.8) | 81(45.5) | 94(52.2) | 175(48.9)
Chemo-resistant status®

Yes 22(15.0) | 24(16.2) 3(9.7) 2(6.3) 25(14.0) | 26(14.4) | 51(14.2)

No 125(85.0) | 124(83.8) | 28(90.3) | 30(93.8) | 153(86.0) | 154(85.6) | 307(85.8)
Chemotherapy eligible':I

Yes 83(56.5) | 82(55.4) | 21(67.7) | 21(65.6) | 104(58.4) | 103(57.2) | 207(57.8)

No 59(40.1) | 64(43.2) 9(29.0) 11(34.4) | 68(38.2) | 75(41.7) | 143(39.9)

Missing 5(3.4) 2(1.4) 1(3.2) 0(0.0) 6(3.4) 2(1.1) 8(2.2)
Unfit for chemotherapy®

Yes 39(26.5) | 35(23.6) | 15(48.4) | 14(43.8) | 54(30.3) | 49(27.2) | 103(28.8)

No 108(73.5) | 113(76.4) | 16(51.6) | 18(56.3) | 124(69.7) | 131(72.8) | 255(71.2)

CrCl = creatinine clearance; ECOG = Eastern Cooperative Oncology Group; FL = follicular lymphoma; FLIPI = Follicular Lymphoma International
Prognostic Index; GELF = Groupe d’Etude des Lymphomes Folliculaires; ITT = intent-to-treat; LDH = lactate dehydrogenase; Len + Rit =
lenalidomide in combination with rituximab (R2 Arm); MALT = mucosa-associated lymphatic tissue; Max = maximum; Min = minimum; MZL =
marginal zone lymphoma; Pbo + Rit = placebo plus rituximab (Control Arm); PR = partial response; PD = progressive disease; ULN = upper limit
of normal.

a Lactate dehydrogenase elevated is defined as LDH > ULN.

b Bulky disease is defined as at least one lesion that is = 7 cm or at least 3 lesions with 3 cm or larger in the longest diameter by investigator
review.

¢ Chemo-resistant was defined as PR or PD < 6 months from last chemotherapy (yes, no).

d Chemotherapy eligible was defined as chemo-naive, or received prior chemotherapy and had progression > 2 years from last chemotherapy
treatment.

e Unfit for chemotherapy was defined as age = 70 years, or if 60 to 69 years old and CrCl < 60 mL/min or ECOG Performance Status = 2 (yes,
no).

Data cutoff: 22 Jun 2018.

Table 10 Demographic characteristics-ITT Population

FL MZL Overall
Demographic Overall
Characteristic Pbo+ (N=358)
s Len + Rit Pbo+ Rit Len + Rit Rit Len + Rit | Pbo+ Rit
(N=147) (N=148) (N=31) (N=32) | (N=178) | (N=180)
Age (years)
n 147 148 31 32 178 180 358
Mean 61.63 60.72 65.52 64.97 62.30 61.48 61.89
StD 11.310 11.078 10.405 11.041 11.227 11.160 11.186
Median 62.00 61.00 68.00 66.00 64.00 62.00 62.50
Min, Max 26.0, 86.0 35.0, 88.0 | 37.0, 80.0 36.0, 26.0, 86.0 | 35.0, 88.0 | 26.0, 88.0
82.0
Age distribution, n (%)
<65 86 (58.5) 94 (63.5) 10 (32.3) | 13 (40.6) | 96(53.9) 107 203
(59.4) (56.7)

Assessment report
EMA/CHMP/693880/2019

Page 29/139



>65 61 (41.5) 54 (36.5) 21 (67.7) | 19(59.4) | 82 (46.1) | 73 (40.6) 155
(43.3)
>70 34 (23.1) 32 (21.6) 13 (41.9) | 12 (37.5) | 47 (26.4) | 44 (24.4) | 91 (25.4)
Sex,n (%)
Male 61 (41.5) 80 (54.1) 14 (45.2) | 17 (53.1) | 75 (42.1) | 97(53.9) 172
(48.0)
Female 86 (58.5) 68 (45.9) 17 (54.8) | 15 (46.9) 103 83 (46.1) 186
(57.9) (52.0)
Region,n (%)
us 19 (12.9) 15 (10.1) 4 (12.9) 2 (6.3) 23 (12.9) 17 (9.4) 40 (11.2)
EU 57 (38.8) 68 (45.9) 24 (77.4) | 16 (50.0) | 81 (45.5) | 84 (46.7) 165
(46.1)
APAC and Brazil 71 (48.3) 65 (43.9) 3(9.7) 14 (43.8) | 74 (41.6) | 79 (43.9) 153
(42.7)
Race,n (%)
White 91 (61.9) 92 (62.2) 27 (87.1) | 23 (71.9) 118 115 233
(66.3) (63.9) (65.1)
Other races 52 (35.4) 55 (37.2) 2 (6.5) 9 (28.1) 54(30.3) 64 (35.6) 118
(33.0)
Not collected or 4 (2.7) 1(0.7) 2 (6.5) 0 (0.0) 6 (3.4) 1 (0.6) 7 (2.0)
reported
BSA(m?2)?
n 147 148 31 32 178 180 358
Mean 1.86 1.86 1.81 1.79 1.85 1.85 1.85
StD 0.246 0.257 0.174 0.180 0.236 0.246 0.241
Median 1.84 1.84 1.77 1.79 1.83 1.83 1.83
Min, Max 1.4,3.1 1.3, 2.7 1.5, 2.3 1.5, 2.1 1.4, 3.1 1.3, 2.7 1.3, 3.1

APAC = Asia-Pacific region; BSA = body surface area; EU = European Union; FL = follicular lymphoma; ITT = intent-to-treat; Max = maximum;
Min = minimum; MZL = marginal zone lymphoma;Len + Rit = lenalidomide in combination with rituximab (R2 Arm); Pbo + Rit = placebo plus

rituximab(Control Arm); StD = standard deviation; US = United States.
a Weight and height were imputed for 2 subjects in the Control Arm due to missing baseline values.

Data cutoff: 22 Jun 2018.

Table 11 Baseline disease characteristics — ITT Population

FL MZL Overall
Baseline Disease
Characteristics Len+Rit Pbo+Rit Len+Rit Pbo+Rit Len+Rit Pbo+Rit Overall
MN(%) (N=147) | (N=148) | (N=31) (N=32) (N=178) | (N=180) | (N=35
Histology (Investigator Review)

FL 147(100.0)| 148(100.0) - - 147(82.6) | 148(82.2) | 295(82.4)
Gradel 50(34.0) | 62(41.9) - - 50(28.1) | 62(34.4) | 112(31.3)
Grade2 75(51.0) | 61(41.2) - - 75(42.1) | 61(33.9) | 136(38.0)
Grade3a 22(15.0) | 25(16.9) - - 22(12.4) | 25(13.9) | 47(13.1)

MZL - - 31(100.0) | 32(100.0) | 31(17.4) | 32(17.8) | 63(17.6)
MALT - - 14(45.2) 16(50.0) 14(7.9) 16(8.9) 30(8.4)
Nodal - - 8(25.8) 10(31.3) 8(4.5) 10(5.6) 18(5.0)
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Splenic - - 9(29.0) 6(18.8) 9(5.1) 6(3.3) 15(4.2)
Ann Arbor Stage at enroliment
I 13(8.8) 13(8.8) 2(6.5) 5(15.6) 15(8.4) 18(10.0) 33(9.2)
II 21(14.3) | 29(19.6) 5(16.1) 9(28.1) 26(14.6) | 38(21.1) | 64(17.9)
111 69(46.9) 60(40.5) 4(12.9) 5(15.6) 73(41.0) 65(36.1) | 138(38.5)
v 44(29.9) | 46(31.1) | 20(64.5) | 13(40.6) | 64(36.0) | 59(32.8) | 123(34.4)
Ann Arbor Stage at enrollment (categorized)
I-1I 34(23.1) | 42(28.4) 7(22.6) 14(43.8) | 41(23.0) | 56(31.1) | 97(27.1)
1I-1v 113(76.9) | 106(71.6) | 24(77.4) | 18(56.3) | 137(77.0) | 124(68.9) | 261(72.9)
FLIPI category (derived)
Low (0,1) 45(30.6) | 53(35.8) 7(22.6) 14(43.8) | 52(29.2) | 67(37.2) | 119(33.2)
Intermediate (2) 46(31.3) | 48(32.4) 9(29.0) 10(31.3) | 55(30.9) | 58(32.2) | 113(31.6)
High (23) 54(36.7) 46(31.1) 15(48.4) 8(25.0) 69(38.8) 54(30.0) | 123(34.4)
Missing 2(1.4) 1(0.7) 0(0.0) 0(0.0) 2(1.1) 1(0.6) 3(0.8)
Baseline ECOG score
0 99(67.3) | 105(70.9) | 17(54.8) | 23(71.9) | 116(65.2) | 128(71.1) | 244(68.2)
1 47(32.0) | 42(28.4) | 13(41.9) 8(25.0) 60(33.7) | 50(27.8) | 110(30.7)
2 1(0.7) 1(0.7) 1(3.2) 1(3.1) 2(1.1) 2(1.1) 4(1.1)
Baseline B symptom present
Yes 12(8.2) 11(7.4) 4(12.9) 1(3.1) 16(9.0) 12(6.7) 28(7.8)
No 135(91.8) | 137(92.6) | 27(87.1) 31(96.9) | 162(91.0) | 168(93.3) | 330(92.2)
Bone marrow biopsy performed
Yes 83(56.5) | 89(60.1) | 23(74.2) | 22(68.8) | 106(59.6) | 111(61.7) | 217(60.6)
Involved 20(24.1) | 22(24.7) | 13(56.5) 9(40.9) 33(31.1) | 31(27.9) | 64(29.5)
Indeterminate 1(1.2) 3(3.4) 0(0.0) 2(9.1) 1(0.9) 5(4.5) 6(2.8)
Not involved 62(74.7) | 64(71.9) | 10(43.5) | 11(50.0) | 72(67.9) | 75(67.6) | 147(67.7)
No 64(43.5) 59(39.9) 8(25.8) 10(31.3) 72(40.4) 69(38.3) | 141(39.4)
LDH elevated?
Yes 34(23.1) | 33(22.3) 9(29.0) 6(18.8) 43(24.2) | 39(21.7) | 82(22.9)
No 112(76.2) | 114(77.0) | 22(71.0) | 26(81.3) | 134(75.3) | 140(77.8) | 274(76.5)
Missing 1(0.7) 1(0.7) 0(0.0) 0(0.0) 1(0.6) 1(0.6) 2(0.6)
Bulky diseasel
Yes 39(26.5) | 43(29.1) 6(19.4) 6(18.8) 45(25.3) | 49(27.2) | 94(26.3)
No 107(72.8) | 105(70.9) | 25(80.6) | 26(81.3) | 132(74.2) | 131(72.8) | 263(73.5)
Missing 1(0.7) 0(0.0) 0(0.0) 0(0.0) 1(0.6) 0(0.0) 1(0.3)
Baseline créatinine clearance
>30ml/min but 20(13.6) | 16(10.8) 4(12.9) 8(25.0) 24(13.5) | 24(13.3) | 48(13.4)
<60ml/min
>60ml/min 127(86.4) | 132(89.2) | 27(87.1) | 24(75.0) | 154(86.5) | 156(86.7) | 310(86.6)
Prior antilymphoma regimens
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1 78(53.1) 79(53.4) 24(77.4) 18(56.3) | 102(57.3) | 97(53.9) | 199(55.6)

>1 69(46.9) | 69(46.6) 7(22.6) 14(43.8) | 76(42.7) | 83(46.1) | 159(44.4)
Relapse/progression documented within 2years of initial diagnosis

Yes 49(33.3) | 50(33.8) 7(22.6) 11(34.4) | 56(31.5) | 61(33.9) | 117(32.7)

No 98(66.7) | 98(66.2) | 24(77.4) | 20(62.5) | 122(68.5) | 118(65.6) | 240(67.0)

Missing 0(0.0) 0(0.0) 0(0.0) 1(3.1) 0(0.0) 1(0.6) 1(0.3)
Time since last anti lymphoma therapy

<2years 77(52.4) | 78(52.7) | 12(38.7) | 14(43.8) | 89(50.0) | 92(51.1) | 181(50.6)

>2vyears 70(47.6) | 70(47.3) | 19(61.3) | 18(56.3) | 89(50.0) | 88(48.9) | 177(49.4)
Previous rituximab treatment

Yes 125(85.0) | 124(83.8) | 27(87.1) | 26(81.3) | 152(85.4) | 150(83.3) | 302(84.4)

No 22(15.0) | 24(16.2) 4(12.9) 6(18.8) 26(14.6) | 30(16.7) | 56(15.6)
Prior rituximab-containing chemotherapy regimen

Yes 108(73.5) | 108(73.0) | 22(71.0) | 21(65.6) | 130(73.0) | 129(71.7) | 259(72.3)

No 39(26.5) | 40(27.0) 9(29.0) 11(34.4) | 48(27.0) | 51(28.3) | 99(27.7)
Refractory to last prior regimen

Yes 26(17.7) | 25(16.9) 4(12.9) 1(3.1) 30(16.9) | 26(14.4) | 56(15.6)

No 121(82.3) | 123(83.1) | 27(87.1) | 31(96.9) | 148(83.1) | 154(85.6) | 302(84.4)
High tumour burden(GELF criteria)

Yes 77(52.4) | 68(45.9) | 20(64.5) | 18(56.3) | 97(54.5) | 86(47.8) | 183(51.1)

No 70(47.6) | 80(54.1) | 11(35.5) | 14(43.8) | 81(45.5) | 94(52.2) | 175(48.9)
Chemo-resistant status®

Yes 22(15.0) 24(16.2) 3(9.7) 2(6.3) 25(14.0) 26(14.4) 51(14.2)

No 125(85.0) | 124(83.8) | 28(90.3) 30(93.8) | 153(86.0) | 154(85.6) | 307(85.8)
Chemotherapy eIigibIed

Yes 83(56.5) | 82(55.4) | 21(67.7) | 21(65.6) | 104(58.4) | 103(57.2) | 207(57.8)

No 59(40.1) | 64(43.2) 9(29.0) 11(34.4) | 68(38.2) | 75(41.7) | 143(39.9)

Missing 5(3.4) 2(1.4) 1(3.2) 0(0.0) 6(3.4) 2(1.1) 8(2.2)
Unfit for chemotherapy®

Yes 39(26.5) | 35(23.6) | 15(48.4) | 14(43.8) | 54(30.3) | 49(27.2) | 103(28.8)

No 108(73.5) | 113(76.4) | 16(51.6) | 18(56.3) | 124(69.7) | 131(72.8) | 255(71.2)

CrCl = creatinine clearance; ECOG = Eastern Cooperative Oncology Group; FL = follicular lymphoma; FLIPI = Follicular Lymphoma International
Prognostic Index; GELF = Groupe d’Etude des Lymphomes Folliculaires; ITT = intent-to-treat; LDH = lactate dehydrogenase; Len + Rit =
lenalidomide in combination with rituximab (R2 Arm); MALT = mucosa-associated lymphatic tissue; Max = maximum; Min = minimum; MZL =

marginal zone lymphoma; Pbo + Rit = placebo plus rituximab (Control Arm); PR = partial response; PD = progressive disease; ULN = upper limit

of normal.

a Lactate dehydrogenase elevated is defined as LDH > ULN.
b Bulky disease is defined as at least one lesion that is = 7 cm or at least 3 lesions with 3 cm or larger in the longest diameter by investigator

review.

¢ Chemo-resistant was defined as PR or PD < 6 months from last chemotherapy (yes, no).
d Chemotherapy eligible was defined as chemo-naive, or received prior chemotherapy and had progression > 2 years from last chemotherapy

treatment.

e Unfit for chemotherapy was defined as age = 70 years, or if 60 to 69 years old and CrCl < 60 mL/min or ECOG Performance Status = 2 (yes,

no).

Data cutoff: 22 Jun 2018.
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Numbers analysed

The ITT Population was comprised of 358 subjects. The mITT Population included a total of 312 subjects
(87.2% of the ITT Population). The Safety Population was comprised of 356 subjects (99.4% of the ITT
Population) including 176 subjects (98.9%) in the R2 Arm and 180 subjects (100.0%) in the Control Arm.

Table 12 Analysis Population — ITT Population

FL MzZL Overall

Analysis Overall
Populations, n(%) Len+Rit Pbo+Rit | Len+Rit | Pbo+Rit | Len+Rit Pbo+Rit

(N=147 | (N=148) | (N=31) | (N=32) | (N=178 | (N=180) | (N=35
Intent-to-treatd 147 148(100.0)| 31(100.0)| 32(100.0) | 178(100.0)| 180(100.0)| 358(100.0)

(100.0)
Modified intent-to- 128(87.1) | 135(91.2) | 24(77.4) | 25(78.1) | 152(85.4) | 160(88.9) | 312(87.2)
SafetyC 146(99.3) | 148(100.0)| 30(96.8) | 32(100.0)| 176(98.9) | 180(100.0) 356(99.4)

FL = follicular lymphoma; ITT = intent-to-treat; Len + Rit = lenalidomide in combination with rituximab (R? Arm);

MZL = marginal zone lymphoma; Pbo + Rit = placebo plus rituximab (Control Arm); SMZL = splenic marginal zone lymphoma.

a Intent-to-treat Population includes all randomized subjects. Summarized by planned treatment.

b The mITT Population includes all randomized subjects who have received at least 1 dose of study medication, had

a confirmed diagnosis of relapsed/refractory FL or MZL by central pathology review except SMZL which was based on local pathology assessment,
and had baseline (Screening) and at least 1 postbaseline tumour assessment for efficacy. Summarized by planned treatment.

c Safety Population included all subjects who received at least 1 dose of study treatment. Summarized by actual treatment.

Data cutoff: 22 Jun 2018.

Outcomes and estimation

The ITT Population was used for the primary efficacy analysis. The primary efficacy analyses were based
on data from the IRC review, using the modified 2007 IWGRC. Data from the investigator’s assessments
were used in a supportive analysis for the primary and key secondary efficacy endpoints.

e Primary endpoint (PFS)

Table 13 Progression-free Survival by IRC Assessment per 2007 IWGRC with Censoring Rules Based on
EMA Guidance - ITT Population

FL MIL Overall
Len + Rt Pho + Rat Len + Rt Pho + Rit Len + Rit Phe + Rit
N =147T) (N =148) N=3I) N=31) W=178) (IN=180)
Number of subjects, n (%o)
With event 56 (38.1) 101 (68.2) 12 (38.7) 16 (50.0) 68 (38.2) 117 (65.0)
Censored 91 (61.9) 47 (31.8) 19 (61.3) 16 (50.0) 110 (61.8) 63 (35.0)
Median PFS (95% CI) (months)® | 39.4 (25.1, NE) 13.8(11.2, 16.0) 249 (16.7. NE) 25.2(11.1.NE) 39.4 (24.9. NE) 141(11.4.16.7)
PFS rate at 6 months 92.2% 76. 7% 84.8% 78.0% 91.0% 76.9%
(95% CT) (86.3%, 95.6%) (68.9%. 82.7%) (64.3%. 94.0%) (59.3%, 88.9%) (85.5%, 94.5%) (70.0%, 82.4%)
PFS rate at 1 year 82.6% 54.4% 84.8% 68.3% 82.9% 56.8%
(95% CT) (73.1%, 88.0%) (45.8%, 62.2%) (64.3%, 94.0%) (49.0%, 81.5%) (76.2%, 87.9%) (49.1%, 63.8%)
PFS rate at 2 years 60.1% 31.8% 31.7% 60.0% 58.8% 316.6%
(95% CT) (50.7%, 68.3%) (24.0%, 39.9%) (29.1%, 70.2%) (40.0%, 75.3%) (50.2%, 66.5%) (29.1%, 44.0%)
p-value < 0.0001® 0.7068" < 0.0001¢
Hazard ratio (93% CT) 0.40 (0.29, 0.55) 0.87 (041, 1.83)¢ 0.45 (033, 0.61)e

CI = confidence mnterval; EMA = European Medicines Agency; FL = follicular lymphoma; IRC = Independent Feview Conunittee; ITT = mtent-to-treat;
[WGRC = International Working Group Response Criteria; Len + Rit = lenalidomide in combination with rifuximab (R* Arm); MZL = marginal zone

Iymphoma; NE = not estimable; Pbo + Rit = placebo plus rituximab (Control Arm); PFS = progression-free survival

* Median estimate is from Kaplan-Meier analysis.

® P-value from log-rank test.

© For overall, p-value from log-rank test stratified by 3 factors: previous rituximab treatment (yes, no), tume since last antilymphoma therapy (= 2, = 2 years),

and disease histology (FL, MZL).

3 From Cox proportional hazard model.

* For overall, hazard ratio and 1ts CI were estimated from Cox proportional hazard model adjusting for the stratification factors noted above.

Data cutoff: 22 Jun 2018.
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Figure 3 Kaplan-Meier Curve of Progression-free Survival in AUGMENT by IRC assessment per 2007 IWGRC
with Censoring Rules Based on EMA Guidance — ITT Population
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CI = confidence interval: EMA = European Medicines Agency; FL = follicular lymphoma: ITT = intent-to-treat;
IWGRC = International Working Group Response Criteria: KM = Kaplan-Meier: MZL = marginal zone
lymphoma; NE =not estimable; Rit + Len = rituximab plus lenalidomide (R Arm); Rit + Pbo = rituximab plus
placebo (Conftrol Arm).

* P-value from stratified log-rank test. Stratification factors include the following: previous rituximab treatment
(ves, no). time since last antilymphoma therapy (< 2, > 2 years), and disease histology (FL. MZL). Hazard ratio

and its CI were estimated from Cox proportional hazard model adjusting for the stratification factors.

Previously treated FL

For the primary endpoint PFS, when applying EMA censoring rules, there was a 60% reduction in the risk
of progression or death for the R2 Arm compared to the Control Arm (HR = 0.40; 95% CI: 0.29, 0.55; p <
0.0001).
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Figure 4 Kaplan-Meier Curve of Progression-free Survival in AUGMENT by IRC Assessment with Censoring
Rules Based on EMA Guidance in Subjects with FL- ITT Population
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CI = confidence interval; EMA = European Medicines Agency; FL = follicular lymphoma; IRC = Independent Review
Committee; ITT = intent-to-treat; IWGRC = International Working Group Response Criteria; KM = Kaplan-Meier; NE = not
estimable; Rit + Len = rituximab plus lenalidonude (R* Arm); Rit + Pbo = rituximab plus placebo (Control Arm).

Data cutoff: 22 Jun 2018.

Previously treated MZL

The PFS results in subjects with MZL were inconsistent with that of the overall population. In the MZL
subgroup, PFS results were numerically similar between the R2 Arm and the Control Arm with an
unstratified HR of 0.87 (95% CI: 0.41, 1.83) (EMA censoring rules). Univariate and multivariate analyses
suggested that the PFS results in the MZL subgroup were likely explained by the small sample size and
the imbalance in baseline prognostic factors (e.g., age, Ann Arbor Stage, FLIPI score, ECOG performance
status score, B symptoms, and LDH) in favour of the Control Arm. Adjusting for the imbalance between
arms in identified, statistically significant prognostic factors (Ann Arbor Stage and LDH) in the MZL
subgroup resulted in a PFS HR of 0.460 (95% CI: 0.192, 1.101) in favour of the R2 Arm; this HR was
similar to in the overall ITT Population.

Univariate and multivariate analysis of PFS

Univariate analyses using Cox regression model revealed that several baseline factors were prognostic in
the MZL subgroup. Specifically, Ann Arbor Stage 1V, elevated LDH, and “unfit for chemotherapy” were
identified as significant prognostic factors based on significance level of p < 0.05.

Multivariate analyses adjusting for the imbalance in these 3 significant prognostic factors in the MZL
subgroup showed an adjusted PFS HR of 0.51 (95% CI: 0.20, 1.28) in favour of the R2 Arm;
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Table 14 Cox Proportional Hazard Model for Progression-free Survival Based on IRC

Univariate Model”

Final Multivariate Model”

Hazard Hazard

Variable Ratio 95% CI1 p-value Ratio 95% CI p-value
Treatment (R* Arm vs Control Arm)® 1.001 (0.471.2.125) | 0.998 0.509 |(0.202.1.284)| 0.153
Age (> 70 vs < 70 yrs) 2083 | (0.936.4.634) | 0.072

Sex (male vs female) 1.990 (0.939.4216) | 0.072

Ann Arbor Stage (IV vs VIVIID) 2.746 (1.205.6.258) | 0.016 2436 |(0.998.5.947)| 0.051
FLIPI (high vs low/medium) 1.775 (0.841,3.745) | 0.132

ECOG (1-2vs 0) 1.228 | (0.562.2.685) | 0.607

LDH (elevated vs not elevated) 2.348 (1.096.5.031) | 0.028 2,792 |(1.131.6.897)| 0.026
B symptom (yes vs no) 0.931 (0.220.3.941) | 0.923

High tumor burden (yes vs no) 1465 (0.662.3.244) | 0.346

Chemoresistant (yes vs no) 0.493 (0.067.3.644) | 0.488

Unfit for chemotherapy (ves vs no) 2.377 (1.043.5.416) | 0.039 2.086 |(0.892.4.876)| 0.090

ECOG = Eastern Cooperative Oncology Group: FDA = Food and Drug Administration: FLIPI = Follicular
Lymphoma International Prognostic Index: IRC = Independent Review Committee: ITT = intent-to-treat:
LDH = lactate dehydrogenase; MZL = marginal zone lymphoma: yrs = years.

* Model includes one risk factor.

b Model includes treatment arm and significant risk factors (p-value < 0.05) from univariate analyses.
¢ R? Arm = lenalidomide in combination with rituximab. Control Arm = placebo plus rifuximab.

Data cutoff: 22 Jun 2018.

Investigator’s assessment

The results of investigator-assessed PFS with censoring based on EMA Guidance are presented below for
overall ITT population, FL subjects and MZL subject.

Table 15 Progression free survival by investigators assessment based on EMA guidance on ITT
population- Overall Population

Celgene Corporaticn
Protocol: CC-5013-NHL-007

Progression-free Survival (PF3) by Investigator Assessment with Censoring Rules Based on EMA Guidance

Table 14.2.1.2.3

ITT Population

Database Cutoff Date:

Page 1 of !
22JUN2011

Statistics

Mumber of Subjects
$# of Subjects with event n(%)
# of Subjects censored n(%)

Median PFS (85% CI) (months) [a]

PF5 Rate at & months (95% CI)
EFS Rate at 1 year (95% CI)
PFS Rate at 2 years (93% CI)

B-value [b]

Hazard ratic (HR) estimate [c]
95% CI for HR

Rituximab + Lenalidomide
(N=174)

w o
[V

27.8

(44,9
{ 55.1

{22.1,

81.7% (26.4%,

82.0% |

75.2%,

54.6% (46.4%,

<0.0001

0.50

]
]

¥E)

95
87
62

(0,38, 0.67)

.0%)
.0%)
.1%)

Rituximab + Flacebo

(=180}
120 { 66.7)
60 ( 33.3)

14.3 (12.4, 17.7)

81.4% (74.9%,
58.9% (51.2%,
34.4% (27.2%,

86.4%)
£5.7%)
41.7%)
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Table 16 Progression free survival by investigators assessment based on EMA guidance on ITT population-
FL Population

Celgene Corporation

Page 1 of 1
Brotocol: CC-5013-NHL-007

Database Cutoff Date: ZZJUNZO0LA
Table 14.2.1.2.3z

Progression-free Survival (PFS] by Investigator Lssessment with Censoring Bules Based on EMR Guidance
FL Subjects in ITT Population

Rituximsbh + Lenalidomide Bituximsb + Placebo

Statisties (H=147] (W=148)
Numker of Subjects
§ of Subjects with event n(%) &3 [ 42.3) 101 | e8.2)
§ of Subjects censored ni(d) g4 [ §7.1) 47 [ 31.8)
Median PFS (35% CI) (months) [a] 30.4 {22.1, NE} 14.1 (11.4, 16.8)

DFS Rzte at & months (35% CI)
PFS Rzte at 1 year (535% CI)
PFS Rzte at Z years (55% CI)

54 3% (BB_5%, 57.1%)
B3.3% (76.0%, B8_&%)
DE.6% (47.4%, ©4.7%)

80.7% (73.3%, Bc.3%)
57.4% (4B.8% &5.0%)
33.4% (2b.6%, 41.4%)

B-valus [b] <0.0001
Hazard ratic (HR) estimate [c] 0.4g
35% CI for HR (0.33, 0.€3)

Table 17 Progression free survival by investigators assessment based on EMA guidance on ITT population-
MZL Population

Celgene Corporation

Page 1 of 1
Protocol: CC-5013-NHL-007 Database Cutoff Date: Z2JUNZ018
Table 14.2.1.2.3b

Progression—free Survival (PES) by Investigator hssessment with Censoring Rules Based on EMR Guidance
MZL Subjects in ITT Population

Bituximab + Lenalidomide

Rituximab + Placebeo
Statistics (=31}

(H=32]
Humber of Subjects
# of Subjects with event n(%) 17 [ 54.8) 15 [ 55.4)
# of Subjects censored ni%) 14 [ 45.2) 13 [ 40.8)

Median PES (55% CI) (months) [zl

DEFS Rate at & months [55% CI)
DFS Rate at 1 year (55% CI)
DFS Rate at Z years (33% CI)

P-valua [b]

Hazard ratic (HR) estimste [c]

12.2 {16.0, NE)

75.0% [E5.1%, SD.0%)
75.4% [E5_2%, B7.5%)
45 _5% [ZE_4%, €2.8%)

0.8425

0.53

22.1 (8.7, KE]

84._4% (e&.5%, 53.2%)
€5.3% [46.1%, 79.1%]
35.2% (21.6%, 56.4%)

55% CI for HR (D.48, 1._80)

Further analysis revealed the PFS by investigator assessment results based on EMA Guidance on the

mITT Population were also similar to those of the ITT Population with HR (95% CI):0.48 (0.35, 0.65); p-
value < 0.0001.

Assessment report

EMA/CHMP/693880/2019 Page 37/139



Secondary endpoints

Best response and Objective response

IRC assessment

FL MZL Overall
Len+Rit | Pho+Rit | Len+Rit | Pho+Rit | Len+Rit | Pbo +Rit
(N=14T) | (N=148) (N=31) N=231) (N =17§) (N =180)
Best response, n (%)
Complete response 51 (34.7) 20 (19.6) Q(29.0) 4(12.5) 60 (33.7) 33(18.3)
Partial response 67 (45.6) 53(35.8) 11 (35.5) 10 (31.3) T8 (43.8) 63 (35.00
Stable dizeasze 14 (9.5) 44029.T) 6(19.4) 11 (34.4) 200112 35 (30.6)
Progressive disease/ T (4.8) 19(12.8) 0(0.0) 4(12.5) 7(3.9) 23(12.8)
Death
Mo evidence of dizease 3(2.00 2(1.4) 0(0.0) 2(6.3) LX) 402.72)
Unknown/ND/Missing 5(3.4) 1{0.T) 5(16.1) 1(3.1) 10 (3.6) 2(1.1)
Objective response 118 (20.3) 82(354) 20 (64.5) 14 (43.8) 138 (77.5) | 96(33.3)
(CE+PE), n (%)
03% CI* (72.9,86.4) | (47.0,63.6) | (454, 80.8) | (26.4,62.3) | (70.7,83.4) | (45.8,60.8)
p-value = 0.0001% 0.1313" = (.0001¢
Complete response, n (%) | 51 (34.7) 20(19.6) Q(29.0) 4(12.5) 60 (33.7) 33 (18.3)
03% CI* (27.0,43.0) [ (13.5,26.9) | (142 48.0) | (3.5,2900) | (26.8,41.2) | (13.0,24.8)
p-value 0.0040° 0.128¢% 0.0010°

CI = confidence interval; CE. = complete response; FL = follicular lymphoma; ITT = intent-to-treat;
IWGEC = International Working Group Fesponse Cntenia; Len + Rit = lenalidomide in combination with
ntuximab (R* Am); MZL = marginal zone lymphoma; ND = not determined; Pbo + Rit = placebo plus dtuximab
(Control Amm); PR = partial response.

 Exact confidence interval for binomial distnbution.

® P-value obtained from Fisher-Exact test
¢ P-value obtained from Cochran—Mantel-Haenszel test adjusting for stratification factors: previous ntuximab

treatment (yes, no), time since last antilymphoma therapy (= 2, =

NOTE: Percentage is based on the total number of subjects in each treatment arm.

Data cutoff: 22 Jun 2018

2 years), and disease histology (FL, MZL).
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Table 18 Best Response by IRC Assessment per 2007 IWGRC - ITT Population

FL MZIL Overall
Len+Rit | Pho+Rit | Len+Rit | Pho+Rit | Len+Rit | Pho + Rit
N=14T) | (N=148) (N=131) N =231 N=178) | (N=180)
Best response, n (%)
Complete response 310347 29 (19.6) 929.0 4(12.5) 60 (33.7) 33(18.3)
Partial response 67 (45.6) 33(33.8) 11 (33.5) 10(31.3) T8 (43.8) 63 (35.0)
Stable disease 14 (8.5) 44207 6(19.4) 11(344) 20(11.2) 55 (30.6)
Progressive disease/ 7(4.8) 19(12.8) 0 (0.0 4(12.5) T(3.9) 23(12.8)
Death
No evidence of disease 32.00 2(1.4) 000 2(6.3) 3T 4(2.2)
Unknown/ND/Missing i(3.4) 1 (0.7 3(16.1) 1(3.1} 10 (5.6) 2{1.1)
Objective response 118 (80.3) | 82(354) 20 (64.5) 14743.8) 138 (77.5) | 96(53.3)
(CE+PR). n (%)
95% CT* (72.9.864) | (47.0.63.6) | (454, 80.8) | (264,623) | (70.7,83.4) | (45.8, 60.8)
p-value = 0.0001% 0.1313% = 0.0001¢
Complete response, n (%) | 31 (34.7) 20(19.6) 9{29.0 4{12.5) 60 (33.7) 33(18.3)
95% CT* (27.0,43.00 | (13.5,269) | (142, 48.0) | (3.3,29.0) | (26.8,41.2) | (13.0,24.8)
p-value 0.0040° 0.1289" 0.0010°

CI = confidence interval; CE. = complete response; FL = follicular lymphoma; ITT = ntent-to-treat;
IWGERC = Intemational Working Group Eesponse Cnteria; Len + Rit = lenalidomide in combination with
rtuximab (F* Arm); MZL = marginal zone lymphoma; NI} = not determined; Pbo + Rit = placebo plus rituximab
(Control Arm); PE. = partial response.

* Exact confidence interval for binomial distmbution.

¥ P_value obtained from Fisher-Exact test.

¢ P-value obtained from Cochran-Mantel-Haenszel test adjusting for stratification factors: previous nfuximab

treatment (yes, no), time since last antilymphoma therapy (= 2, =

NOTE: Percentage is based on the total number of subjects in each treatment arm.

Data cutoff: 22 Jun 2018|

2 years), and disease histelogy (FL, MZL).
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Investigator’s assessment

Table 19 Best response assessment by investigator

Celgene Corporaticn
Protocol: CC-5013-NHL-007
Table 14.2.2.2.2.1
Best Response Asszessment by Investigator per 2007 IWGRC
ITT Population

Page 1 of 1

Database Cutoff Date: 22JUNZ01E

Rituximab + Lenalidomide

(N=178)
Best Besponse
Complete Response (CR) - n (%) 57 ( 32.0)
Partial Response (PR) - n (%) 24 ( 47.2)
Stable Disease (SD) - n (%) 22 ( 12.4)
Progressive Disease (PD)/Death - n (%) & [ 3.4)
UNE/Hot Done/Missing - n (%) 9 { 5.1)
CObjective Response (CR+PR) - n (%) 141 { 78.2)
95% CI [a] (72.5, EB4.9)
P—value [b] <0.0001
Complete Response (CR) - n (%) 57 ( 32.0)
95% CI [a] (25.2, 39.4)
P-value [b] 0.0119

Rituximeb + Flacebo

(N=180)
37 ( 20.8)
70 ( 33.3)
56 ( 31.1)
15 ( 3.3)
2 { 1.1)

107 { 59.4)

(51.9, €6.7)
37 ( 20.8)

(14.9, 27.2)

Percentage is based on the total number of subjects in esach treatment arm.
[a] Exact confidence interval for binomial distribution.

[b] B-walue obtained from CMH test adjusting for stratification factors: previous rituximab treatment (yes:; no), time since last antilymphoma

therapy (<= 2; > Z year), and digease histology (FL; MZIL).
Program Source: \\wilbtib\wilbtib05\Celgene CGNCCSOL3NHLOOT\Trunk\TLF\T140202020201.=5as
Data Source: LRDEESP Data Extraction Date: 17JULZ018

Duration of response (DOR)

Version: Finmal
Fun date:

135EPZ01E

Overall, the median DOR (95% CI) by IRC assessment per the 2007 IWGRC among responders was 36.6
months (22.9, not estimable [NE]) in the R2 Arm and 21.7 months (12.8, 27.6) in the Control Arm.
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Figure 8: Kaplan-Meier Curve of Duration of Response by IRC Assessment per
IWGRC 2007 — ITT Population
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CI = confidence interval; IF.C = Independent Feview Committee; ITT = intent-to-treat; IWGERC = Intematicnal
Workmg Group Fesponse Criteria; KM = Kaplan-Meier; NE = not estimable; Rit + Len = ntuximab plus
lenalidomide (B Arm): Rit + Pbo = rituximal plus placebo (Control Arm).

Applicable to subjects who have achieved a complete response or partial response postbaseline.

Note: P-value from log-rank text. Hazard ratio and its CI were estimated from Cox proportional hazard methed

Data cutoff: 22 Jun 2018.

Similar results were noted in subjects with FL. In subjects with MZL, the median DOR (95% CI) by IRC
assessment per the 2007 IWGRC among responders was 17.4 months (13.2, NE) in the R? Arm and not
estimable in in the Control Arm.
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Figure 9: Kaplan-Meier Curve of Duration of Response by IRC Assessment per

IWGERC 2007 in Subjects with FL. — ITT Population
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CI = confidence interval; FL = follicular lymphoma; IE.C = Independent Review Committee; ITT = intent-to-treat;
IWGE.C = Intemational Working Group Response Criteria; KM = Kaplan-Meier; NE = not estimable;
Eit + Len = rituximab plus lenalidomide (B Arm); Rit + Pbo = rituximab plus placebo (Conftrol Amm).
Applicable to subjects who have achieved a complete response or partial response postbaselime.
Note: P-value from log-rank text. Hazard ratio and its CT were estimated from Cox proportional hazard method
Data cutoff: 22 Jun 2018.
Figure 10: Kaplan-Meier Curve of Duration of Response by IRC Assessment per
IWGRC 2007 in Subjects with MZL — ITT Population
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CI = confidence interval; IF.C = Independent Feview Committee; ITT
Workmg Group Fesponse Criteria; KM = Kaplan-Meier; MZL = marginal zone lymphoma; NE = not estimable;
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International

Rit + Len = rituximab plus lenalidomide (B* Arm); Rit + Pbo = ntuximab plus placebo (Control Arm).

Applicable to subjects who have achieved a complete response or partial response postbaseline.
Note: P-value from log-rank text. Hazard ratio and its CI were estimated from Cox proportional hazard method

Data cutoff: 22 Jun 2018,
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Duration of Complete Response (DOCR)

Overall, the median DOCR (95% CI) by IRC assessment per the 2007 IWGRC among responders was not
estimable in either treatment arm. In the RZ Arm, the probability of DOCR (95% CI) at = 12 months was
84.2% (71.8%, 91.5%) versus 77.0% (57.6%, 88.3%) in the Control Arm. In the R? Arm, the probability
of DOCR (95% CI) at = 24 months was 67.4% (50.8%, 79.5%) versus 61.7% (41.2%, 76.8%) in the
Control Arm. Similar results were shown in subjects with FL.

In subjects with MZL, the median DOCR (95% CI) by IRC assessment per the 2007 IWGRC among
responders was 22.1 months in the R2 Arm and not estimable in the Control Arm. In the R2 Arm, the
probability of DOCR (95% CI) at = 12 months was 88.9% (43.3%, 98.4%) versus 100.0% (100.0%,
100.0%) in the Control Arm. In the R2 Arm, the probability of DOCR (95% CI) at = 24 months was
44.4% (1.0%, 86.6%) versus 100.0% (100.0%, 100.0%) in the Control Arm.

Durable Complete Response Rate (DCRR)

Overall, 45 subjects (25.3%) in the R> Arm and 20 subjects (11.1%) in the Control Arm had a DCRR (p =
0.0006). Furthermore, of the subjects with ongoing CR, 6 subjects (10.0%) in theR2 Arm and 3 subjects
(9.1%) in the Control Arm achieved CR for < 1 year. Of subjects who had CR but were no longer in CR, 9
subjects (15.0%) in the R2 Arm and 10 subjects (30.3%) in the Control Arm achieved CR for < 1 year.
Similar results were noted in subjects with FL.

A similar trend was observed in subjects with MZL: DCRR was achieved by 7 subjects (22.6%)in the R?
Arm versus 2 subjects (6.3%) in the Control Arm (p = 0.0816).

Overall survival (0S)

With a median follow up of 28.30 months, there were 16 deaths in the R? Arm versus 26 deaths in the
Control Arm reported (HR [95% CI]: 0.61 [0.33, 1.13]); the medians OS for both arms have not been
reached, see table below. Kaplan-Meier curves overlapped until 1 year with separation shown after 1
year, see figure below.
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Table 20 Summary of Overall Survival - ITT Population

FL MIL Orverall
Len + Rit Fbo + Rit Len + Rit FPho +Rit Len + Rit Pho + Rit
N=14T) N=145) N=231) N=31) N=1T8) N =180
Number of subjects, m (%)
Mumber of subjects with event 11(7.5) M(163) 5(16.1) 1(6.3) 15(9.0 265(14.4)
Mumber of subjects censersd 136(82.5) 124 (83.E) 16(839) 30038 162 (91.0) 154 (B3.6)
Median 05 time (95% CI) (months)y* | NE (NE, NE) NE (NE, NE) KE (NE.NE) NE (KE. NE) NE (NE. NE) NE (NE. ME)
05 rate at 1 year 05 3% 059% 03.5% 26.0% Q5E% 26.0%
@5 Ch (B1.4%, 0B5%) | (91.0%, PE.1%) | (76.6%, 9E.3%) | (TRE3L 99.8%L) | (91430 98.0%) | (PL83L BE.I%W)
05 rate at 2 years B4 B 85.8% 21.8% 23.6% A1.6% B7.2%
5% Ch (B9.5%.,07.5%) | (PBS%, 90.TH) | (61.3%,92.0%) | (76.0%: 984%) | (BV.3%.95.7W) | (BLO%. B1.5%)
Hazard mtio 047 1.8 0.41¢
25% C1 for hazard ratio (0.12, .82 (055, 14.82)0 (033, L13F

CI=confidence inferval; FL = follicular lymphoma: ITT = mient-to-treat; Len + Bt = lenalidomide in combinaton with nnmimab (B Arm); MZL = margmal
zone lymphoma; NE = not estimable; 05 = overall survival: Pho + Bit = placebo plos mnramab (Control Arm).

* Median estimate is from Kaplan-Meier anabysis.

t From Cox proportional harard model

¢ For overall, hazard ratio and its CT were estimated Cox mode] adjnsting for the smatification factors: previeus mioximab meatment (yes, ne), time since last
mntilymphoma therapy (< 2, = 2 years), and disease histology (FL. MZL).

TNiata rendF 27 Fom WAR

Figure 5 Kaplan-Meier Curve of Overall Survival in AUGMENT - ITT Population
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CI = confidence mterval: FL = follicular lymphoma: ITT = intent-to-treat; KM = Kaplan-Meier; MZL = marginal
zone lymphoma; NE = not estimable; Rit + Len = ntuximab plus lenalidomide (R* Arm); Rit + Pbo = ntuximab
plus placebo (Control Arm).

* Hagzard ratio and 1ts confidence mterval were esttmated from Cox model adjusting for the stratification factors:
previous rituximab treatment (yes, no), time since last autilj,mpimma therapy (= 2, = 2 vears), and disease
histology (FL, MZL).
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Figure 6 Kaplan-Meier Curve of Overall Survival in Subjects with FL — ITT Population
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CI = confidence mterval: FL = follicular lymphoma; KM = Kaplan-Meier; ITT = mntent-to-treat;

Len + Rit = lenalidomide in combination with rituximab (R* Arm): NE = not estimable; OS = overall survival;
Pho + Rit = placebo plus rituximab (Control Arm).

Median estimate is from Kaplan-Meier analysis. Hazard ratio and its CT were estimated from Cox proportional
hazard method.

Data cutoff: 22 Jun 2018.

Figure 7 Kaplan-Meier Curve of Overall Survival in Subjects with MZL - ITT Population
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CI = confidence interval; KM = Kaplan-Meier; ITT = mtent-to-treat; MZL = marginal zone lymphoma;
Len + Rit = lenalidomide in combination with rituximab (R*> Arm); NE = not estimable: OS = overall survival;
Pbo + Rit = placebo plus rituximab (Contrel Arm).

Median estimate 15 from Kaplan-Meier analysis. Hazard ratio and its CI were estumated from Cox proportional
hazard method.
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Time to next antilymphoma treatment (TTNLT) and Time to next antilymphoma chemotherapy
(TTNCT)

Table 21- ITT Population

FL AMZL Overall
Len + Rit | Pbo + Rit | Len + Rit | Pbo + Rit | Len + Rit | Pbo + Rit
(N=147) | (N=148) | (N=31) (N=32) | (N=178) | (N=180)
Time to next antilvmphoma treatment
# cnf' subjects with events, n 37(252) | 70(473) | 12(387) | 10(31.3) | 49(275) | BO(444)
(%o

Hazard ratio estimate (95%

cD

0.43 (0.29, 0.65)

1.58 (0.68, 3.67)

0.54 (0.38, 0.78)°

p-value p < 0.0001¢ p=02833° p =0.00074
Time to next antilvmphoma chemotherapy
# of subjects with events, n(%) | 24 (16.3) | 48 (32.4) 6(19.4) 9(28.1) 30(16.9) | 57(31.7)

Hazard ratio estimate (95%

CD

044 (0.27, 0.727

0.82 (0.29. 2.30)°

0.50 (0.32. 0.78)°

p-value

p = 0.0007¢

p = 0.7001°

p<0.0017¢

CI = confidence mterval; FL = follicular lymphoma; ITT = intent-to-treat; Len + Rit = lenalidomide m combimnation

with rituximab (R? Arm); MZL = marginal zone lymphoma: Pbo + Rit = placebo plus rituximab (Control Arm).

# From Cox proportional hazard model.
* From Cox proportional hazard model adjusting for the stratification factors noted below in footnote “d”.

¢ P-value from log-rank test.

4 P-value from log-rank test stratified by 3 factors: previous rituximab treatment (yes, no), time since last
antilymphoma therapy (= 2, = 2 years), and disease histology (FL, MZL).

Data cutoff: 22 Jun 2018.

Table 22 Summary of Response Rate to Next Antilymphoma Chemotherapy - ITT Population

Subjects with Next Antilvmphoma Treatment
Len + Rit Pho + Rit
(N = 49) (N =80)
Objective Response (CR+PR) —n (%) 28(57.1) 29 (36.3)
95% CT (422 71.2) (25.8,47.8)
p-value® 0.0282
Complete Response (CR) —n (%) 15(30.6) 13 (16.3)
95% CT? (18.3.454) (8.9,26.2)
p-value® 0.0775

CI = confidence mterval; CR. = complete response; ITT = intent-to-treat; Len + Fit = lenahdomide m combination

with rituximab (R? Arm); Pbo + Rit = placebo plus rituximab (Control Arm); PR = partial response.
# Exact confidence interval for binomial distributions.
¥ P_value obtained from Fisher-Exact test.
Note: Response rate to next antilvmphoma treatment 1s defined as the proportion of subjects with best response of at

least PR duning the next antilymphoma therapy among subjects who have taken 1t.

Data cutoff: 22 Jun 2018.

Event-free Survival (EFS)
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The EFS HR (95% CI) was 0.51 (0.38, 0.67); p-value < 0.0001. The EFS rate (95% CI) as assessed by
the IRC at one year was 80.5% (73.7%, 85.7%) for the R? Arm and 56.2% (48.6%, 63.1%) for the
Control Arm. Similar results were seen in subjects with FL.

In subjects with MZL, the median EFS (95% CI) was 20.2 months (14.5, NE) in the RZ Arm and 25.1
months (9.2, NE) in the Control Arm. The EFS HR (95% CI) was 1.18 (0.60, 2.29); p-value = 0.6324.
The EFS rate (95% CI) as assessed by the IRC at 1 year was 75.5% (55.2%, 85.7%) for the R2 Arm and
65.6% (46.6%, 79.3%) for the Control Arm.

Exploratory endpoints
Response rate by IRC per the 1999 IWRC

Best Response by IRC Assessment per 1999 IWGRC - ITT Population

Results by IRC assessment per the 1999 IWGRC criteria (overall and in subjects with FL and subjects with
MZL) were consistent with the results using the 2007 IWGRC criteria. The response rates were very
similar to the 2007 IWGRC results, but differences were noted due to combined CR/CRu.

Table 23 Best Response by IRC Assessment per 1999 IWGRC - ITT Population

FL MZL Overall
Len+Rit | Pbo+Rit | Len+Rit | Pbo+Rit | Len +Rit | Pbo+Rit
(N=147) | (N=148) | (N=31) | (N=32) | (N=178) | (N=180)
Best response, n (%)
Complete response 51(347) 28 (18.9) 9 (29.0) 4(12.5) 60 (33.7) 32(17.8)
Complete response 12(8.2) 747 1(3.2) 1(3.1) 13(7.3) S(44)
unconfirmed
Partial response 55(37.4) | 47(31.8) | 10(323) | 9(28.1) | 65(36.5) | 56(31.1)
Stable disease 14 (9.5) 44 (29.7) 6(19.4) 11 (344) 20 (11.2) 55 (30.6)
Progressive disease/Death 7(48) 19 (12.8) 0(0.0) 4(12.5) 7(3.9) 23(12.8)
No evidence of disease 3(2.0) 2(14) 0(0.0) 2(6.3) 3017 4(2.2)
Unknown/ND/Missing 5034 1(0.7) 5(16.1) 1(3.1) 10 (5.6) 2(1.1)
Objective response 118(803) | 82(554) 20 (64.5) 14(43.8) | 138(775) | 96(533)
(CR/CRu+PR), n (%)
95% CI* (72.9, (47.0, (454, (264, (70.7, (458,
86.4) 63.6) 80.8) 62.3) 83.4) 60.8)
p-value < 0.0001* 0.1313° <0.0001°
Complete response, n (%) 63(42.9) | 35(23.6) | 10(323) | 5(15.6) | 73(41.0) | 40(22.2)
(95% CI)
95% CI* (347, (171, (16.7, (5.3,32.8) (337, (16.4,
51.3) 313) 51.4) 48.6) 29.0)
p-value 0.0005° 0.1477° 0.0002°

Histological transformation

Table 24 Summary of Histological Transformation — ITT Population
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FL MZL Overall
Len+ Rit | Pho+Rit | Len + Rit | Pho+ Rit | Len + Rit | Pho + Rit
(N=147) | (N=148) (N=31) (N=32) (N=178) | (N=180)
Number of subjects with 2(1.4) 9(6.1) 0(0.0) 1(3.1) 2(1.1) 10 (5.6)
histological transformation, n
(%)
95% CI*? (0.2,48) | (2.8,11.2) | (0.0,11.2) | (0.1,16.2) | (0.1.4.00 | (2.7.10.09

CI = confidence interval; FL. = follicular lymphoma; ITT = intent-to-treat; Len + Rit = lenalidomide in combination
with rituximab (R? Arm): MZL = marginal zone lymphoma: Pbo + Rit = placebo plus rituximab (Control Arm).

2 95% CT 1s based on the Clopper-Pearson exact method.

Data cutoff: 22 Jun 2018.

PFS2

Progression-free survival on next antilymphoma treatment (PFS2) was defined as time from
randomization to the first observation of disease progression or death due to any cause after next
antilymphoma treatment, or start of a third antilymphoma treatment since randomization in the study,
whichever occurs first.

In the ITT Population, PFS2 was improved in the R2 Arm compared with the Control Arm with an HR
(95% CI) of 0.52 (0.32, 0.82); p = 0.0046. Median PFS2was not estimable. Similar results were seen in
subjects with FL.

In subjects with MZL, the PFS2 HR (95% CI) was 1.02 (0.39, 2.65); p = 0.9643.

Figure 8 Kaplan-Meier Curve of Progression-free Survival on Next Antilymphoma Treatment - ITT

Population
Z %WHHH+HH e
E 0.87
a
£
=
o 056
E
g 047
0]
0.31 |P-wvalue[a] 00048
Hazard Ratio and 95% CI [a] 052 [0.22, 0.82]
027 Rituxdmab + Lenalidomide Ritusimab + placebo
KM Median (months) and 95% CI  NE [NE. NE] ME [NE. NE]
0.1+ Events/Subjects 28178 5180
0.0 — Rit+Len ~~ Rit+ Pbo
T T T T T T T T T T
0 8 12 18 24 30 36 42 48 54
Maonths from Randomization
Fit + Len 178 186 154 139 116 T 41 12 1 o
Rit + Pbo 180 171 155 135 a8 i3} 3z 12 1 o

CI = confidence mterval; FL. = follicular lymphoma; ITT = intent-to-treat; KM = Kaplan-Meier; MZL = marginal
zone lymphoma: NE = not estimable: Rit + Len = rituximab plus lenalidomide (R? Arm): Rit + Pbo = rituximab
plus placebo (Control Arm).

# P-value from stratified log-rank test. Stratification factors mclude the following: previous rituximab treatment
(ves, no), time since last antilymphoma therapy (= 2, = 2 years), and disease histology (FL. MZL).

Note: Hazard ratio and 1ts CI were obtained from Cox proportional hazard model adjusting for the stratification
factors.

Data cutoff: 22 Jun 2018.
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Evaluation of Quality of life

Health-related quality of life (HRQOL) were measured by the European Organisation for Research and
Treatment of Cancer (EORTC) Quality of Life Questionnaire Core 30 (QLQ-C30) and EuroQol Group's
questionnaire 5 dimensions (EQ-5D).

A minimal important difference (MID) of a = 10-point change from baseline at the individual subject level
was used to define the proportion of subjects reporting a meaningful difference in QOL for any given
domain of the EORTC QLQ-C30 (Osoba, 1998). For the EQ-5D health utility, the MID was defined as a
change from baseline of = 0.08 for improvement and = 0.10 for deterioration (Kvam, 2011). For the EQ-
5D VAS, a MID of 7 was used (Pickard, 2007).

The HRQOL compliance rates, based on the number of expected subjects at a given visit as the
denominator, were = 89% across all assessment visits during the treatment phase, regardless of
treatment group

Table 25 Compliance quotient EORCT-C30 global health status questionnaire — ITT population

Table 14.2.5.1.2
Compliance Quotient EQRCT-QLQ-C30 Global Health Status Cuestionnaire
Intent-to-Treat Populaticn)

Rituximab + Lenalidomide Rituzimab + Placebo Overall
Visit (N=178) (N=180) (N=358)
Screening 174/178 (57.8%) 177/180 (58.3%) 351/358 [5B.0%)
p-value [&] 0.723
CYCIE 4 DAY 1 158/163 (56.5%) 1e5/165 (57.€%) 323/332 (97.3%)
p-value [&] 0.747
CYCLE 7 DAY 1 140/148 (34.6%) 140/148 (34.¢6%) 2807238 (94.6%]
p-value [&] 1.000
CYCIE 10 D&Y 1 1217131 (52.4%) 10€/115 (B5.1%) 2277250 (30.8%]
p-value [z] 0.350
Cyele 12 113/115 (55.0%) 88/52 (53.5%] 155/211 (34.3%)
p-value [z] .77

Note: A subject is considered compliant at a visit if the Global Health Status/QoL domain of the QLQ-C30 is not
missing. The denominator is estimated based on the number of subjects who are alive and eligible for assessment at a
given time point.

[@]: The p-values are calculated based on the Fisher exact test comparing Rituximab + Lenalidomide vs. Rituximab +
Placebo.

The primary HRQOL analyses were performed based on the HRQOL-evaluable population, which included
subjects in the ITT Population who had a global health status/QOL domain score at the Screening (ie,
baseline) visit and at least 1 post baseline assessment. Of the ITT Population (n = 358), 94.4% (n = 338)
met the inclusion criteria for the HRQOL-evaluable population at Screening (165 [92.7%] subjects in the
R2 Arm and 173 [96.1%] subjects in the Control Arm).
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Table 26 Summary of EORTC QLQ-C30 scale (global health status) and change from baseline - ITT
population
Table 14.2.4.1

Summary of EORIC QLQ-C30 Scale and Change from Baseline
ITT Population

Rituximeb + Lenalidomide Bituximab + Placebo
(H=178) (N=180)
Post Fost
Scales Vieit Stat Baseline Bageline Change Baseline Baseline Change
Global Health Status/QOL Baseline n 173 177
Mean 71.8 71.1
5D 20.16 18.59
Median 75.0 66.7
Min 0 17
Max 100 100
Cycle 4 Day 1 n 155 155 155 182 182
Hean T72.5 T2.5 0.0 75.0 3.1
5D 20.24 17.65 18.78 16.03 15.01
Median 75.0 75.0 0.0 a23.3 0.0
Min 0 17 -58 33 -50
Max 100 100 58 100 a7
Cycle 7 Day 1 n 137 137 137 138 138
Hean 73.5 73.5 -0 73.8 0.5
5D 19.12 16.92 17.8& 16.91
Median 75.0 75.0 78.2 0.0
Min 0 17 33 -87
Max 100 100 100 a7
Cycle 10 Day 1 n 1139 1138 119 105 105 105
Mean 7.2 70.4 -1.8 13.8 75.2 1
5D 19.57 19.49 20.98 18.28 17.58 19.14
Hedian 75.0 75.0 0.0 75.0 83.3 0.0
Min 0 0 =75 i3 17 =50
Max 100 100 50 100 100 50
Rituximebk + Lenalidomide Rituximab + Placeba
(H=178) (H=1E0
Fost Post
Scales Visit Stat Baseline Bazeline Change Baseline Baseline Change
Global Health Status/Q0L End of Treatment o 151 151 151 158 158 158
Mean 73.2 62.8 -4.8 72.2 71.2 -0.9
5D 20.14 20.10 20.77 18.50 13,82 21.01
Median 75.0 66.7 0.0 15.0 70.8 a.a
Min 0 1] =75 17 1] -100
Max 100 100 50 100 100 87

At a group level, there was no change from baseline through the end of treatment exceeding the
threshold of MID in the global health status/QOL domain of the EORTC QLQ-C30, regardless of treatment

group.
Table 27 Summary of change from baseline in HRQOL by visit (global QOL) - HRQOL-evaluable population
Table 14.2.5.3.1 Appendix

Surmary of Change from Baseline in HRQeL by Visit
(HRQoL Evalusble Population)

Cycle 4 Cycle 7 Cycle 10 Cycle 12 IC Ul EU 2 EU 3
Domain Treatment N Mean N Mean N Mean N Mean N Mean N Mean N Mezn
Global QoL Rituximsb + Lenzlidomide 155 0.0 137 -0.1 115 -1.8 111 -1.4 115 3.5 102 2.8 83 2.5+
Rituximab + Placebo lez 3.1 138 0.5 105 1.7 85 1.3 BR 1.7 g% -0.2 45 -2.8%

Note: “HRQoL evaluable population” are subjects with an evaluable QLQ-C30 questionnaire at screening visit and at least one post-
baseline visit. A QLQ-C30 is considered evaluable if the Global Health Status/QoL scale of the QLQ-C30 is not missing. FU = follow-up.
The “*” sign will be used to indicate a significant difference (p < 0.05) in the change from baseline between treatment groups at a given
assessment visit based on ANCOVA tests

Comparison of the proportion of subjects in each treatment group who experienced a clinically meaningful
worsening across each post baseline visit showed that there was no significant difference in the worsening
of the global health status/QOL domain between treatment groups across all post baseline assessment
visits, except for the Cycle 4 Day 1 visit, when the R Arm showed a significant greater percentage of
worsening (p = 0.049).
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The difference in the time to first clinically meaningful worsening in the global health status/QOL domain
between treatment groups was not statistically significant (HR = 1.22; p = 0.1594).

Table 28 Summary of Time to First Clinically Meaningful Deterioration (HRQoL Evaluable Population)

Table 14.2.5.7.2
Summary of Time to First Clinically Meaningful Deterioration
{HRQoL Evaluzsble Population)

Median (55% CI)

Domain Lrm (Months) HR[a] 55% CI p-valus

Global QoL[b] Rituximab + Lenalidomide 11.4 (.2 15.5) 1.2885 0.5500 1.€537 0.1085
(H=165)
Rituximab + Placebo 23.¢ (14.2 Z8.5}
(H=173}

Global QoL[e] Rituximab + Lenalidomide 11.4 (.3 17.0) 1.2201 0.5248 1.&057 0.1554
(H=1&5)
Rituximab + Placebo 1.5 (1z.8 Ze.1)
(H=173}

There were, however, a few domains where the R2 Arm had a significantly greater percentage of
worsening than the Control Arm for at least 2 consecutive assessment visits during the treatment period,
including fatigue, appetite loss, constipation, and diarrhoea.

Subgroup analyses
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Figure 9 Forest Plot for Subgroup Analyses for Progression-free Survival by IRC Assessment per 2007
IWGRC with Censoring Rules Based on EMA Guidance - ITT Population — AUGMENT Study

Hazard Ratio (HR)

Subgroup RitudimablLenalidomide n™  Rituxmab/Placebo n'M HR 85% CI
Overall HiH B8M178 1174180 0.45[0.23,0.61]
Ritlzimab Maive

Yes Hl—--- 10/26 18/30 0.37 [0.17.0.81]

Mo HH 581152 oar150 0.4 [0.33,0.64]
Age

< 65 years H— 30/96 871107 0.49[0.23,0.73]
== 05 years - 20/82 50073 0.40 [0.25,0.83]
Time since last anti-lymphoma thempy

<=2 years -l 38/80 f4/02 0.44 [0.20,0.68]
=2 years = 3289 53/a3 0.47 [0.20,0.73]
Sex

Male -l 34175 BE/GT 0.52 [0.35,0.50]

Female -l 34103 51/83 0.41[D.27.0.64]
Race

White - 48118 741115 0.51[0.25,0.74]
Other Races +— 21/54 42164 0.3 [0.23,0.68]
Regicn

us H-—- 423 o7 0.23 [0.07,0.76]

EU —-— 3581 55184 0.57 [0.37,0.87]
Other H—l 20/74 5370 0.20 [0.25,0.61]

1 1 | |
0.0 0.5 1.0 1.5 20

Subgroup Hazaed E2sfio {HR) Rituimabienalidomide n™  Rituwdmab/Placebo nM HR 85% CI
Mumber of prior systemic antilynphoma regimens

1 - 35102 59167 0.46 [0.20,0.69]
=1 -l 3376 58/a3 0.45 [0.20,0.60]
Ann Arbor Stage at Enrollment

1-2 —-—1- 12641 26/56 0.57 [0.20.1.14]

3-4 HH 58/137 @1/124 0.39[D.28,0.55]
Prior Ritwdm ab containing chemotherapy regimen

Yes Hl-- 541130 86129 0.51[0.37,0.72]

Mo Hl— 1448 3151 0.20[0.15,0.54]
Refractory to last prior regimen

Yes HE--1 13430 23126 0.19[0.09,0.41]

Mo | 551148 G154 0.49[0.35,0.68]
High tumor burden (GELF)

Yes Hi— 40007 faes 0.38 [0.26.0.58]

Mo - 2881 54704 0.50[0.21,0.78]
Chemaoresistant

Yes (L W25 221268 0.16 [0.08,0.41]

Mo - 5G/153 05154 0.50 [0.28,0.68]
Unfit for Chemotherapy

Yes |- 21/54 32049 0.48[D.28,0.84]

Mo Fl 47124 85131 0.43[0.20,0.62]
Disease histology

FL HEH 5BM14T 101/148 0.40 [0.29,0.55]

MAL -y —— 12431 16132 0.87[0.41,1.83]

1 1 I I
0.o 0.5 1.0 1.5 20

CI = confidence mnterval; EMA = European Medicines Agency, EU = European Umon; FL = follicular lymphoma;
GELF = Groupe d'Efude des Lymphomes Folliculaires; HR. = hazard ratio; IRC = Independent Review Comnutiee;
ITT = intent-to-treat; TWGRC = International Working Group Response Criteria; MZL = marginal zone Iymphoma;
US = United States.
Hazard ratio and its CI were estimated from unstratified Cox model except overall ITT Population, for which HR. and its CT were
estimated using Cox model adjusted by the 3 stratification factors.
Source: CSR NHL-007 Figure 18.

Supportive analyses on mITT population

The mITT Population was supportive to evaluate robustness of efficacy findings

Ancillary analyses

PFS

Table 29 PFS by IRC assessment per 2007 IWGRC with censoring rules based on EMA Guidance
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Celgene Corporatiom Page 1 of 1
Protocel: CC-5013-NHL-007

Database Cutoff Date: ZZJUNZOLE

Table 14.2.1.1.4

Progression-free Surwvival (PFS) by IRC Lgsessment per 2007 IWNGRC with Censoring Rules Based on EML Guidance

mITT Population

Statistics

Number of Subjects
¥ of Subjects with event n(%)
¥ of Subjects censored ni%)

Median PES (55% CI) (months) [z]
EFS Rate at & months (35% CI)
year (35% CI)

PFS Rate at 1
EFS Rate at 2 years (35% CI)
P-valua [b]
Hazard ratio (HR)
55% CI for HR

estimate

[c]

Rituximab + Lenalidomide
(H=152)

57 ( 37.5)
S5 [ BZ.5)

HE (25.1, HE)

5l.2%
B2.1%
el 0%

[85.4%,
(74.8%,
(51.5%,

S4.8%)
87.4%)
©8_8%)

<0.0001

0.43
(0,31, 0.e0)

Rituximsk + Placebo
[H=1&0)

104 ( €5.0)
EE& [ 35.0)

14.0 (11.4, 1a.7)

77.3% {70.0%,
S56.5% ([4B8.7%,
37.3% (25.4%,

B83.1%)
€4 3%}
45.1%)

[2] Hedian estimate is from Eaplan-Meier analysis.

[b] P-wvalue from log-rank test stratified by previcus rituximsb treatment (yes; no), time gince last antilymphoma therapy (<= Z; > 2 year),

and disezse histology (FL; MEL) .

[e] From Cox proporticnal hazard model adjusting for the stratification facteors mentioned above.

PBrogram Source: ‘\\wilbtib\wilbtibd5\Celgene CGNCCSO13INHLOOTYTrunk\TLF\T1402010104. sasz

Data Scurce: RDITEIRC

Overall Survival

Data Extraction Date: 17JULZ0I1E

Table 30 OS, 2007 IWGRC with censoring rules

Celgena Corporation
Protocol: CC-5013-MHL-007

Table 14.2.2.1.2
Summary of Owerall Surviwval
mITT Population

Version: Final

Bun date: 125EP2018

Page 1 of 1
Database Cutoff Date: Z2JUNZOLBE

Statisties

Number of Subjects
# of Subjects with event ni%)
# of Subjects Censored n(%)

Median 05 (55% CI) (months) [al

05 Rate at 1 year (35% CI)
0% Rate at 2 years (35% CI)

Hazard ratic (ER] estimate [b]
55% CI for HR

Dituximab + Lenalidomide

(M=152)

12 ( 7.3)

140 [ 82.1)

NE (NE, NE)
56.5% (31.9%, 58.5%)
33.6% (38.0%, 3€.6%)

0.54

(0.27, 1.10)

Rituximsbh + Placebo
(M=1€0)

22 [ 13.8}
138 [ Be.3}

HE (NE, HE}

SE.Z%
27.8%

(31.7%, 358.3%]
(B1.2%, 52.1%]

[a] Medizn estimate is from Eaplan-Meier analysis.

[b] From Cox proportional hazard model adjusting for the three stratification factors
last antilymphoma therapy (<= 2; > 2 year), and disease histology (FL; MEL].

Program Scurce: “Wwilbtib'wilbtib{5\Celgene CGNCCEOI1ZNHLOOTA\Trunk\TLF\T1402020102.sas

Data Source: ADITE

Duration of response

Data Extraction Date:

17JULZ01E

: previcus rituximab treatment (yes;

no), time since
Version: Final

Pun date: 1ZSEPZ018

Table 31 Duration of response by IRC assessment per 2007 IWGRC with censoring rules
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Celgens Corporastiom
Protocel: CC-5013-NHL-007
Table 14.2.2.4.2
Summary of Duration of Response by IRC Assessment per 2007 IWGRC

Page 1 of 1

Database Cutoff Date:

22JUN2018

Subjects Achieved Response in mITT Population

Statistics

Number of Subjects with Response (CR/TR)
# of Subjects with events (progressed/died after CR/IR)
£ of Subjects censored (not progressed/died after CR/ER)

- n (%]
-n (%)

Rituximab + Lenalidomide

(H=123]
123
33 0 3L.T)
54 { €8.3)

Rituximsb + Placebo

Median duration of response (35% CI) (months) [za] HE (25.3, HE)
Probebility of duration of response >= € months (35% CI) [a] S4.1% (88_1%, 37.2%]
Probebility of duration of response >= 12 months (35% CI} [&] B83.Z% (74.5%, B2.5%]
Probsbility of duration of response >= 18 months (55% CIl [z] T0_.7% (€0.5%, 78.5%]
Probsbility of duration of response >= 2Z4 months (55% CI} [z] E3.8% (53.2%, 72.7%]
P-value [b] 0.0013
Hazard ratio (HR} estimate [e] 0_50

35% CT for HR (033, 0.7

Best response and Objective response

Table 32 Best Response by IRC assessment per 2007 IWGRC with censoring rules

Celgen= Corporation
PBrotocol: CC-5013-NHL-007
Table 14.2.2.2.1.2
BEest RBesponse Rssessment by IRC per Z007 IWGRC
mITT Population

Database Cuteoff Date:

(H=88)
g8
48 [ 52.3)
42 [ &47.7)

21.7 §11.3, 27.8)
82._4% (TZ_4%, B5.0%)
61.4% (50.0%, 70.5%)
51.e% (40.0%, &2.0%)
43 4% (31_4%, G54.5%)

Pege 1 of 1

22JUNZ018

Rituximab + Lenalidomide

(W=152)
Baszt Response
Complete Response (CR) - n (%) 54 [ 35.8)
Partizl Response (PR} - n (%) B3 [ 45.4)
Stable Disezse (5D) - n (%) 18 [ 11.8)
Progressive Disease (PD)/Death - n (%] T 4.8)
No Evidence of Digease (NED] at baseline -
n (&) 3 z.0
UNE/Hot Done/Missing - n (%] 14 0.7
Objective Response (CR+PR) - n (%) 123 [ BOD.S)
5% CI [a] (73.8, BE.8)
D-value [b] <0.0001
Complete Response (CR) - n (%) 54 [ 35.58)
35% CI [a] (27.5, 43.7)
D-ralue [b] 0.0013

Duration of complete response

Rituximab + Placebo

(N=1&0)

31 { 15.4)
57 [ 35.8)
45 [ 30.€)
21 { 13.1)

21

o

1.3)

88 { 55.0)
(46.3, €2.9)

31 [ 19.4)
(13.8, 26.4)

Table 33 Duration of CR by IRC assessment per 2007 IWGRC with censoring rules

Celgens Corporatiom
Brotocol: CC-5013-NHL-007
Table 14.2.2.5.2
Summary of Duration of Complete Response by IRC Rgsesoment per 2007 IWGRC
Subjects Achieved Complete Response in mITT Populstion

Database Cutoff Date:

Page 1 of 1

22JUNZ018

Rituximab + Lenalidomide

Statistics [(H=54}

Number of Subjects with CR 54

% of Subjects with event |(progressed/died after CR) - n (%) 14 | 25.5)

# of Subjects censored (not progressed/died after CR) - n (%) 40 [ T4.1)
Median duratien of CR (55% CI) (momths] [al NE (25.3, NE)
Probability of duratiom of CR »= € months | 55% CI ] [z] 50.5% [ 72.7%, 355.5%)
Probability of duratiom of CR »= 1Z months [ 55% CI ) [a] B4.4% [ T1.Z%, 351.5%)
Probability of duration of CR »= 18 months [ 35% CI | [a] 75.2% | &4.4%, B85.3%)
Probability of duration of CR >= 24 months ( 55% CI ) [al ES.T% ( BZ.8%, Bl.&6%)
P-ralue [b] 0_5Z08
Hazard ratio (HR} estimate [c] 0.77

55% CI for HR (0.34, 1.73)

Rituximab + Placebo
(F=31)

31
10 [ 32.3)
21 [ &7.7T)

NE (15.0, NE)

S0.0% [ 72.0%, G5&£.7%)
78.7% ( 5B.5%, B35.3%)
€E.2% [ 44.8%, B81.0%)
BE_2% ([ 44.8%, B81.0%)
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EFS

Table 34 EFS by IRC assessment per 2007 IWGRC with censoring rules

Celgene Corporation

Pege 1 of 1
Brotocol: CC-5013-NHL-007 Database Cutoff Date: ZZJUNIZOLB
Table 14.2.2.6.2

Event—free Surviwval (EFS) by IRC Assessment per 2007 IWGRC
mITT Population

Bituximasb + Lenalidomide Rituximab + Placebo
Statistics [N=152}) (N=1&0}
Number of Subjects
4 of Subjects with events n(%) &85 | 45.4) 113 | 70.8)
£ of Subjects censored n(%] 83 ( 54.€) 47 [ 25.4)
Median EFS (55% CI] (months) [a] 35.4 (22.3, NE) 13.5 (11.4, 1.7
EFS Rate at months (55% CI) S0.7% (B4.B%, 54.4%) T&.5% (E5.5%, SZ2_&%)

€
Rate at 1 year (5%% CI} T5.8% (72.3%, SE.6% (4B.5%, &3.5%)
F3

EFS Rate &t years (35% CI) 55.3% (46.6%, 34.7% [(27.2%, 4Z_.Z%)
E-value [b] <0.0001
Hazard ratio (HR} estimate [c] 0.45

55% CI for HR 0.36, 0.€€]

TTNLT

Table 35 TTNLT by IRC assessment per 2007 IWGRC with censoring rules based on EMA Guidance

Celgene Corporation Page 1 of 1
Protocel: CC-5013-NHL-007

Database Cutoff Date: 22JUNZ018
Teble 14.2.2.7.2

Time to Next Zntilymphoma Treatment (TTHLT)
mITT Population

Bituximab + Lenalidomide Rituximab + Placebo
Statistics (M=152} (H=1€0}
Humber of Subjects
£ of Subjects with events n(%) 44 | ZB.3) 72 [ 45.0)
& of Subjects censored n(%] lpg { 71.1) BB ( &5.0)
Median TTNLT (55% CI) (months) [a] NE (ME, HE] 32.2 (2Z.0, ME)
TTNLT Rate at & monmths (35% CI) S6.7% (52_2%, 58.6%) 51_8% (BE.3%, 55.2%)

&
TINLT Rate at 1 year (55% CI]
2

B5.7% (B3.5%, 53.7%) 75.7% [(T7Z.5%, 25_Z2%)
TINLT Rate at years (55% CI) 74.3% (€5.5%, 81.0%) 57.0% (48.5%, ©4_E6%)
P-value [b] 0.o012
Hazard ratio (HR) estimate [e] 0.54
55% CI for HR {0.37, 0.731

Summary of main study
The following table summarises the efficacy results from the main study supporting the present

application. This summary should be read in conjunction with the discussion on clinical efficacy as well as
the benefit risk assessment (see later sections).

Table 36 Summary of Efficacy for trial AUGMENT

Title: A PHASE 3, DOUBLE-BLIND RANDOMIZED STUDY TO COMPARE THE EFFICACY AND SAFETY OF RITUXIMAB

PLUS LENALIDOMIDE VERSUS RITUXIMAB PLUS PLACEBO IN SUBJECTS WITH RELAPSED/REFRACTORY
INDOLENTLYMPHOMA

Study identifier AUGMENT (Study CC-5013-NHL-007)
Design Phase 3, double-blind, randomized at 1:1 ratio, placebo-controlled,
multicenter study
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Duration of main phase: 12 months

Duration of Run-in phase: not applicable
Duration of Extension phase: | not applicable
Hypothesis Superiority
Treatments groups Experimental arm Lenalidomide 10 or 20 mg (on Days 1-21 of
Cycles 1 to 12)
+

Rituximab 375 mg/m2 (weekly in Cycle 1 and
then on D1 of Cycles 2 to 5),<duration>,
N=178

Control arm Placebo 10 or 20 mg (on Days 1-21 of Cycles
1to 12)

+

Rituximab 375 mg/m2 (weekly in Cycle 1 and
then on D1 of Cycles 2 to 5), <duration>,

N=180
Endpoints and Primary PFS Progression-free survival:
definitions endpoint Time from date of randomization into the

study to the first observation of documented
disease progression or death due to any

cause,
whichever occurred first

Secondary Response Overall response rate:

endpoints rate (ORR Proportion of subjects with best response of

and CRR) at least PR during the trial without
administration of new antilymphoma therapy.
The number and percent of subjects with
CR/PR were tabulated by treatment arm.

Complete response rate:

Proportion of subjects with best response of
CR during the study without administration of
new antilymphoma therapy. The number and
percent of subjects with CR were tabulated
by treatment arm.

DOR Duration of response:

Time from initial response (at least PR) until
documented PD or death. Subjects who did
not progress at the time of analysis were
censored at the last assessment date that the
subject was known to be progression free.
Subjects who received a new treatment
without documented progression were
censored at the last assessment date that the
subject was known to be progression free.
DOCR Duration of complete response:

Time of initial CR until documented disease
progression or death. Subjects who did not
progress at the time of analysis were
censored at the last assessment date that the
subject was known to be progression free
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DCRR Durable complete response rate:

Proportion of subjects with a best response of
CR that lasted no less than one year (= 48
weeks) during the study prior to
administration of new antilymphoma therapy
EFS Event-free survival:

Time from the date of randomization to the
date of first documented disease progression,
initiation of a new antilymphoma treatment,
or death by any cause before documented
progression

0s Overall survival:
Time from randomization to death from any
cause

TTNLT Time to next antilymphoma treatment:

Time from date of randomization to date of
first documented administration of a new
antilymphoma treatment (including
chemotherapy, radiotherapy, radio-
immunotherapy, or immunotherapy).
TTNCT Time to next anti-lymphoma chemotherapy:
Time from date of randomization to date of
first documented administration of a new
antilymphoma chemotherapy

PFS2 Progression-free survival on next
antilymphoma treatment:

Time from randomization to the first
observation of disease progression or death
due to any cause after next antilymphoma
treatment, or start of a third antilymphoma
treatment since randomization in the study,
whichever occurs first. For subjects without
baseline assessment, PFS2 was censored at
randomization date.

Histological | Based on documentation of histological
transformati | transformation as assessed by the

on investigator
Database lock 22 Jun 2018
Results and Analysis
Analysis Primary Analysis
description
Analysis population Intent to treat (ITT):all subjects who were randomized into the trial,
and time point regardless of whether they received study treatment or not
description
Descriptive statistics Treatment group Len + Rit Pbo + Rit
and estimate
variability Number of N=178 N = 180
subject
Median PFS, 39.4 14.1
months
95% CI 24.9, NE 11.4, 16.7
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Objective 138 (77.5) 96 (53.3)

response

(CR+PR), n (%)

95% CI 70.7, 83.4 45.8, 60.8

DCRR, n (%) 45 (25.3) 20 (11.1)

95% CI 19.1, 32.3 6.9, 16.6

Median DOR, 36.6 21.7

months

95% CI 22.9, NE 12.8, 27.6

OS, number (%) 16 (9.0) 26 (14.4)

of deaths

Variability N/A N/A

statistic

Median EFS, 27.6 13.9

months

95% CI 22.1, NE 11.4, 16.7

TTNLT, number 49 (27.5) 80 (44.4)

of subjects with

events (%)

Variability N/A N/A

statistic

TTNCT, n (%) 30 (16.9) 57 (31.7)

Variability N/A N/A

statistic

PFS2, n (%) 28 (15.7) 50 (27.8)

Variability N/A N/A

statistic

Histological 2(1.1) 10 (5.6)

trans, n (%)

95% CI 0.1, 4.0 2.7,10.0
Effect estimate per Primary endpoint | Comparison groups Len + Rit, Pbo + Rit
comparison (PFS) ITT

population Hazard ratio 0.45

95% CI 0.33, 0.61

P-value < 0.0001

Comparison groups Len+ Ritux, Pbo + Rit
PFS follicular Hazard ratio 0.40

lymphoma patients

95% CI

0.29; 0.55

P-value

< 0.0001

PFS Marginal
Zone Lymphoma
patients

Comparison groups

Len+ Ritux, Pbo + Rit

Hazard ratio

0.87

95% CI

0.41; 1.83

P-value

0.7068

Secondary
endpoint (DOR)

Comparison groups

Len + Rit, Pbo + Rit

Hazard ratio 0.53
95% CI 0.36, 0.79
P-value 0.0015

Secondary
endpoint (0S)

Comparison groups

Len + Rit, Pbo + Rit

Hazard ratio

0.61
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95% CI

0.33,1.13

P-value

N/A

Secondary
endpoint (EFS)

Comparison groups

Len + Rit, Pbo + Rit

Hazard ratio 0.51
95% CI 0.38, 0.67
P-value <0.0001

Secondary
endpoint (TTNLT)

Comparison groups

Len + Rit, Pbo + Rit

Hazard ratio 0.54
95% CI 0.38, 0.78
P-value 0.0007

Secondary
endpoint (TTNCT)

Comparison groups

Len + Rit, Pbo + Rit

Hazard ratio 0.50
95% CI 0.32,0.78
P-value <0.0017

Secondary
endpoint (PFS2)

Comparison groups

Len + Rit, Pbo + Rit

Hazard ratio 0.52
95% CI 0.32, 0.82
P-value 0.0046
Notes <free text>
Analysis Secondary analysis

description

Analysis population
and time point
description

Modified Intended to treat (mITT):all randomized subjects who received
at least one dose of study medication, had a confirmed diagnosis of
relapsed/refractory FL or MZL by central pathology review, except SMZL
which was based on local pathology assessment, and had baseline
(Screening) and at least one post baseline tumour assessment for efficacy

Descriptive statistics
and estimate
variability

Treatment group Len + Rit Pbo + Rit
Number of N =152 N = 160
subject

Median PFS, NE 14.0
months

95% CI 25.1, NE 11.4, 16.7
Objective 126 (82.9) 97 (60.6)
response

(CR+PR), n (%)

95% CI 76.0, 88.5 52.6, 68.2
DCRR, n (%) 40 (26.3) 20 (12.5)
95% CI 19.5, 34.1 7.8, 18.6
Median DOR, NE 21.7
months

95% CI 25.3, NE 11.3, 27.8
0S, number (%) 12 (7.9) 22 (13.8)
of deaths

Variability N/A N/A
statistic
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Median EFS, 39.4 13.9
months
95% CI 22.3, NE 11.4, 16.7
TTNLT, number 44 (28.9) 72 (45.0)
of subjects with
events (%)
Variability N/A N/A
statistic
Effect estimate per Primary endpoint | Comparison groups Len + Rit, Pbo + Rit
comparison (PFS)
Hazard ratio 0.43
95% CI 0.31, 0.60
P-value <0.0001
Secondary Comparison groups Len + Rit, Pbo + Rit
endpoint (DOR)
Hazard ratio 0.50
95% CI 0.33,0.77
P-value 0.0013
Secondary Comparison groups Len + Rit, Pbo + Rit
endpoint (0S)
Hazard ratio 0.54
95% CI 0.27,1.10
P-value N/A
Secondary Comparison groups Len + Rit, Pbo + Rit
endpoint (EFS)
Hazard ratio 0.49
95% CI 0.36, 0.66
P-value <0.0001
Secondary Comparison groups Len + Rit, Pbo + Rit
endpoint (TTNLT)
Hazard ratio 0.54
95% CI 0.37, 0.79
P-value 0.0012
Notes <free text>
Supportive study

> MAGNIFY (Study CC-5013-NHL-008)

This is a multicenter, 2-part Phase 3b study with an open-label, single-arm Initial Treatment Period with
R? followed by a 2-arm, randomized Extended Treatment Period in subjects with previously treated FL

Grades 1 to 3b, tFL, MZL, or MCL. The study design is presented below.
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Figure 10 Overall study design of MAGNIFY

Screening Period  Initial Treatment Period Extended Treatment Period Follow Up Period
12 Cyeles 18 Cyeles up to PD
Day -28 to 0
Arm A
Lenalidomide 10 mg
OnD "'-1'} ; -2 ?gf Coeles | | Lenatidomide 10 mg
If CR/CRu, PR, or SD fos3 On Days 1-21 Follow-up visit®
. . after initi every 28 days
20 ;egﬂi{fi"ﬁe Limi :;z:;;:e after idal - o Rituximab (375 mg/m?) S -For all subjects, data
Screening - I?;g ’f. fC C_.’* :; ;nm = on Day 1 of Cycles At discretion of on disease progression
e mg if Cr =30 but T 13,15,17,19, 21, 23, 25, subject and/or (PD) or relapse (if
Eligibility & < 60mLAnin Stratification; - 20 i ) )
N - . i o 27, and 29. Investigator appropriate), time to
informed On Days I-21 of Cycles |4 Randomization + antilympl
s 1 to 129 next antilymphoma
consent < [1:1] therapy, overall
document Rituximab (375 mg/m?) survival, and second
signanire Weekly [Days 1, 8, 13, 22] in Arm B primary malignancies
Cycle 1 and then on Day 1 of | will be collected for at
Cycles 3,5,7, 9, and 11 Rituximab (375 mg/m?) least 3 years after the
on Day 1 of Cycles last subject has
13,15, 17,19, 21, 23, 23, initiated intial therapy.
27, and 29.

CR. = complete response; CrCl = creatinine clearance; CRu = unconfirmed complete response; IVRS = inferactive voice response system; PD = progressive disease; PR = partial
response; SD = stable disease

® Treatment must begin no later than 1 week after completing enrollment in IVRS to receive initial therapy. 1 cycle=28 days.

Y All enrolled subjects are followed for disease progression. This mcludes subjects who discontinue the protocol-specified treatment or the study early for any
reason without documented evidence of PD or relapse

This study is ongoing, and enrolment is ongoing (295 subjects enrolled as of 01 May 2017). The interim
clinical study report submitted for this study presents safety and efficacy data from the Initial Treatment
Period only based on a data cut-off date of 01 May 2017.

Eligible subjects were 18 years or older with histologically confirmed FL Grade 1, 2, or 3; tFL; MZL; or
MCL and were previously treated with at least one prior lymphoma treatment and have documented
relapsed, refractory, or progressive disease (PD) (subjects could be refractory or non-refractory to
rituximab). Following the Screening Period, all eligible subjects entered a 12-cycle Initial Treatment
Period during which they received 12 cycles of R2.

The primary endpoint for the final analysis is PFS of the extended treatment period post-randomization
whereas the primary efficacy endpoint for the interim analysis is ORR of the Initial Treatment Period,
defined as proportion of subjects with a best overall response of at least PR (including CR, CRu and PR)
before any Extended Treatment Period treatment and prior to any subsequent anti-lymphoma therapy
using 1999 IWGRC with a modification to allow inclusion of extranodal disease as measurable disease.

Secondary efficacy endpoints include CR (CR and CRu) rate, DOR, DOCR, TTR, and ORR. Transformation
and PFS are exploratory efficacy endpoints.

The analysis population is defined as follows:

Induction intent-to-treat (IITT) population: all enrolled subjects with FL Grade 1 to 3a or MZL who
met all the eligibility criteria for the study.

Induction efficacy evaluable (IEE) population: all subjects in the IITT population who have received
at least 1 dose of initial therapy, who have baseline and at least one post-baseline efficacy assessment,
including subjects who died or progressed before first on-study assessment. The IEE population will be
used as the primary analysis population to evaluate the response rate of the initial treatment period.

Induction Safety Population: subjects with FL Grade 1 to 3a or MZL who had received at least 1 dose
of initial therapy, either lenalidomide or rituximab. Safety analyses of the Induction Period are based on
the induction safety population.
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Second primary malignancy (SPM) safety population: all subjects with FL Grade 1 to 3b, tFL, MZL
and MCL who have received at least 1 dose of initial therapy, either lenalidomide or rituximab. SPM safety
population will be used for the SPM analyses.

The number of subjects in each analysis population is summarized below.

Table 37 Number of Subjects Included in the Data Sets Analyzed (Initial Treatment Period)

Parameter FL Subjects MZL Subjects Total
Induction Efficacy Evaluable
. 148 39 187
Population
b 177 45 222
Induction Safety Population
¢ 186 46 232
Induction Intent-to-Treat Population
Second PrirHary Malignancy Safety
. 177 45 283
Population

FL = Follicular lymphoma; IEE = induction efficacy evaluable; IITT = induction intent-to-treat; MZL = marginal zone lymphoma; tFL =
transformed follicular lymphoma

a The IEE Population is defined as all subjects in the IITT Population who have received at least 1 dose of initial therapy, who have at least 1 post-
baseline efficacy assessment including subjects who died or progressed before first on-study assessment.

b The Induction Safety Population is defined as subjects with FL Grade 1 to 3a or MZL who have received at least 1 dose of initial therapy, either
lenalidomide or rituximab.

c The IITT Population is defined as all enrolled subjects with FL Grade 1 to 3a or MZL who met all criteria for eligibility into the study.

d Second Primary Malignancy Safety Population is defined as all subjects with FL Grade 1 to 3b, tFL, MZL and MCL who have

received at least 1 dose of initial therapy, either lenalidomide or rituximab.

Data Cutoff: 01 May 2017

The results are summarized in the table below.
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Table 38 Summary of MAGNIFY

randomized comparison of extended treatment with R2 versus rituximab

Study Design: Phase 3b, multicenter study of initial treatment with 12 cycles of R? followed by

white 93.1%.

Key Baseline Characteristics for ITT Population: median age 66.0years, males 54.3%,

FL: 186(80.2 %) subjects; MZL:46(19.8%) subjects. Most subjects had an ECOG performance
score of0/1 (45.7%/50.4%) and Ann Arbor stage III/IV (24.6%/64.2%); 12.5% had B
symptoms, 40.5% were refractory to rituximab, 23.3%were refractory to both rituximab and
chemotherapy, 66.4% had high tumour burden disease, and 35.3% had early relapsed disease.

Primary Endpoint for the interim CSR: ORR

Other Endpoints: CR rate, DOR, DOCR, TTR, transformation, 1-year PFS rate

Conclusions:

both FL and MZL.

e R2 demonstrated high antitumour activity in both FL and MZL with overall response observed
in 67.9% of total subjects, 70.3% of subjects with FL, and 59.0% of subjects with MZL.

e R2 resulted in high quality responses in both FL and MZL with complete response in
42.2%o0f total subjects, 41.9% of subjects with FL, and 43.6% of subjects with MZL.

e The responses with R2 are durable with74.7% of responses ongoing at2-year follow up.

e Clinically meaningful responses were observed in subjects who were refractory to
rituximab or refractory to both rituximab and chemotherapy (double-refractory) in

1-yearDORrate, %(95%CI)d

(65.5%, 88.3%)

(49.2%, 90.6%)

70.0% (rituximab-

refractory)

RZ
FL (N=148) MZL (N=39) Total (N=187)
Overall response (CR, CRu, PR), 104 (70.3) 23 (59.0) 127 (67.9)
n(%), (95%CI)a (62.2%, 77.5%) (42.1, 74.4) (60.7%, 74.5%)
ORR in rihlximah-rpfrarrnrvb,°/n 58.3 58.8 58.4
(95%CI) (44.9%, 70.9%) (32.9, 81.6) (46.6%, 69.6%)
ORR in douhle-refractaorvC.% 44.4 55.6 46.7
(95%CI) (27.9%, 61.9%) (21.2, 86.3) (31.7, 62.1%)
CR (CR+CRU),n(%), (95%CI)?3 62 (41.9) 17 (43.6) 79 (42.2)
(33.8%, 50.3%) (27.8%, 60.4%) (35.1%, 49.7%)
CR rate in rituximab- 33.3 41.2 35.1
(95%CI) (21.7%, 46.7%) (18.4, 67.1) (24.5%, 46.8%)
CRrate in doible-refractarvC % 19.4 33.3% 22.2
(95%CI) (8.2%, 36.0%) (7.5, 70.1) (11.2%, 37.1%)
DOR
79.5 76.7 79.1

(67.4%, 87.0%)

2-year DOR rate,%(95%CI)d

73.9
(58.5%, 84.3%)

76.7
(49.2%, 90.6%)

70.0% (rituximab-

refractory)

74.7
(61.8%, 83.8%)
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1-year DOCR rate,%(95%CI)€ 80.7 81.8 81.2
(61.4%, 91.0%) (44.7%, 95.1%) (65.5%, 90.3%)

Median TTR (Min, Max), months 2.8 (1.7, 12.0) 2.8 (2.4, 11.1) 2.8 (1.7, 12.0)

1-year PFS rate,%(95%CI) 68.5 69.8 68.9
(57.4%, 77.3%) (49.5%, 83.2%) (59.5%, 76.5%)

CI = confidence interval; CR = complete response; CRu = complete response unconfirmed; DOCR = duration of complete response; DOR =
duration of response; ECOG = Eastern Cooperative Oncology Group; FL = follicular lymphoma; IITT = induction intent-to-treat; Max = maximum;
Min = minimum; MZL = marginal zone lymphoma; NC = not calculated; NE = not estimable; ORR = overall response rate; PFS = progression-free
survival; PR = partial response; R2 = lenalidomide in combination with rituximab; TTR = time to response.

a 95% CI is based on the Clopper-Pearson exact method.

b A total of 60, 17, and 77 subjects in the FL, MZL, and Induction Efficacy Evaluable Populations, respectively, were rituximab-refractory.

c A total of 36, 9, and 45 subjects in the FL, MZL, and Induction Efficacy Evaluable Populations, respectively, were double-refractory.

d Number of responders was 104, 23, and 127 for FL, MZL, and total, respectively. Statistics obtained from Kaplan-Meier method. Standard error
is based on Greenwood formula.

e Number of complete responders was 62, 17, and 79 for FL, MZL, and total, respectively. Statistics obtained from Kaplan-Meier method. Standard
error is based on Greenwood formula.

Data cutoff: 01 May 2017.

Study NHL-001

Study NHL-001 was a Phase 2, multicenter, single-arm, open-label study of lenalidomide monotherapy in
subjects with relapsed or refractory indolent non-Hodgkin lymphoma (iNHL).

Subjects entered the treatment phase and received single-agent lenalidomide 25 mg QD on Days 1 to 21
of every 28-day cycle. Subjects continued in the treatment phase for up to 52 weeks or until disease
progression developed or lenalidomide treatment was discontinued for any reason. All subjects who
discontinued the treatment phase for any reason as well as all subjects who completed the treatment
phase were followed until disease progression or until the next lymphoma treatment was given,
whichever came first. A subject who achieved a CR at any time during the 52-week treatment period
received 2 additional cycles of treatment prior to discontinuing the treatment phase and entering the
follow-up phase.
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Table 39 Summary of Study NHL-001: Subjects with Previously Treated iNHL

Study Design: Phase 2_ single-arm, open-label, multicenter study

Key Baseline Characteristics: median age 63 years, males 60.5%. FL: 22 (51.2%) subjects; SLL: 18 (41.9%)
subjects; MZL: 3 (7.0%) subjects. Most subjects were white (86.0%). Most subjects had an ECOG performance
score of 0 (62.8%) or 1 (27.9%). High risk IPI was 18.6%. Median number of prior systemic regimens was 3.
NHL staging at baseline was 2.3% Stage I, 25.6% Stage II, 14.0% Stage III, and 58.1% Stage IV.

Primary Endpoeint: Tumor response (CE, CRu, PR) (overall response)

Other Endpoints: Tumor control rate (CR. CRu, PR. SD). DOR. PFS

Conclusions:
+ Lenalidomide monotherapy produced an ORE of 23.3% in ITT Population.
o ORR was 27.3% in subjects with FL.
o The 2 subjects with MZL who had responses assessed achieved best response of SD.

* DMedian PFS for lenalidomide monotherapy was 4.4 months.

Lenalidomide Monotherapy
Total FL

(N =437 (N =22
ORR. n (%) (95% CI) 10 (23.3). (11.8, 38.6) 6 (27.3). (10.7. 50.2)
Median time to response (Min, Max), months 36(1.7.42) -
CR rate_ n (%) 2047 2(9.1)
Median DOR (CR, CRu. PR) (95% CI). months NR (15.5. NE) NR (14.2, NE)
Median PFS (95% CI). months 44(25.10.4) 44(2.5.10.4)

CI = confidence interval; CR. = complete response; CRu = complete response unconfirmed; DOR = duration of

response; ECOG = Eastern Cooperative Oncology Group; FL = follicular lvmphoma; 1NHL = indolent
non-Hodgkin lymphoma; IPI = International Prognostic Index; ITT = mtent-to-treat; Max = maximum;
Min = munmmum; MZL = marginal zone lymphoma; NE = not estimable; NHL = non-Hodglan lymphoma;
NR = not reached; ORR = overall response rate; PFS = progression-free survival; PR = partial response;
SD = stable disease; SLL = small lymphocytic lymphoma.

2 Includes n =22 subjects with FL. n = 18 subjects with SLL., and n = 3 subjects with MZL.

Data cutoff date: 18 Apr 2008.

Data from the RELEVANCE STUDY

RELEVANCE is an ongoing, phase 3, randomized, active-controlled, open-label study of R2for eighteen 4
week cycles followed by rituximab monotherapy for another six 8-week cycles (total duration of ~30
months) versus R- CHEMO for 6 to 8 cycles followed by rituximab for up to twelve 8-week cycles (total
duration of 30 months), subjects with previously untreated FL (Grades 1 to 3a) requiring systemic
treatment according to “"Groupe d’Etude des Lymphomes folliculaires” (GELF) criteria. Second primary
malignancy data and analyses presented for the RELEVANCE study are based on the safety population
defined as all subjects who received at least 1 dose of study medication.

A total of 1010 subjects received at least 1 dose of study medication with either R2 (507subjects) or R-
CHEMO (503subjects). In the R-CHEMO Arm, 365 subjects received R-CHOP, 26 subjects received R-CVP,
and 112subjects received R-Benda. The overall median follow- up time for surviving subjects in the safety
population was 39.1months (range: 0.9 to 61.3months) as of the data cutoff date of 31May2017
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Figure 14:

Screening Period

*Treatment Period — ~2.5 years

Study Design for RELEVANCE

Follow Up Period — up to 10 years

Screening, Rituximab F ollow-up mfr every
Eligltliﬂ.lf}". Rituximab- (2 years) 3 IJnrmnr.ilu _ror_ 2) m;-s,
ICF Signamre, Lenalidomide CR/CRaPR then every 6 months
Select Control (RY JLRw Sfor the following
R . . -

egimen > Lenalidomide years to PD, and

1 year long-term follow-up

(1 year) Jor OS, subsequent
anti-lymphoma

therapy and S5PMs.

Ma| Investigatonr’s
Choice: CR/CRwPR
: . Rituximab- —»
;{;;15 T;Z?:nb} CHOP or Rituximab
Size, Age; Rituximab-CVP (2 years)
Randomization® or Riruximab-
Bendamustine
(R-CHEMO)

v
v

*Treatment was to begin as soon as possible after randomization but no later than 2 weeks after randomization.

All randomized subjects were to be followed for PFS, TINLT, TTCT, and OS using the same schedule described
in the RELEVANCE clinical study report {see Table 10 Schedule of Study Assessmenis). This included subjects
who discontinued the study early for any reason without documented evidence of disease progression

Findings from this study with regards to second primary malignancies are discussed under Clinical Safety.

Analysis performed across trials (pooled analyses and meta-analysis)

Integrated efficacy analysis was done by pooling subjects in the R2 Arm from the AUGMENT study
together with the R? Initial Treatment Period from the MAGNIFY study to increase the sample size of data
in subgroups. Efficacy data were analyzed based on response (eg, ORR, CR, DOR) and PFS (median PFS,
1-year PFS rate) for the entire pooled data set and by histology (ie, FL and MZL). Subpopulation analyses
were performed for the Full Analysis Set (FAS) and FL FAS populations. In addition, efficacy analyses
were performed by MZL subtype (MALT, SMZL, and NMZL).

The inclusion of data from the Initial Treatment Period of the MAGNIFY study was based on the following
considerations:

- MAGNIFY enrolled previously treated FL and MZL patients regardless of rituximab refractory status,
which allows assessment of efficacy for R2 in broader subgroups of subjects with previously treated
Fl or MZL.

- Dose and schedule of R2 in MAGNIFY Initial Treatment Period are similar to those of AUGMENT. The
subtle difference in the schedule of rituximab between AUGMENT (4 weekly infusions followed by 4
additional doses on Day 1 of Cycles 2, 3, 4, and 5) and MAGNIFY (4 weekly infusions of rituximab
followed by 5 additional doses on Day 1 of Cycles 3, 5, 7, 9, and 11) is not expected to have a
meaningful impact on therapeutic benefit of R2 based on a nhumber of considerations. The widely
accepted standard dosing schedule of rituximab in previously treated iNHL is 4 weekly infusions of
rituximab, which is identical between AUGMENT and MAGNIFY. The totality of published studies
showed that extended dosing (i.e., additional doses of rituximab beyond standard 4 weekly
infusions) further improves benefit in a manner that is independent of the number or schedule of
extended rituximab dosing (i.e., 4 or more doses; every 1, 2, 3, or 6 months) (Hainsworth, 2002;
Ardeshna, 2014; Taverna, 2016; Ghielmini, 2004; Coiffier, 2011).

- Objective response rate as assessed per 1999 IWGRC, an established efficacy endpoint for indolent
lymphoma, is used in both AUGMENT and MAGNIFY to assess the antitumour activity of R2.
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The following populations were analyzed:

Full Analysis Set: includes all enrolled subjects with FL Grades 1 to 3a or MZL who met all criteria
for eligibility and had baseline and at least one post-baseline efficacy assessment from the MAGNIFY

study (ie, induction efficacy evaluable population) and all randomized subjects from the AUGMENT
study (ie, ITT population).

Safety: includes all enrolled subjects with FL Grades 1 to 3a or MZL who received at least 1 dose
of study medication (including placebo) in the AUGMENT and MAGNIFY studies. The Safety
Population was used to assess the treatment duration and other safety data.

Integrated efficacy data were analyzed in subjects with previously treated FL or MZL for the entire data
set. Additionally, efficacy data were analyzed by histology:

Follicular lymphoma (Grades 1 to 3a) histology subgroup: includes all previously treated FL subjects
(Grades 1 to 3a) from the AUGMENT and MAGNIFY studies analyzed and presented as data from
the whole population.

Marginal zone lymphoma histology subgroup: includes all previously treated MZL subjects from the
AUGMENT and MAGNIFY studies analyzed and presented as data from the whole population.

Table 40 Subject disposition, FAS population

Previously Treated FLAIZL
Pooled
AUGMENT
AUGMENT MAGNIFY +MAGNIFY
Phbeo + Rit Len + it Len + Eit Len + Rit
Parameter, n (%4) (N =180} N=178) (N=18T) (N =365)
Full Analysis Set® 180 (100.0) 178 {100.0% 187 (100.07) 365 (100.0y
Subjects who discontinued T0(38.9) 320297 74 (39.6) 126 (34.5)
study treatment early
Progressive disease 54 (30,00 210118 31 (16.6) 32(14.2)
Adverse event g(4.4) 14 (7.9) 26(13.9) 40 (11.0)
Death 0 (0.0) 2(1.1) 4{2.1) 6(1.6)
Withdrew consent T(3.9) 13 (7.3) T(3T 20(5.5)
Protocol violation 0 (0.0 00.m 0 (0.0) 0(0.00
Other 1(0.6) 2(1.1) 6(3.2) E(2

FAS = Full Analysis Set; FL = follicular lymphoma; Len + Bit = lenalidomide in combination with nfuximab

(B Amm); MZL = marginal zone lymphoma; Pbo + Rit = placebo plus rtuximab (Control Arm).

* The FAS included all randomized subjects from AUGMENT and induction efficacy evaluable subjects from

MAGNIFY.

Data cutoff dates: 22 Jun 2018 for ATUGMENT and 01 May 2017 for MAGNIFY .
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Table 41 Subject disposition, FL FAS population

Previously Treated FL
Pooled
AUGMENT +
AUGMENT MAGNIFY AMAGNIFY
Pbo + Rit Len + Rit Len + Rit Len + Rit
Parameter. n (%) (N =148) (N=147) (N =148) (N =1205)
FL FAS® 148 (100.0) 147 (100.0) 148 (100.0) 295 (100.0)
Subjects who discontinued 60 (40.5) 41 (27.9) 59(39.9) 100 (33.9)
study treatment early
Progressive disease 46 (31.1) 17 (11.6) 26 (17.6) 43 (14.6)
Adverse event 6 (4.1) 12 (8.2) 20(13.5) 32(10.8)
Death 0 (0.0) 1(0.7) 3 (2.0) 4(1.4)
Withdrew consent T7(4.7) 11 (7.5) 747 18 (6.1)
Protocol violation 0 (0.0) 0 (0.0) 0 (0.0) 0(0.0)
Other 1(0.7) 0 (0.0) 3 (2.0) 3(1.0)

FAS = Full Analysis Set; FL = follicular lymphoma; Len + Rit = lenalidomide in combination with rituximab
(R? Arm); Pbo + Rit = placebo plus rituximab (Control Arm).
# The FL FAS included all randomized FL 1-3a subjects from AUGMENT and mduction efficacy evaluable FL 1-3a

subjects from MAGNIFY.

Data cutoff dates: 22 Jun 2018 for AUGMENT and 01 May 2017 for MAGNIFY.

Source: SCE/SE Table1.1.2

Table 42 Subject disposition, MZL FAS population

Previously Treated MZL
Pooled
AUGMENT
AUGMENT MAGNIEFY + MAGNIFY
Pho + Rit Len + Rit Len + Rit Len + Rit
Parameter, n (%) (N =32) (N=31) (N=139) (N = 70)
MZL FAS® 32 (100.0) 31 (100.0) 39 (100.0) 70 (100.0)
Subjects who discontinued 10 (31.3) 11(35.5) 15 (38.5) 26 (37.1)
study treatment early
Progressive disease 8(25.0) 4(12.9) 5(12.8) 9(12.9)
Adverse event 2(6.3) 2(6.5) 6(15.4) 8(11.4)
Death 0 (0.0) 1(3.2) 1(2.6) 2(2.9)
Withdrew consent 0(0.0) 2(6.5) 0(0.0) 2(2.9)
Other 0 (0.0) 2(6.5) 3(7.7) 5(7.1)

FAS = Full Analysis Set; Len + Rit = lenalidomide in combination with rituximab (R? Arm); MZL = marginal zone
lymphoma; Pbo + Rit = placebo plus rituximab (Control Arm).
* The MZL FAS included all randomized MZL subjects from AUGMENT and induction efficacy evaluable MZL

subjects from MAGNIFY.

Data cutoff dates: 22 Jun 2018 for AUGMENT and 01 May 2017 for MAGNIFY.

Source: SCE/ISE Table 1.1.3

Assessment report
EMA/CHMP/693880/2019

Page 68/139



In the pooled R2 data from AUGMENT and MAGNIFY, median treatment duration was 11 months (range:
0.1 to 15.0 months) for the total safety population. Overall, 48.5% of the pooled subjects received or
completed all 12 cycles of planned study treatment. The median duration of treatment among subjects
with FL Safety Population and subjects with MZL safety population was similar to that in the total Safety
Population (FL and MZL).

Demographic and baseline disease characteristics for FAS population are presented below.

Table 43 Subject Demographics for FAS Population

Previously Treated FL/AIZL
Pooled
AUGMENT +
AUGMENT AMAGNIFY MAGNIFY
Pbo + Rit Len + Rit Len + Rit Len + Rit
Parameter, n (%) (N =180) (N=178) (N=187) (N = 365)
Age (years)
Mean (StD) 61.5(11.16) 62.3(1123) 64.8 (10.93) 63.6(11.13)
Median 62.0 64.0 65.0 64.0
Min, Max 350,880 26.0, 86.0 350,910 26.0,91.0
Age categories (years).
n (%)
<65 107 (59.4) 96 (53.9) 88(47.1) 184 (504)
> 65 73 (40.6) 82 (46.1) 99 (52.9) 181 (49.6)
Sex. n (%)
Male 97 (53.9) 75(42.1) 107 (57.2) 182 (49.9)
Female 83046.1) 103 (57.9) 80(42.8) 183 (50.1)
Ethnicity. n (%)
Hispanic 20(11.1) 24 (13.5) 12 (6.4) 36 (9.9)
Non-Hispanic 158 (87.8) 147 (82.6) 172 (92.0) 319 (874)
Missing 2(1.1) 7(39) 3(1.6) 10 (2.7)
Region, n (%)
us 17 (9.4) 23(12.9) 187 (100.0) 210 (57.5)
EU 84 (46.7) 81 (45.5) 0(0.0) 81 (222
Other 79(43.9) 74 (41.6) 0(0.0) 74 (20.3)

EU = European Union; FAS = Full Analysis Set; FL = follicular lymphoma; Len + Rit = lenalidomide in
combination with rituximab (R Arm); Max = maximum; Min = minimum; MZL = marginal zone lymphoma;
Pbo + Rit = placebo plus rituximab (Control Arm); $tD = standard deviation; US = United States.

Notes: FAS included all randomized subjects from AUGMENT and induction efficacy evaluable subjects from
MAGNIFY. Percentages were based on the number of subjects in each treatment group.

Data cutoff dates: 22 Jun 2018 for AUGMENT and 01 May 2017 for MAGNIFY.

Source: SCE/ISE Table 1.2.1
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Table 44 Subject Baseline Disease Characteristics for FAS Population

Previously Treated FL/MZL
Parameter,n (%)
Pooled
AUGMENT MAGNIFY AUGMENT+
MAGNIFY
Pbo+ Rit Len + Rit Len + Rit Len+Rit
(N=180) (N=178) (N=187) (N=365)
Histological diagnosis
FL 148 (82.2) 147 (82.6) 148 (79.1) 295 (80.8)
MZL 32 (17.8) 31 (17.4) 39 (20.9) 70 (19.2)
Stage at enrollment
I 18 (10.0) 15 (8.4) 4(2.1) 19 (5.2)
II 38 (21.1) 26 (14.6) 14 (7.5) 40 (11.0)
I1I 65 (36.1) 73 (41.0) 49 (26.2) 122 (33.4)
v 59 (32.8) 64 (36.0) 120 (64.2) 184 (50.4)
FLIPI score
0-1 67 (37.2) 52 (29.2) - -
2 58 (32.2) 55 (30.9) - -
3-5 54 (30.0) 69 (38.8) - -
Missing 1 (0.6) 2 (1.1) - -
LDH elevated at baseline®
Yes 39 (21.7) 43 (24.2) 48 (25.7) 91 (24.9)
No 140 (77.8) 134 (75.3) 138 (73.8) 272 (74.5)
Missing 1 (0.6) 1 (0.6) 1 (0.5) 2 (0.5)
B symptoms
Yes 12 (6.7) 16 (9.0) 26 (13.9) 42 (11.5)
No 168 (93.3) 162 (91.0) 161 (86.1) 323 (88.5)
Bulky diseaseb
Yes 49 (27.2) 45 (25.3) 84 (44.9) 129 (35.3)
No 131(72.8) 132 (74.2) 101 (54.0) 233 (63.8)
Missing 0 (0.0) 1 (0.6) 2 (1.1) 3 (0.8)
High tumour burden
per GELF criteria
Yes 86 (47.8) 97 (54.5) 126 (67.4) 223 (61.1)
No 94 (52.2) 81 (45.5) 61 (32.6) 142 (38.9)
Early relapses (within
2years of initial diagnosis)
Yes 61 (33.9) 56 (31.5) 69 (36.9) 125 (34.2)
No 118 (65.6) 122 (68.5) 118 (63.1) 240 (65.8)
Missing 1 (0.6) 0 (0.0) 0 (0.0) 0 (0.0)
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ECOG score at baseline

0 128 (71.1) 116 (65.2) 89 (47.6) 205 (56.2)
1 50 (27.8) 60 (33.7) 93(49.7) 153 (41.9)
2 2 (1.1) 2 (1.1) 5 (2.7) 7 (1.9)
>3 0 (0.0) 0 (0.0) 0 (0.0) 0 (0.0)

Unfit for chemotherapy®
Yes 49 (27.2) 54 (30.3) 77 (41.2) 131 (35.9)

No 131 (72.8) 124 (69.7) 110 (58.8) 234 (64.1)

ECOG = Eastern Cooperative Oncology Group; FAS = Full Analysis Set; FL = follicular lymphoma;

FLIPI = Follicular Lymphoma International Prognostic Index; GELF = Groupe d’Etude des Lymphomes

Folliculaires; LDH = lactate dehydrogenase; Len + Rit = lenalidomide in combination with rituximab (R2 Arm); MZL = marginal zone
lymphoma; Pbo + Rit = placebo plus rituximab (Control Arm).

a Defined as LDH > upper limit of normal.

b Bulky disease was defined as a nodal or extranodal (except spleen) mass > 7 cm in its greatest diameter or involvement of at least 3
nodal or extranodal sites (each with a diameter > 3 cm).

¢ Unfit for chemotherapy defined by age = 70 years or (age = 60 years and < 70 years, with at least one of the following: CrCL is =
30 mL/min AND < 60 mL/min or ECOG = 2).

Notes: FAS included all randomized subjects from AUGMENT and induction efficacy evaluable subjects from

MAGNIFY. Percentages were based on the number of subjects in each treatment group.

Data cutoff dates: 22 Jun 2018 for AUGMENT and 01 May 2017 for MAGNIFY.

Source: SCE/ISE Table 1.3.1

Efficacy across clinical trials was based on ORR, CR rate, DOR, and the 1-year PFS rate. Efficacy for the
FAS Population, FL FAS Population, and the MZL FAS Population per the 1999 IWGRC is summarized
below.
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Table 45 Summary of efficacy per 1999 IWGRC

Previously Treated FL/AMZL

Fooled
AUGMENT
AUGMENT MAGNIFY + MAGNIFY
Pho + Bit Len + it Len + Rit Len + Rit
Parameter (N =180} (N=178) (N=18T) (N = 365)
Objective response 96 (33.3) 138 (77.5) 127 (67.9) 265 (72.6)
(CR+CERut+PE). n (%) (458, 60.8) (70.7,83.4) (60.7, 74.5) (67.7,77.1)
(93% CI)
Complete response 40 (22.7) T3 (41.00 700421 152 (41.6)
(CPR+CEu), n (%) (95% CD) (164, 29.0) (33.7,48.6) (35.1.497) (36.5,46.9)
DOER
Number of subjects with 51(33.1) 48 (34.8) 17(13.4) 63 (24.5)
event, n (%)
Number of subjects 45 (46.9) 90 (65.2) 110 (26.6) 200 (75.5)
censorad, n (%)
Median DOF (95% CI). 17 366 NE 6.6
months (128, 27.6) (229 NE) (NE. NE) (233, NE)
= 12 months (95% CI), % 61.6 844 79.1 813
(30.7,70.7) (76.8, 80.8) (67.4, 87.0) (762, 87.0)
= 24 months (25% CT), %% 425 300 747 61.0
(31.1,53.3) (487, 67.9) (61.8.83.8) (522.68.7)
1-year PF5 rate? (95% CT), 371 B27 629 T6.8
%a (403 64.1) (759,877 (39.5,76.5) (714,813

CI = confidence interval; CE. = com

plete response; CERu = complete response unconfirmed; DOE. = duration of

response; FAS = Full Analysis Set; FDA = Food and Dmig Administration; FL = follicular lymphoma;
IWGRC = International Working Group Eesponse Criteria; Len + Rit = lenalidomide in combination with
rituximab (B* Arm); MZL = marginal zone lymphoma; Pbo + Rit = placebo phus rituximab (Control Arm);

PFS = progression-free survival; PR = partial response.
* Based on FDA censoring rles.

Note: The FAS mecluded all randomized subjects from AUGMENT and induction efficacy evaluable subjects from
MAGNIFY. Central review of [IWGEC 1999 was used in the AUGMENT study; investigator assessments of

TWGEC 1999 were used in the MAGNIFY study.

Data cutoff dates: 22 Jun 2018 for AUGMENT and 01 May 2017 for MAGNIFY .

Source: SCE/TSE Table 2.1.1
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Table 46 Summary of Efficacy for FL FAS Population per 1999 IWGRC

Previously Treated FL
Pooled
AUGMENT +
AUGMENT MAGNIFY MAGNIFY
Pbo + Rit Len + Eit Len + Rit Len + Rit
Parameter (N =148) (N=147) (N=148) (N = 205)
Objective response 82(35.4) 118 (B0.3) 104 (70.3) 222 (75.3)
{CR+CEut+PR), n (%) (47.0, 63.6) (729, 86.4) (62.2, 71.5) (699 80.1)
{05% CI)
Complete response 35(23.68) 63 (42.9) 62 (41.9) 125 (42.4)
{CR+CRu), n (%) (17.1,31.3) (34.7,51.3) (338, 50.3) (36.7,48.2)
(93% CI)
DOER
Number of subjects with 47 (37.3) 3B (32.2) 13{12.5) 51023.0)
event, n (%)
Number of subjects ISE2T 80 (67.8) 91 {87.53) 171 (77.0)
censored, n (%)
Median DOR (95% CI). 155 366 NE 366
months (11.2,25.0) (249 NE) (ME. NE) (25.3, NE)
= 12 months (95% CI), % 59.1 853 79.5 832
(474, 69.1) 77.1,90.7) (65.5, 88.3) (764, 88.2)
= 24 months (95% CI), %2 40.5 62.7 R 634
(28.8.51.8) (51.6,71.9) (385, 84.3) (53.7,71.5)
1-year PFS rate® (95%: CT), 34.7 8235 685 76.8
e (46.0, 62.5) 73.0, 87.9) (374,71.3) (70.8,81.7)

CI = confidence interval; CE. = complete response; CEn = complete response unconfirmed; DOR. = duration of
response; FAS = Full Analysis Set; FDA = Food and Dmig Administration; FL = follicular lymphoma;
IWGE.C = Intemational Working Group Fesponse Criteria; Len + Bit = lenalidomide in combination with
ntuximab (B* Arm); NE = not estimable; Pho + Bit= placebo plus rituximab (Control Army);

PES = progression-free survival; PR = parhal response.

2 Based on FDA censoring rules.

Note: The FLEAS included all randomized FL 1-3a subjects from AUGMENT and induction efficacy evaluable FL

1-3a subjects from MAGNIFY. Central Feview of 1999 IWGEC was used in the AUGMENT study; investigator
assessments of 1999 TWGER.C were used in the MAGNIFY study.

Data cutoff dates: 22 Jun 2018 for AUGMENT and 01 May 2017 for MAGNIFY .

Source: SCE/ISE Table 2.2.1
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Table 47 Summary of Efficacy for MZL FAS Population per 1999 IWGRC

Previously Treated MZL

Pooled
AUGMENT
AUGMENT MAGNIFY +MAGNIFY
Pho + Rit Len + Rit Len + Eit Len + Eit

Parameter (N =32) (N =31) (N =39) N =70)
Objective response 14 (43.8) 20 (64.5) 23 (3900 43 (61.4)
(CR+CRutPR), m (%a) (264, 62.3) (454, 80.8) (421,74 4) (49.0,72.8)
(95% CI)
Complete response 3{15.6) 10(32.3) 17 (43.6) 27 (38.6)
(CRACRu), n (%) (95% CI) (33,328 (16.7,51.4) (278 604) (272, 51.0)
DOE

Number of subjects with 4(28.6) 10 (5000 4{174) 14 (32.6)

event, n (%)

Number of subjects 10 (71.4) 10 (30.00 19(82.4) 29 (67 4)

censored n (%)

Median DOR (93% CI), NE (8.4, NE) 17.4(13.2, NE) NE (7.1, NE) 22.1(15.9 NE)

months

= 12 months (93% CI), % TOG442 019y | TR1(532,91.6) | 767492 906) | 77.6(399 881

= 24 months (93% CI), % 31.30(9.1,83.0) 360109 602y | TOT(492 906y | 496277, 651)
1-year PFS rate® (95% CI), % 683(490.81.5) | 844(634,939) | 698(495, 832 | 76.8(63.1,859)

CI = confidence interval; CE. = complete respense; CFu = complete respense unconfirmed; DOF. = duration of
response; FAS = Full Analysis Set; FDA =Food and Dug Administration; [WGEC = Intemmational Working
Group Response Criteria; Len + Rit = lenalidomide in combination with rituximab (B* Arm); MZL = marginal
zone lymphoma; NE = not estimable; Pbo + it = placebo plus ntuximab (Control Arm); PFS = progression-free

survival; PE. = partial response.
® Based on FDA censoring rules.

Note: The MZL FAS included all randomized MZ1 subjects from ATUGMENT and induction efficacy evaluable
MZL subjects from MAGNIFY. Central review of 1999 IWGERC was used in the-AUGMENT study; investigator
assessments of 1299 TWGEC were used in the MAGNIFY study.

Nata eutoff dates- 27 Tom 2018 for ATIGMENT and 01 Maw 2017 for MAGNTFY
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Table 48 Summary of Efficacy in Subtypes of MZL per 1999 IWGRC (MZL FAS Population)

MALT MZL Splenic MZL Nodal MZL
Pooled Pooled Pooled
AUGH AUG+ AUG+
AUG MAG MAG AUG MAG MAG AUG MAG MAG
Pho+Rit | Len+Rit | Len+Rit | Len+Rit | Pho+Rit | Len+Rit | Len+Rit | Len+Rit | Pho+Rit | Len+Rit | Len+Rit | Len+Rir
Endpoint (N=16) (N=14) (N=10) N=14) (IN=6) (N=8) (N=9) (IN=18) (N=10) (N=8) (N=20) (N=18)
Objective 10(62.3) | 9(64.3) | 9(90.0) | 18(75.0) | 1(16.7) | 6(66.7) | 4(444) [ 10(35.6) | 3(30.) | 5(62.3) | 10(30.0) | 15(33.6)
response (35.4, (35.1, 555, (333, 04, 299, (137, (30.8, (6.7, (245, 272, (339,
(CR+CRu+FPR), 84.8) 87.2) 99.7) 90.2) 64.1) 92.5) 78.8) 78.5) 63.2) 91.5) 72.8) 72.5)
n (%} (93% CI)
Complete 4(25.0) T30 | 606000 | 13(542) | 000.0) 1(11.1) 1(11.1) 2(11.1) 171000 | 2(25.0) | 10(50.0) | 12(42.9)
response (7.3, (23.0, (26.2, (328, (0.0, (03, (0.3, (1.4, (0.3, (3.2, 272, (245,
(CR+CRu), n (%) 524) 71.0) 87.8) T4.4) 43.9) 432) 48.2) 34T 44.5) 63.1) 72.8) 62.8)
(95% CT)
DOER.
No. of subjects 2(20.0) 3(333) | I(11.1) | 4(22.2) | 1(100.0) | 6(100.00 | 1(25.0) 7(70.0) 1(33.3) 10200 | 2020.0) 3(20.00
with event, n (%a)
No. of subjects 8 (20.0) 6(66.7) | 8(88.9) | 14(77.8) | 0(0.0) 0(0.0) 3(75.0) 3(30.0) 2(66.7) | 4(80.0) | 8(80.0) | 12(BO.0)
censored, m (%)
=12 months 80.0 718 83.7% 825 100.0 833 5.0 788 NE 75.0 714 72.7
(95% CT), % (40.9, (36.5, (334, (34.9, (NE, NE) (27.3, (12.8, (38.1, (NE.NE) | (12.8, (23.8, (37.1,
94.6) 93.9) 97.9) 94.0) 97.5) 96.1) 94.3) 96.1) 92.0) 90.3)
= 24 months 80.0 519 85.7 61.9 0.0 0.0 75.0 135 NE NE 714 72.7
(95% CI), % (40.9, (8.4, (334, (183, (NE, NE) | (NE,NE) (128, 0.7, (NE.NE) | (NE,NE) (25.8, (371,
94.6) 34.00 97.9) 87.3) 96.1) 44.4) 22.00 90.3)
1-year PFS rate® 735.0 7.7 875 76.8 833 100.0 393 781 46.7 100.0 63.7 73.2
(95% CT), % (46.3, (34.9, (387, (52.8, (273, (NE, NE) (18.6, (46.0, (15.0, (NE, NE) (353, (49.7,
89.8) 86.5) 98.1) 89.7) 97.5) 85.0) 92.5) 3.7 844) 89.1)

AUG = AUGMENT; CI = confidence interval; CR. = complete response; CRu = complete response unconfirmed: DOR. = duration of response; FAS = Full

Analysis Set; FDA =Food and Dmg Administration; TWGE.C = Intemational Working Group Response Criteria; Len+Rit = lenalidomide in combination with

Subgroup analyses for overall response rate for the pooled R? data set for the FAS Population are
presented in the figure below. In the pooled data set for R? in the FAS Population, Complete response
rates of least 19% (range: 19.5% to 52.7%) were observed in all subgroups analyzed.
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Figure 11 Subgroup Analyses for Overall Response Rate for FAS Population (Pooled R2 Data)
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Aug = AUGMENT study; CI = confidence mterval; CrCl = creatimine clearance; ECOG = Eastern Cooperative
Oncology Group: FAS = Full Analysis Set; FL = follicular lymphoma: GELF = Groupe d 'Etude des Lymphomes
Folliculaires; Mag = MAGNIFY study: MZL = marginal zone lymphoma; ORR = overall response rate;

R? = lenalidomide in combination with rituximab.
Data cutoff dates: 22 Jun 2018 for AUGMENT and 01 May 2017 for MAGNIFY .
Source: SCE/JSE Graph 2.1

In the pooled data set for R2 in the FL FAS Population, response rates of at least 55%(range: 55.4% to
87.1%) were observed in all subgroups analyzed, including subjects who were refractory to last prior
regimen, were chemoresistant, had bulky disease, or had a high tumour burden.
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Figure 12 Subgroup Analyses for Overall Response Rate for FL FAS Population (Pooled R2 Data)

Pooled Aug+Mag

Events fN ORR {95% C1)
Owerall 2221295 75.3 (69.9, 80,1} |—.—|
Age
65 1224157 TR7 (P04, BA0) — -
H5 100,138 T25(B4.2, TATH —
Su
Male 1027146 69.9 (61.7, 77.2) o
Female 1207149 B0.5 (73,3, 85.6) —a—
Race
White 164227 722 (5.9, TH.O) —mH
Maf=White 54162 B7.1 (76.1, 94.3) S |
ECOG
0 136/169 BO.S (73.7, 85.2) H——
1aor2 86/12% B8.3 (55.4, 75,3} ——
Disease stage at enrcllment
i 17150 740 (59.7, B5.4) S
101V 185245 755 (60,6, BO.&) -
Biilky Disease
Yea 83112 74.1 (E5.0, 81.8) —a—
Nao 1397181 T6.8 (70.0, 82.7) —m—
High tumor baurden per CELF
Wes 126/178 T0.8 (63.5, 77.3) -
No BE117 52.11(73.9, B&.5) —-y
Earlv relapses
Yes TE102 70.6 (0.7, 79.2) —a—
No 1507193 777 (71.2, B3.4) o
Prios rituximab containing chemo
Wes 1E2/224 72.3(E6.0, 78.1) ——
Mo BOSTL B4S (Fa.0, $2.0) ]
Mo, prior antilymphoma regimens
1 1067136 T7.9(70.0, BAE) .
1 1167159 73.0(65.3, TR.T) [ |
Refractory to last prior regimen
Yes S7re8 B8 (53,9, T4.T) | — —
No 165,207 79.7 (T1.6, 85.0) - —
Crcl
60 ml./min 185,242 76.4 (70.6, B1.6) = =
OF il min ] G (55,7, O1.7) | — ]
Chemaoresistant
Wes 36/E5 55.4 (42.5, 67.7) e
Mo 186230 80.9(75.2, B5.7)
Unflit for Chematherapy
Yes 7258 715 (63,5, B1.9) —a—
M 1504197 76.1 (55.5, B1.9) [
Chemotherapy eligible
Yes 1257186 BE & (8.9, 50.9) —.
Mo 927144 63.9 (55.5, TL.7) o=
i T 7 - T T T T T T T
0 o 20 30 A0 50 (1] T Ba a0 {Lile]
ORR

Aupg = AUGMENT study; CI = confidence mterval, CrCl = creatinine clearance; ECOG = Eastern Cooperative
Oncology Group; FAS = Full Analysis Set; FL = follicular lymphoma; GELF = Groupe d Etude des Lymphomes
Folliculaires; Mag = MAGNIFY study; ORR = overall response rate; B? = lenalidomide in combination with
rituximab.

Data cutoff dates: 22 Jun 2018 for AUGMENT and 01 May 2017 for MAGNIFY.

Source: SCE/ISE Graph 2.3

Among subjects who received R? (pooled R? data):

- FAS population: CR rates of least 19% (range: 19.5% to 52.7%) were observed in all subgroups
analyzed.CR rates were lower among subjects who were male (33.5% versus 49.7% for female),
chemoresistant (19.5% versus 47.6% for not chemoresistant), or ineligible for chemotherapy
(29.8% versus 52.7% for eligible for chemotherapy)

- FL FAS population: CR rates of least 15% (range: 16.9% to 55.5%) were observed in all subgroups
analyzed. CR rates were lower among subjects who had early relapses (30.4% versus 48.7% for
no early relapses), were chemo resistant (16.9% versus 49.6% for not chemo resistant), or were
ineligible for chemotherapy (29.2% versus 55.5% for eligible for chemotherapy).
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2.4.3. Discussion on clinical efficacy

Design and conduct of clinical studies

Results are mainly coming from a phase 3, double-blind randomized study designed to compare the
efficacy and safety of rituximab plus lenalidomide versus rituximab plus placebo in subjects with
relapsed/refractory follicular lymphoma or relapsed/refractory marginal zone lymphoma (AUGMENT).
Data are also supported by one phase 3b supportive study (MAGNIFY).

Patients were randomized in a 1:1 ratio to receive rituximab 375 mg/m? every week in Cycle 1 and on
Day 1 of every 28-day cycle from cycles 2 through 5 plus lenalidomide once daily on Days 1 to 21 of
every 28-day cycle up to 12 cycles (experimental arm R2) or rituximab plus placebo (control arm).

Efficacy determination was based upon PFS as primary endpoint, assessed by the Independent Review
Committee (IRC). Secondary/exploratory endpoints were ORR, CR rate, DOCR, DOR, OS, EFS, TTNLT,
TTNCT, PFS2, and time to histological transformation.

The overall analysis included 358 patients (178 R2 and 180 R). The Follicular lymphoma population was
comprised of 295 patients (147 R? and 148 R), and the MZL population was comprised of 63 patients (31
R2 and 32 R alone).

Efficacy data and additional analyses

In the overall population, PFS by IRC assessment was significantly higher in the experimental arm than in
the control arm. (HR: 0.45 p<0.0001 95% CI = 0.33, 0.61). Results were comparable to those observed
for the overall population in the FL subgroup (HR= 0.4; p<0.0001; 95% CI = 0.29, 0.55): When applying
EMA censoring rules, there was a 60% reduction in the risk of progression or death for the R2 Arm
compared to the Control Arm.

Objective response rate by IRC assessment (CR+PR; %) are significantly in favour of the R2 arm in the
overall population (77.5% 95% CI = 70.7; 83.4 versus 53.3% 95% CI= 45.8; 60.8) p<0.0001). Similar
trend could be observed in the follicular lymphoma subgroup (80.3 IC95=72.9; 86.4) versus 55.4% IC=
47.0; 63.6) p<0.0001).

Overall, the median DOR (95% CI) by IRC assessment per the 2007 IWGRC among responders was 36.6
months (22.9, not estimable [NE]) in the R2 Arm and 21.7 months (12.8, 27.6) in the Control Arm.
Similar results were noted in subjects with FL.

Finally, in subjects with FL, there were 11 deaths in the R? arm versus 24 deaths in the control arm
reported (HR [95% CI]: 0.45 [0.22, 0.92]).

AUGMENT study Efficacy results, although globally in favour of R2 versus R, have to be interpreted with
serious caution, mostly in the MZL setting:

Based on the results obtained from the AUGMENT study, the clinical benefit of the Lenalidomide plus
Rituximab combination is uncertain for MZL patients (PFS HR [95% CI]: 0.87 [0.41, 1.83] p =0.7068).
This is not only a matter of statistical power but could correspond to an inferior benefit (overall
population, R? versus R PFS HR: 0.45 p<0.0001 95% CI = 0.33, 0.61).

ORR and CR rate were higher in the R2 Arm than in the control arm in subjects with MZL; however, due to
the small sample size, results were not significant (64.5% 95% CI = 45.4, 80.8 versus 43.8% 95% CI=
26.4; 63.3) p=0.1313).

In subjects with MZL, the median DOR (95% CI) by IRC assessment per the 2007 IWGRC among
responders was 17.4 months (13.2, NE) in the R2 Arm and not estimable in in the Control Arm.

Overall, the median DOCR (95% CI) by IRC assessment per the 2007 IWGRC among responders was not
estimable in either treatment arm. In the RZ Arm, the probability of DOCR (95% CI) at = 12 months was
84.2% (71.8%, 91.5%) versus 77.0% (57.6%, 88.3%) in the control arm. In the R2 Arm, the probability
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of DOCR (95% CI) at = 24 months was 67.4% (50.8%, 79.5%) versus 61.7% (41.2%, 76.8%) in the
control arm. Similar results were shown in subjects with FL.

In subjects with MZL, the median DOCR (95% CI) by IRC assessment per the 2007 IWGRC among
responders was 22.1 months in the R2 Arm and not estimable in the control arm. In the R2 arm, the
probability of DOCR (95% CI) at = 12 months was 88.9% (43.3%, 98.4%) versus 100.0% (100.0%,
100.0%) in the control arm. In the R2 Arm, the probability of DOCR (95% CI) at = 24 months was 44.4%
(1.0%, 86.6%) versus 100.0% (100.0%, 100.0%) in the rituximab alone arm.

Finally, with a median follow up of 28.30 months, there were 16 deaths in the R2 Arm versus 26 deaths in
the control arm reported (HR [95% CI]: 0.61 [0.33, 1.13]); the medians for both arms have not been
reached. Kaplan-Meier curves overlapped until 1 year with separation shown after 1 year. The 2-year OS
rate was 92.6% in the RZ Arm and 87.2% in the control arm.

In subjects with MZL, there were 5 deaths in the R? Arm versus 2 deaths in the Control Arm reported (HR
[95% CI]: 2.89 [0.56, 14.92]); the medians for both arms have not been reached.

Relapse / refractory indolent lymphoma remains an incurable disease. In previously treated iNHL
patients, rituximab monotherapy is associated with ORR of approximately 38% to 59%. Over time many
patients become refractory to Rituximab.

Association of Lenalidomide to Rituximab versus Rituximab alone improves significantly the median PFS in
patients with follicular lymphoma disease. ORR, OS and PFS 2 are also improved by adjunction of
Lenalidomide to Rituximab. However, rituximab monotherapy is indicated for treatment of patients with
stage III-IV follicular lymphoma who are chemoresistant or are in their second or subsequent relapse
after chemotherapy. AUGMENT study participants were however patients with mostly Grade 1 and 2 FL
(more than 70% of the included population).

In the r/r FL setting, selection of salvage treatment usually depends on efficacy of prior regimens. In
early relapses (<12-24 months), a non-cross-resistant scheme should be preferred (e.g. bendamustine
after CHOP or vice versa). Other options, including fludarabine-based, platinum salts based or alkylating
agents-based regimens, could also be useful. Rituximab should be proposed to patients if the previous
antibody-containing scheme achieved >6- to 12-month duration of remission.

R? treatment not only delays progression but also improves overall response rate. However, in patients
with marginal zone Lymphoma, the combination of Lenalidomide with Rituximab has no impact on the
progression free survival and on objectives responses rates. More worrying, there were 5 deaths in the R2
Arm versus 2 deaths in the control arm in subjects with MZL (HR [95% CI]: 2.89 [0.56, 14.92]); these
results should however be interpreted with caution due to the low number of r/r MZL patients.

Overall, the approvability of the MZL indication was contingent on the assumption of homogeneity of
response between FL and MZL, which could not be demonstrated based on AUGMENT and MAGNIFY data;
following these uncertainties, the MAH has withdrawn the proposed MZL indication.

In order to adequately reflect the studied population, the following indication wording was proposed for
section 4.1 of the SmPC: “Revlimid in combination with rituximab (anti-CD20 antibody) is indicated for
the treatment of adult patients with previously treated follicular lymphoma (Grade 1 - 3a)”.

Further, some characteristics of the patient population were specified (appropriateness to rituximab
monotherapy and life expectancy < 6 months) in section 5.1 of the SmPC.

2.4.4. Conclusions on the clinical efficacy

The combination of Lenalidomide to Rituximab improves significantly the median PFS in patients with
follicular lymphoma disease versus Rituximab alone; secondary endpoints ORR, OS and PFS 2 were also
improved. Therefore the efficacy of the combination in the treatment of adult patients with previously
treated follicular lymphoma (Grade 1 - 3a) has been adequately demonstrated.
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2.5. Clinical safety

Introduction

The safety experience for lenalidomide in combination with rituximab (Len + Rit or R2) is primarily based
on data from one registrational Phase 3 study (Study CC-5013-NHL-007, AUGMENT), and one supportive
Phase 3b study (Study CC-5013-NHL-008, MAGNIFY ). The safety data from the R2 Arm in AUGMENT was
pooled with the safety data from the R2 Arm in the Initial Treatment Period of MAGNIFY to increase the
safety database in previously treated FL/MZL.

The inclusion of safety data from only the Initial Treatment Period of MAGNIFY and not the extended
treatment period is based on the following considerations:

-Dose and schedule of lenalidomide in the MAGNIFY Initial Treatment Period are identical to those in
AUGMENT. Depending on baseline renal function, (Cl Creat > 60 ml/min or >30 ml/min but < 60 ml/min)
the starting dose of Lenalidomide or placebo was either 20 mg or 10 mg respectively.

-Dose of rituximab in the MAGNIFY Initial Treatment Period is identical to AUGMENT, and the treatment
schedule is similar to that in AUGMENT. The subtle difference in the schedule of rituximab between
AUGMENT (4 weekly infusions followed by 4 additional doses on Day 1 of Cycles 2, 3, 4, and 5) and
MAGNIFY (4 weekly infusions of rituximab followed by5 additional doses on Day 1 of Cycles 3, 5, 7, 9,
and 11) is not expected to have a meaningful impact on therapeutic benefit or safety profile of R2 based
on several considerations. The widely accepted standard dosing schedule of rituximab in previously
treated iNHL is 4 weekly infusions of rituximab, which is identical between AUGMENT and MAGNIFY. The
totality of published studies showed that extended dosing (ie, additional doses of rituximab beyond
standard 4 weekly infusions) further improves benefit (limited added toxicities) in a manner that is
independent of the humber or schedule of extended rituximab dosing (eg, 4 or more doses every 1, 2, 3,
or 6 months).

For the Phase 2 clinical trial using lenalidomide monotherapy in iNHL (ie, Study NHL-001), the safety
results are briefly summarized.

Patient exposure

The disposition of subjects in the Safety Population for each study (AUGMENT and MAGNIFY) and for the
pooled AUGMENT + MAGNIFY R2 Arms is presented in the followed Table:

Table 49 Subject Disposition for Safety Population

AUGMENT MAGNIFY Pooled
AUGMENT +
MAGNIFY

Parameter PBO + Rit Len + Rit Len + Rit Len + Rit

(N =180} (N=1786) (N=222 (N =1398)
n (%) n (%) n (%) n (%)

Subjects who discontinued study 70 (38.9) 52(29.5) 24 (37.8) 136 (34.2)

treatment early

Adverse event LEEEY 14 (8.0} 29{13.1) 43 (10.8)

Progressive disease 54 (30,09 21(11.9) 31(14.0) 32(13.1)
Death 0(0.00 2{1.1) 4(1.8) 6(1.5)
Withdrew consent T(3.9) 13(74) 11 (5.09 24 (6.0)
Protocol vielation 0{0.0) 0{0.0y 0(0.0y 000y
Orther 1(0.6) 2{1.1) o041 11 (2.8)

Len = lenalidomide; Len + Rit = lenalidomide in combination with nfwomab (B Ami); PBO = placebo; Rit = rituximalb.

Source: SCS Table 1.1.1
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FL Safety Population

The disposition of subjects in the FL Safety Population for each study (AUGMENT and MAGNIFY) and for
the pooled AUGMENT + MAGNIFY R2 Arms is presented in the following table:

Table 50 Subject Disposition for FL Safety Population

AUGMENT ]A»_L&G_\'l}"ii' Pooled
ATUGMENT +
MMAGNIFY

Parameter PBO + Rit Len + Rirt Len + Rit Len + Rit

(N = 148) (I = 146) (IN=1TT) N =2323)
n (%) m (Do) m {®o) m (o)

Subjects who discontinued studsy &0 (40.5) 41 (28.1) 67 (37.9) 108 (33.4)

treatment earky

Adverse event 6 (4.1) 12 (8.2) 23 (13.0) 35 (10.8)

Progressive disease 46 (31.1) 17 (11.6) 26 (14.7) 43 (13.3)
Death 0 (0.0 1 (0.7 3(1.7) 4 (1.2)
Withdrew consent T4 11 (7.5) 10 (5.6} 21 (6.5)
Protocol wviolation O (0.0 O (0.0} 0 (0.0} O (0.0}
Orther 1 (0.7 O (0.0 5(2.8) 5 (1.5)

PBO = placebo; Bt = rituximalb._
Source: SCS Table 1.1.2

MZL Safety Population

FL = follicular Iymphoma; Len = lenalidomide: Len + Rit = lenalidomide in combination with rituximatb (F* Arm);

The disposition of previously treated subjects in the MZL Safety Population is presented in the following

table:

Table 51 Subject Disposition for MZL Safety Population

AUGMENT MAGNIFY Pooled
AUGMENT +
MAGNIFY

Parameter PBO + Rit Len + Rit Len + Rit Len + Rit
(N = 312) (N =230) (N =45) N ="T5)
m (%) n (%) n (%) n (%)

Subjects who discomtinued study 10 {31.3) 11 (36.7) 17 (37.8) 28 (37.3)

treatment early

Adverse event 2 {6.3) 2{6.T) 6 (13.3) 8(10.7)
Progressive disease 2 (25 4(13.3) 5(11.1) 9 (12.0)
Death 0 (0.0} 1{3.3) 1(2.2) 2(2.7T)
Withdrew consent 0 {0.0) 2(6.7) 1{2.2) 3(4.0)
Protocol violation 0 (0.0} 0 {0.0) 0 (0.0) 0 (0.0}
Other 0 (0.0} 2(6.T) 4 (8.9) 6 (8.0)

Len = lenalidomide; Len + Rit = lenalidomide in combination with rituximab (F° Asm); MZT = marginal zone

Iymphoma; PBO = placebo; Rit = rituximab.

Source: S5CS Table 1.1.3

Treatment Exposure

-Safety Population

The exposure to study treatment of subjects in the Safety Population for each study (AUGMENT and
MAGNIFY) and for the pooled AUGMENT + MAGNIFY R2 Arms is presented in the following table:
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Table 52 Treatment Exposure for Rituximab + Lenalidomide/Control in Safety Population

AUGMENT MAGNIFY Pooled
AUGMENT+
MAGNIFY
Parameter PBO + Rit Len + Rit Len + Rit Len + Rit
(N = 180) (N =176) N =2X2 (IN = 398)
Treatment duration (months) 2
Mean 04 o8 75 85
sSD 298 3.13 3.76 368
Median 11.0 11.2 75 11.0
Min Miax 09 158 0.1.15.0 1.0.131 0.1. 15.0
Number of cycles
Mean 90 10.2 73 2.6
sSD 3.11 322 4.32 413
Median 12.0 12.0 7.5 11.0
Min Miax 1.0.120 1.0, 12.0 0.0, 12.0 0.0, 120
Received all planned cycles® -n(%a) 111 (61.7) 125 (71.0) 68 (30.6) 193 (48.5)
Relative Dose Intensity for
LenPBO*
Mean 95.1 84.6 TI13 80.5
Standard Deviation 15.46 1928 2477 2277
Median 98.5 93.8 831 8381
Min Max 4.8.195.0 28.6. 1399 48 175.0 4.8 175.0

Len = lenalidomude:; Len + Rit = lenalidomide in combination with rituximab (B Asm); Max = maximmim;

Min = muininmm; PBO = placebo; Rit = rituximab; SD = standard deviation.

* Treatment duration was defined as [{Last cycle end date of the study treatment minus the first dosing date of the

study treatment) + 1]/ 30.4375.

® In MAGNIFY, completed treatment cycles were counted, while in ATTGMENT, started treatment cvcles were
counted. ATUGMENT and MAGNIFY: 12 total planned cycles.
© Relative dose intensity is defined as dose intensity divided by planned dose intensity.

The exposure to study treatment for subjects in the FL Safety Population is presented in the following

table:

Table 53 Treatment Exposure for Rituximab +Lenalidomide/Control in FL Safety Population

AUGMENT MAGNIFY FPooled
AUGMENT+
MAGNIFY
Parameter PEBO + Rit Len + Rit Len + Rit Len + Rit
(IN=148) (IN=146) (N=177) (IN=323)
Treatment duration (months)®
Mean 23 10.0 7.3 85
5D 293 2.82 3.75 3.62
Median 11.0 11.2 74 11.0
Min Max 09 131 0.9, 150 12,131 09 150
MNumber of cycles
Mean 99 104 7.1 8.6
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AUGMENT MAGNIEFY Pooled
AUGMENT+
MAGNIFY
Parameter PBO + Rit Len + Rit Len + Rit Len + Bit
(N=148) (IN=146) (N=17T) (IN=213)
5D 310 204 429 4.09
Median 12.0 12.0 7.0 11.0
Min, Max 1.0.12.0 1.0, 12.0 0.0, 12.0 0.0, 12.0
Received all planned cycles®, n (%) 89 (50.1) 106 (72.6) 52 (29.4) 158 (48.9)
Relative Dose Intensity for Len/PBOF 148 146 177 323
Mean 05.5 85.0 779 B1.1
5D 1521 18.57 2396 2194
Median Q8.5 921 829 881
Min, Max 4.8 1950 39.0, 1399 4.8 1750 4.8, 175.0

FL = follicular Iymphoma; Len = lenalidomide; Len + Rit = lenalidomide in combination with rituximab (B® Arm):
Max = maxinuem; Min = minimmun; PBO = placebo; Rit = ritmximab; SD = standard deviation.

* Treatment duration was defined as [(Last cycle end date of the study dmg (minns the first dosing date of the study
drug) + 1]/ 304375,

® In MAGNIFY . completed treatment cycles are counted, while in AUGMENT, started treatment cycles are
connted. AUGMENT and MAGNIFY: 12 total planned cycles.

® Relative dose intensity is defined as dose intensity divided by planned dose intensity.

The exposure to study treatment for previously treated subjects in the MZL Safety Population is
presented in the following table:

Table 54 Treatment Exposure for Rituximab + Lenalidomide/Control in MZL Safety Population

AUGMENT MAGNIFY Pooled
AUGMENT +
MAGNIFY
Parameter FPEBO + Rit Len + Rit Len + Rirt Len + Rit
o~ =132) (N = 30) oF = 45) N =75
Treatment duration® (months)
Mean 9.6 89 31 8.5
5D 3.22 428 3.73 395
Median 111 11.1 11.0 11.0
Min Max 1.8.15.8 01,139 1.0,12.0 01,139
Number of Cycles
Mean 10.1 92 31 8.5
sD 3.20 4.22 438 432
Median 12.0 12.0 11.0 11.0
Min Max 20 120 1.0,12.0 0.0, 120 0.0, 120
Received all planned cycles ® . n{%o) 22 (68.8) 19 (63.3) 16 (35.6) 35 (46.7)
AUGMENT MAGNIFY Pooled
AUGMENT +
MAGNIFY
Parameter PBO + Rir Len + Rit Len + Rit Len + Rit
o =32) (N =30) (N = 45) o~ =75)
Relative Dose Intensity for Len/PBOF
Mean 935 825 75.0 78.0
sD 16.72 2267 2791 26.04
Median Q85 052 832 8504
Min, Max 19.7, 1250 286, 101.6 143 1329 143 1329

Len = lenalidomide; Len + Rit = lenalidomide in combination with rituximab; Max = maxinmum: Min = minsmmm;

MZL = marginal zone lymphoma; PBO = placebo; Rit = rituximab; SD = standard deviation.

* Treatment duration was defined as [{last cycle end date of the study dmig) - (the first dosing date of the study drug)
+ 1)] / 30.4375.

¥ In MAGNIFY, completed treatment cycles are counted, while in AUGMENT started treatment cycles are counted.
AUGMENT and MAGNIFY: 12 total planned cycles.

© Felative dose intensity is defined as dose intensity divided by planned dose intensity.
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The demographics of subjects in the Safety Population for each study (AUGMENT and MAGNIFY) and for
the pooled AUGMENT + MAGNIFY R2 Arms is presented in the following table:

Table 55 Demographics for Safety Population

AUGMENT MAGNIFY Pooled
AUGMENT+
MAGNIFY
Parameter PBO + Rit Len + Rit Len + Rir Len + Rit
(IN=1380} (N=176) N=222 (IN=398)
Age (years)
Mean 61.5 622 65.0 63 8
sD 11.16 11.26 10.77 11.06
Median 62.0 64 .0 65.0 64.5
Min Max 35.0.88.0 26.0, 86.0 350.91.0 26.0, 91.0
Age Categories (vears) - n (%)
<65 107 (59.4) 96 (54.5) 103 (46.4) 199 (50.0)
= 65 73 (40.6) 80 (45.5) 119 (53.6) 199 (50.0)
Sex - m (%0)
Male 97 (53.9) T4 (42.00 122 (55.00 196 (49.2)
Female 83 (46.1) 102 (58.0) 100 (45.0) 202 (50.8)
Ethnicity
Hispanic 20(11.1) 24 (13.6) 16 (7.2) 40 (10.1)
Neon-  Hispanic 158 (87.8) 145 (82.4) 203 (91.4) 348 (87.4)
Missing 2(1.1) T 4.0 3{1.4) 10 (2.5)
Region
Us 17 (9.4) 22(12.5) 222 {10000 244 (61.3)
EU 84 (46.7) 80 (45.5) 0 (0.0 80 (20.1)
Other” 79 (43.9) T4 (4200 0 {0.0) 74 (18.6)

EU = Euwropean Union; Len = lenalidomide; Max = maxinmun: Min = minimum:; PBO = placebo; Fit = rituximab:
Len + Rit = lenalidomide in combination with nituximab; SD = standard deviation; US = United States.

Orther = Asia-Pacific region and Brazil
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Demographics are summarized for subjects in the FL Safety Population in the following table:

Table 56 Demographics for FL Safety Population

ATTCGMENT MAGNIEY Pooled
ATGAMENT+
MMAGNIEFY
FParameter FPBO + Rit Len + Rit Len + Rit Len + Rit
(N=145) (IN=146) (IN=17T) (N=323)
Age (years)
Mean &0 7 &1.6 545 632
SDr 11.08 11.34 1070 11.07
Median 1.0 s2.0 55.0 S4.0
Min Mlax 350, 880 26.0. 85.0 35.0.91.0 26.0,. 91.0
Age Categories (vears) - m (20)
= 65 o4 (63.5) 86 (58.9) 84 (47.5) 170 (52.6)
= 65 54 (36.5) 60 (4113 93 (52.5) 153 (47.4)
Sex - m (28}
Male B0 (54.1) 61 (41_8) OT (54.8) 158 (48 9)
Female 68 (45.9) 85 (58.2) 80 (45.2) 165 (51.1)
Ethnicity
Hispanic 13 (8.8) 19 (13.0) 10 (5.6) 29 (9.0)
Mon-Hispanic 133 (89 9) 122 (83.6) 164 (92.7) 286 (88.5)
Missing 2 (1.4) 5 (3.4) 3 (1.7) g (2.5)
AUGMENT MAGNIEY Pooled
AUGMENT+
MAGNIEY
Parameter PBO + Rit Len + Rit Len + Rit Len + Rit
(IN=148) (IN=146) (IN=1TT) (IN=3213)
Region
s 15 (10.1) 18 (12.3) 177 (100,00 195 (60.4)
ELT 68 (45.9) 37T (39.0) 0 (0.0} 57 (17.8)
Orther® 65 (43.9) 71 (48.6) 0 (0.0} 71 (22.0)

EU = Ewropean Union; FL = follicular Iyvmphoma; Len = lenalidomide; Len + Rit = lenalidomide in combination
with rituxcimatby (R: Arm); Max = macoinmm; Min = muindmum; PBO = placebo; Rit = rituximab; SD = standard
deviation; TUS = United States.

A rher = Asia-Pacific region and Brazil

The demographic profile for previously treated subjects in the MZL Safety Population is presented in the
followed Table
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Table 57 Demographics for MZL Safety Population

AUGMENT MAGNIFY Pooled
AUGMENT +
MAGNIFY
Parameter PEO + Rir Len + Rit Len + Rir Len + Rit
>N=32) o = 20) N = 45) x=75
Age (years)
n 32 30 45 75
MMean a5.0 653 67.2 G664
5D 11.04 10.51 10.90 10.72
Median 560 68.0 68.0 a2.0
Min. Max 36.0, 82.0 37.0, 80.0 460, 86.0 37.0, 86.0
Age Categories (vears).
m (%)
= 65 13 (40.6) 10 (33.3) 19 (42.2) 20 (38.7)
=63 19 (539.4) 20 (66.7) 26 (57.8) 46 (61.3)
Sex, n (%0)
Male 17 (33.1) 13 (43.3) 25 (55.4) 38 (30.7)
Female 15 (46.9) 17 (56.7) 20 (44.4) 37 (49.3)
Ethnicity, m {%a)
Hispanic T(21.9) 5(16.7) 6(13.3) 11 (14.7)
MNon-Hispamic 25 (78.1) 23 (76.7) 39 (86.7) 52 (B2.7)
Missing 0 (0.0) 2(6.7) 0 (0.0} 227
ATUGMENT MAGNIFY FPooled
AUGMENT +
MAGNIFY
Parameter PEBO + Rir Len + Rit Len + Rir Len + Rit
¥ =32) N =30) N = 45) x> =75
Regiomn, n (%0)
us 2(6.3) 4({13.3) 45 (100.0) 49 (65.3)
EU 16 (50.0) 23 (76.T) 0 (0.0) 23 (30.7)
Orther® 14 (43.8) 3 {10, 0 (0.0) 3(4.00

EU = European Union; Len = lenalidomide; Len + Rit = lenalidomide in combination with ritmcimahb;
Max = maxinmm: Min = manimman: MET = marginal zone Iyvmphoma; Other = Asia-Pacific region and Brazil;
FBO = placebo: 5D = standard deviation: US = United States.

2 Other = Asia-Pacific region and Brazil

Baseline Disease Characteristics - Safety Population

The baseline disease characteristics of subjects in the Safety Population for each study (AUGMENT and
MAGNIFY) and for the pooled AUGMENT + MAGNIFY R2 Arms is presented in the following table:
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Table 58 Baseline Disease Characteristics for Safety Population

ATUGMENT MAGNIEFY Pooled
AUGMENT+
MAGNIEFY
Parameter, n {%o) PBO + Rat Len + Rit Len + Rit Len + Rit
(N=1840) (IN=176) (=222 (IN=308)
Histological diagnosis
Follicular Ivmphoma
Grade 1-2 123 (68.3) 124 (70.5) 149 (67.1) 273 (68.5)
Grade 3a 23 (13.9) 22 (12.5) 28 (12.6) 50(12.6)
Marginal zone Iymphoma
MAIT 16 (8.9) 13 (7.4) 10 (4.5) 23 (5.8)
SMFL 6(3.3) 2(5.1) 10 {4.5) 19 (4.8)
MNMZEL 10(5.68) 8 (4.5) 25 (11.3) 33 (8.3)
Missing 0 {0.0) 0 (0.0) 0 (0.0) 0 (0o
AUGMENT MAGNIFY Pooled
AUGMENT+
MAGNIFY
Parameter, n (%o) PEO + Rit Len + Rit Len + Rix Len + Rirt
(N=180) (N=176) (N=222 (IN=398)
Ann Arbor Stage at enrollment
I 18 (10.0) 15(8.5) 4 (1.8) 19 (4.8)
II 38(21.1) 25 (14.2) 19 (8.6) 44 (11.1)
III 63 (36.1) T3 (41.3) 56 (25.2) 129 (32.4)
v 59 (32.8) 63 (35.8) 143 (64.4) 206 (51.8)
FLIFI score
0-1 67 {37.2) 52 (29.5) NA NA
2 58(32.2) 54 (30.7) NA NA
3-5 54 (30.0) 69 (39.2) NA MNA
Missing 1 {0.6) 1 (0.6) NA MNA
LDH elevated at baseline - n (%0)
Yes 39 (21.7) 42 (23.9) 60 (27.0) 102 (25.6)
Mo 140 (77.8) 133 (75.8) 161 {72.5) 294 (73.9)
Missing 1 {0.6) 1 (0.6) 1 (0.5) 2(0.5)
B symptoms
Yes 12 (56.7) 16 (9.1) 29 (13.1) 45(11.3)
Mo 168 (93.3) 160 (90.9) 193 (86.9) 333 (88.7)
Bulky disease®
Yes 49 (27.2) 44 (25.00) 95 (42.8) 139 (34.9)
Mo 131 (72.8) 132 (75.0) 125 (36.3) 257 (64.6)
Missing 0 {0.0) 0 (0.0) 2({0.9) 2(0.5)
High tumor burden per GELF
Yes 86 (47.8) 95 (54.0) 148 (66.7) 243 (61.1)
Mo 94 (32.2) 81 (46.0) 74 (33.3) 155 (38.9)
ECOG score at baseline - m (%0)
0 128 (71.1) 115 {65.3) 102 (45.9) 217 (54.5)
1 50(27.8) 59 (33.5) 113 (30.9) 172 (43.2)
2 2(1.1) 2(1.1) 7(3.2) 9(2.3)
=3 0 (0.0} 0 (0.0} 0 (0.0) 0 (0.0)
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ATGMENT MMAGNIEY Pooled
AUGMENT+
AMAGNIFY
FParameter, n (%) FPEO + Rit Len + Rit Len + Rit Len + Rit
(=180 (IN=176) (TN=222 (Tv=2908)
BEM biopsy performed (baseline)

Yes 111 (61.7) 104 (59.1) 218 (98.2) 322 (80.9)
Involved 31 (27.99) 32 (30.8) T7(35.3) 109 (33.9)
Indeterminate 5 (4.5) 1 (1.0% 2 (0.9) 3 (0.9
Mot invohred T3 (67.6) 71 (68.3) 139 (563 .8) 210 (65.2)

Mo 59 (38.3) T2 (40,99 4 (1.8) 76 (19.1)

Creatinine clearance - m (%o)
= 60 ml /mmin 156 (86.7) 152 (86.4) 174 (78.4) 326 (81.9)
= 30 ml fmin, = 24 (13.3) 24 (13.6) 48 (21.5) T2 (18.1)
S0 ml Soain
Chemo-resistant®
Yes 26 (14.4) 24 (13.6) 62 (27.9) 86 (21.5)
Mo 154 (85.6) 152 (85.4) 160 (72.1) 312 (78.4)
Unfit for Chemotherapy®
Yes 49 (27.2) 53 (30.1) 92 (41.4) 145 (36.4)
Mo 131 (72.8) 123 (59 .9) 130 (38.6) 253 (63.6)
Chemotherapy eligible®
Yes 103 (57.2) 103 (58.5) 101 (45.5) 204 (51.3)
Mo T3 (41.7) 67 (38.1) 121 (34.5) 188 (47.2)
Missing 2(1.1) G (3.4) 0 (0.0) & (1.5)

M = bone mamrow: CriCl = creatinine clearance: ECOG = Eastern Cooperative Oncology Group: FLIPI = Follicular
ymphoma International Prognostic Index: GELF = Groupe d'Etnde des Lymyphomes Folliculaires; L DH = lactate
ehydrogenase: Len = lenalidomide; Len + Fit = lenalidomide in combination with ritaximatb;

Adverse events

Table 59 Summary of Treatment-emergent Adverse Events for Safety Population

ATTGAENT AMAGNTFY Poolad
AUGAMENT+
ALAGNITY

Parameter PBO + Rit Len = Rit Len + Rit Len = Rit

(Mv=180) (IN=176) (=222 (N=395)
Subjects with at least one TEAE 173 (96.1) 174 (98.9) 216 ({97.3) 390 (9500
Subjects with at least one related TEAE 136 (75.6) 163 (92.68) 202 (91.0) 365 (91.7T)
Subjects with at least one treatmwert- 25(13.9) 45 (25.6) 65 (29.3) 110 (27.6)
emergent SAE
Subjects with at least one related 244 27T (15.3) 35(15.8) 62 (15.6)
freatment-emergent SAE
Subjects with at least one MNCI CTCAE 58 (322 121 (68.8) 138 (62.2) 259 (65.1)
Grade 3 or 4 TEAE
Subjects wath at least one related TICT 41 {22.8) 104 (59 1) 118 (53.2) 222 (55.8)
CTCAE Grade 3 or4 TEAE
Subjects with at least one NCI CTCAE 2 (1.1} 2 (1.1} 4 (1.8} & {1.5)
Grade 5 TEAE
Subjects wath at least one TEAE 633} 45 (26.1) SE (43.2) 142 (35.7)
leading to dose reduction *
Subjects with at least one TEAE 6B (37.8) 122 (69.3) 130 (38.6) 252 (63.3)
leading to dose interruphon of any
study drug
Subjects with at least one TEAE 10 (5.6} 18 (102} 40 (1800 58 (14.6)
leading to amy study drag
dizcontinnation

CTCAE = Commeon Termunclogy Criteria for Adverse Exvents; INCI = MNattonzl Cancer Instibate; FEO = placebo;
Fuat = mitnzamalb;, SAE = serious adverse event; TEAE = treatment-emergent adverse event.

& All TEAES leading to dose reduction refer to lenahdormide PBO), as dose reduchons of mbusmab were not allowead

m the 2 studies per protocols.
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An overview summary of AEs for the FL Safety Population is presented in the following table:

Table 60 Summary of Treatment-emergent Adverse Events for FL Safety Population

AUGMENT MAGNIFY Pooled
AUGMENT+
MAGNIFY

Parameter PB.O + Rit Len + Rit Len + Rit Len + Rit

(N=148) (MN=146) (N=1T77) (N=323)
Subjects with at least one TEAE 141 {95 3) 144 (9B 6) 171 (96.6) 315 (97.5)
Subjects with at least one related TEAE 108 {(73.0) 137 (93.8) 163 (92.1) FI00 (92.9)
Subjects with at least one treatment- 19(12.8) 34 (X3.3) S0 (28.2) B4 (26.0)
emergent SAE
Subjects with at least one related 5(3.4) 200(13.7) 2R (15.8) 48 (14.9)
treatment-emergent SAE
Subjects with at least one NCI CTCAE 4R (32.4) O9E (6T.1) 105 (59 3) 203 (62.8)
Grade 3/4 TEAE
Subjects with at least one related NC1 32(21.6) 85 (58.2) 92 (5Z2.0) 177 (54.8)
CTCAE Grade 3/4 TEAE
Subjects with at least one NCI CTCAE 1 (0. 7) I {07y 3(1.7) 4(1.2)
Grade 5 TEAE
Subjects with at least one TEAE leading 4 (2.7 40 (ZT7.4) T4 (41 . 8) 114 (35.3)
to dose reduction *
Subjects with at least one TEAE leading 54 (36.5) 100 (BE.5) 103 (58.2) 203 (62 .8)

to dose interruption of any study drg

Subjects with at least one TEAE leading 2(5.4) 13 (8.9) 29 (16.4) 42 (13.0)
to any study drug discontinuation

CTCAE = Common Terminology Criteria for Adverse Events; FL = follicular lymphoma; Len = lenalidomiade;

MNCI = National Cancer Institute; PBO = placebo; Rit = rituximab; SAE = serious adverse event;

TEAE = treatment-emergent adverse event.

2 All TEAES leading to dose reduction refer to lenalidomide/placebo, as dose reductions of rituximab were not
allowed in the 2 studies per protocols.

Motes: TEAEs include adverse events that started between the date of first dose and 28 days after the date of last

dose.

An overview summary of AEs for the MZL Safety Population is presented in the following table:

Table 61 Summary of Treatment-emergent Adverse Events for MZL Safety Population

AUGMENT MAGNIFY Pooled
AUGMENT
+ MAGNIFY
Parameter PBO + Rit Len + Rit Len + Rit Len + Rit
(N =32) (™ = 30) (N = 45) (N =T5)
Subjects with at least one TEAE 32 (100.0) 30 (100.0) 45 (1000 TS (100.0)
Subjects with at least one related TEAE 2R (B7.5) 26 (86.7) 39 (B6.T) 65 (B6.T)
Subjects with at least one 6 (1E8) 11 {(36.7) 15 (33.3) 26(34.7T)

treatment-emergent SAE

Subjects with at least one related 3 (9.d) T(23.3) T(15.6) 14 (18.7)
treatment-emergent SAE
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AUGMENT MAGNIFY Pooled
AUGMENT
+ MAGNIFY
Parameter PBO + Rit Len + Rit Len + Rit Len + Rit
(N =32) (™N = 30) (N = 45) (N =T5)
Subjects with at least one NCI CTCAE 10 (31.3) 23 (76.7) 33 (73.3) S56(74.7)
Grade 3 or 4 TEAE
Subjects with at least one related NC1 D(2E1) 19 {(63_3) 26 (5T 8) 45 (G0.0)
CTCAE Grade 3 or 4 TEAE
Subjects with at Least One NCI CTCAE 1(3.1) 1 {(3.3) 1 (2.2) 2(2.7)
Grade 5 TEAE
Subjects with at Least One TEAE Leading 2(6.3) G (2000 22 (48.9) 2RI(3T.3)
tor Dose Reduction®
Subjects with at Least One TEAE Leading 14 (43.8) 22 (73.3) 27 (60.0) 49 (65.3)
to Dose Interruption of any study drug
Subjects with at Least One TEAE Leading 2({6.3) 5(16.7) 11 {24 4) 16 (21.3)
tor Study Drug Dhscontinuation

STCAE = Common Terminology Critena for Adverse Events; Len = lenalidormide; Len + Bit = lenalidomade in
sombination with rituximab; MZL = marginal zone lymphoma; NCI = National Cancer Institute; PBO = placebo;
Rit = nituximab; SAE = senous adverse event; TEAE = treatment-emergent adverse event.
All TEAES leading to dose reduction refer to lenalidomide/placebo, as dose reductions of rituximab were not
allowed in the 2 studies per protocols.
Notes: TEAEs include adverse events that started between the date of first dose and 28 days after the date of last
lose. Percentages are based on the number of subjects in each treatment group.

Common Treatment-emergent Adverse Events

Safety Population

The most common TEAEs (i.e., = 10% frequency in any treatment arm) in the Safety Population are
summarized in the following table:

Table 62 Treatment-emergent Adverse Events Reported in at Least 10% of Subjects in Any Treatment
Arm -Safety Population

AUGMENT MAGNIFY Pooled
AUGMENT+
MAGNIFY
System Organ Class PBO + Rit Len + Rit Len + Rit Len + Rit
Preferred Term * (N=180) (N=1T6) (IN=222) (IN=398)
Subjects With at Least One TEAE 173 (96.1) 174 (98.9) 216 (97.3) 300 (98.0)
Gastrointestinal Disorders BE (48.9) 115 (65.3) 154 (69.4) 269 (67.6)
Diarrhoea 41 (22.8) 55(31.3) 74 (33.3) 129 (32.4)
Constipation 25(13.9) 46 (26.1) 62 (27.9) 108 (27.1)
Mausea 23 (12.8) 20(11.4) 64 (28.8) 84 (21.1)
Abdominal pain 16 (8.9) 22(12.5) 32 (14 .4) 54 {13.6)
Womiting 13 (7.2) 17 (9.7) 23 (10.4) 40 (10.1)
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AUCGMEMNT MIACNIFY Pooled
AUGMEMNT+
MMIAGNIFY

System (rrgan Class B + Rit Len + Rit Lem + Rit Len + Rit
Freferred Term * (MN=180) (N=17T6) (N=222) (N=398)
General Disorders and BY (49.4) DE(S5.T) 13D (62 ) 23T (59.5)
Avdministration Site Conditions

Fatigue 23 (18.3) IR (21.6) 109 (49 1) 147 (36.9)

Dedema pernipheral 16 (8. 9) Z3 (13 1) 41 (18.5) Gd {1E. 1)

Pyrexia ZT(15.0) 3T (2Z1.0) 21 (9.5) SE(14.6)

Asthenia 19 (10.6G) 24 (13 .6) Il (5.0) 35 (B.8)
Blood and Lymphatic Systemn S8 (32.2) 118 {(67T.0) 118 (53.2) 236 (59.3)
Disorders

MNeutropenia S (222D 102 (SE.O) BT (39.2) 189 (47 .5)

Anacmia B (4.4) ZE(15.9) A6 (20.T) FA(18.6)

Thrombocytopenia B (4.4 ZH (14 8) 45 (20.3) T1LALLIT.8)

Leukopenia 17 (9.4) 36 (20 5) 19 (H.0) S55{13.8)
Skin And Subcutaneous Tissue 43 (23.9) BO (SO_6) 134 (GO.4) 223 (S6.0)
Disorders

Pruritus T (3.9) 21 (11_9) 42 (18.9) 63 (15 8)

Rash F(3.9) 19 (10.8) 36 (16.2) S5 (13.8)

Rash Maculo-Papular 4 (2. 2) 14 (B.0% 2T (12.2) A0 {13 )
Infections and Infestations BE (48.9) 11D {Z.S) Ly (49 1) Z19 (55.0)

Upper Resparatory Tract 23 (12 8) 32 (18.2) 29 (13 1) Gl {15 3)
Infoction

Masopharymgitis 18 (10.0) 13 (7. 4) 4 (1.8) 17 (<4_3)
MMusculoskeletal and Connective S8 (32.2) T3 (41.5) LR (48.6) 181 (45.5)
Tissuwe Disordenrs

Muscle Spasms DS .0) Z3 (13 1) 23 (10.4) A (11 .60

Aathralgia 14 (7.8) 15 (B.5) 2T (1Z.2) A2 16y

Back Pain 18 (10.0) 14 (5.0) 25 (11.3) 39 (D K

AUGMENT MACNIFY Pooled

AUGMENT+
MAGNIFY

System (rgan Class PBO + Rit Len + Rit Len + Rit Len + Rit
FPreferred Term * (MN=180) (N=1T7T6G) (IN=222) (N=398)
Respiratory. Thoracic and 65 (36.1) T3 (41.5) 1OS (47.3) 178 (44.7)
Mediastinal DMsorders
Cough 31 {17.2) A0 (22.T) 40 (18.0) B0 (20.1)
Dysprnoea H(4.4) 19 (10.8) 32 (14.4) S1{12.8)
MNervous Svstem Disorders 39 (Z21.7) SE (33.0) MG (43.2) 154 (38.T)
Headache 17 (9.4) e (14 8) 34 (15.3) GO (15.1)
Dnizriness D500 15 (8B.5) 2T (12.2) 42 (10.6)
MMetabolism and Nutrition 40 (ZZ.2) S8 (33.0) BT (39.2) 145 (36.4)
Disorders
Drecreased Appetite 11 (6. 1) 23 ({13.1) 31 (14.0) 54 {13.6)
Hypokalaemia 5(2.8) 14 (8.0) 2T (12 2) A1 (10 3
Investigations S0 (27.8) ol (34.1) T (3L.5) 130 (32.7)
Alanine Aminotransferase 15 (B.3) 18 (10.2) 11 (5.0) 29(7.3)
Increased
Injury. Poisoning and Procedural 40 (2Z2.2) 42 (23.9) S50 (22.5) DT (23.1)
Complications
Infusion Related Reaction 24 (13.3) 26 (14 8) 30 (13.5) S6 (14 1)
MNeoplasms Benign, Malignant and 9 (5.0 26 (14.8) 20 (9.0n) 46 (11.6)
Lmspecified (Incl Cysts And
Folyps)
Tumour Flare 1 (0.6) 19 (10.8) D (A1) 2B (7.0)
Len = lenalidomide; Len + Rit = lenahidomide in combination with rmtuxamab; MedDE A = Medical Dictionary for

Regulatory Activities; PBO = placebo; Rit = ntuximab; TEAE = treatment-emergent adwverse event.
= Coded using MedDRA version 21.0. A subject 15 counted only once for multiple events with Preferred
Term/System Organ Class.,

FL Safety Population

The most common TEAEs (i.e., = 10% frequency in any treatment arm) in the FL Safety Population are
summarized in the following table:
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Table 63 Treatment-emergent Adverse Events Reported in at Least 10% of Subjects in Any Treatment
Arm - FL Safety Population

AUGMENT MAGNIFY Pooled
AUGMENT+
MAGNIFY
System (rrgan Class PBCO + Rit Len + Rit Lem + Rit Len + Rit
Preferred Term * (N=148) (N=146) (N=1TT) (N=323)
Subjects With at Least One TEAE 141 (95.3) 144 (98.6) 171 (96.6) 315 (97.5)
Gastrointestinal Disorders T (4T7.3) D4 (64.4) 126 (T1.Z) 220 (68.1)
Diarrhoca 33 (22.3) 45 (30.8) 60 (33.9) 105 (32.5)
Constipation 18 (12.2) 32 (21.9) 51 (28.8) 83 (25.7)
Nausca 18 (12.2) 16 (11.00) S6(31.6) T2 (22.3)
Abdominal pain 14 (9.5) 19(13.0) 26 (14.7) 45(13.9)
Womiting 10 (6.8) 14 (9.6) 20(11.3) 34 (10.5)
Dyspepsia 3 (2.0) 15(10.3) 1 (7.9 29 (9.0)
General Disorders and 6D [46.6) TT(52.7) 113 (63.8) 190 (58.8)
Administration Site Conditions
Fatigue 29 (19.6) 32(21.9) 89 (50.3) 121 (37.5)
Oedema peripheral 14 (9.5) 19 (13.00) 37 (20.9) S6(17.3)
Pyrexia 21 (14.2) 2B (19.2) L6 (9.0 44 {13.6)
Asthenia 14 (9.5) 18 (12.3) 9(5.1) 2T (8.4)
Blood and Lymphatic System 4T (I1.8) D (6T.H) O (485.6) 185 (57.3)
Disorders
Meutropenia 32(21.6) B5 (58.2) 63 (35.6) 148 (45 8)
Anaemia G4 1) 22 (15.1) 35 (19.8) ST{17.6)
Thrombocytopenia 4(2.7) 23 (15.8) 32 (18.1) S5 (17.0)
Leukopenia 15 (10.1) 28 (19.2) 14 (7.9) 42 (13.0)
Infections and Infestations 68 (45.9) DT (63.0) o0 (S0.8) 182 (56.3)
Llpper respiratory tract infection 19(12.8) 24 (16.4) 24 (13.6) A48 (14.9)
Masopharyngitis 15 (10.1) 11 (7.5) 3(1.7) 14 (4.3)
Skin and Subcutaneowus Tisswe 33 (22.3) T3 (S0.0) 1E (610 181 (S56.0)
Disorders
Pruritus 5(3.4) 20 (13.7) 36 (20.3) S6{17.3)
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AUGMENT

MAGNIFY

Pooled
AUGMENT+
MAGNIFY

System Organ Class PBO + Rit Len + Rit Len + Rit Len + Rit
Preferred Term (N=148) (N=146) (N=1TT) (N=323)

Rash 5(3.4) 17 (11.6) 2T (15.3) 44 (13.6)

Rash maculo-papular 4 (2.7) 13 (E.9) 25 (14.1) IR(11.8)
Musculoskeletal and Connective 4T (31.8) SO (40.4) o0 (S0.8) 149 (46.1)
Tissue Disorders

Muscle spasms H(5.4) 18(12.3) 19 (10.7) 3T(11.5)

Arthralgia 11 (7.4) 11 (7.5) 22 (12.4) 33 (10.2)

Back pain 14 (9.5) 11 (7.5) 21 (11.9) 32 (9.9)
Respiratory. Thoracic and 52 (35.1) 59 (<40.4) BS (48.0) 144 (44.6)
Mediastinal Disorders

Cough 26 (17.6) 32 (21.9) 34 (19.2) 66 (20.4)

Dyspnoea 5(3.4) 13 (E.9) 25 ({14.1) 3R (11.8)
Nervous Syvstem Disorders 34 (23.00) 48 (32.9) T6 (42.9) 124 (38.4)

Headache 14 (9.5) 21 (14.4) 26 (14.7) 47 (14.6)

Dizriness & (5.4) 12 (8.2) 21 {11.9) 33 (10.2)
Metabolism and Nutrition 34 (23.0) 46 (31.5) TS (42.4) 121 (37.5)
Disorders

Decreased appetite D6 1) 17(11.6) 26 (14.7) 43 (13.3)

Hypokalacmia 4 (2.7) 12 (E.2) 23 ({13.0) 35 (10.8)
Investigations 42 (28.4) 52 (35.6) S8 (32.8) 110 (34.1)

White blood cell count 12 (8.1) 16 (1100 12 (G6._8) 2R (B. T
decreased

Adlanine aminotransferase 13 (B.8) 16 (11.0) 8 (4.5) 24 (7.4)

increased
Injury. Poisoning and Procedural 32 (21.6) 35 (24.00) 42 (23.T) TT(Z3.8)
Complications

Infusion related reaction 21 (14.2) 22(15.1) 24 (13.6) 46 {14.2)

AUGMENT MAGNIFY Pooled

ALTGMEMNT+
MIAGNIFY

System (rgan Class B + Rit Len + Rit Len + Rit Len + Rit
Freferred Term (MN=148) (MN=140) (N=1TT) (N=323)
Neoplasms Benign, Malignant Aomd D aG.1) ES(17.1) T (.0) 41 (12T
Unspecified (Incl Cysts Amd
FPolyps)

Tumour flare 1 (0.7 19 (13.0) T {4.0) 26 (8.

FL = follicular lyvmphoma; Len = lenalid
PBO = placebo; Rit = rituximab; TEAE = treatment-emergent adwverse event.

omide; MedDR.A = Medical Dicuonary for Regulatory Activities;

2 Coded using MedDRA version 21.0. A subject is counted only once for multiple events with Preferred

Termu/System Organ Class.

MNotes: TEAEs include adverse events that started between the date of first dose and 28 days after the date of last
dase. The table i1s presented in descending order of frequency for System Organ Class and Preferred Term in the

Pooled AUGMENT + MAGNIFY colummn.

MZL Safety Population

The most common TEAEs (i.e., = 10% frequency in any treatment arm) in previously treated subjects

the MZL Safety Population are summarized in table

n
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Table 64 Treatment-emergent Adverse Events Reported in at Least 10% of Subjects in Any Treatment
Arm - MZL Safety Population

ALMGMENT MAGNIFY Pooled
AUGMENT +
MAGNIFY

PBO + Rit Len + Rit Len + Rit Len + Rit
System Organ Class (N = 32) (™ = 30) (N = 45) (N =T5)
Preferred Term® n {%a) n {(%a) n {(%a) m (%)
Subjects with at least ome TEAE 32 (100.0) 0 (1O A5 (10D TS (100.0)
Blood and Lymphatic System 11 (34.4) 19 {63.3) 3Z(T1.1) S1 (6E.0D)
Disorders
Meutropenia B2 (25.0) 17 (56.7) 24 (53.3) 41 (54.7)
Anaemia 2(6.3) G (20000 11 (24.4) 17 (22.7)
Thrombocytopenia 4 (12.5) 3 (1000 13 (28.9) 16(21.3)
Leukopenia 2({6.3) B (26.7) S(11.1) 13(17.3)
Gastrointestinal Disorders 18 (56.3) 21 (T 28 (6G2.2) 4P (6G5.3)
Constupation TA(Z1.9) 14 {46 T) 11 {24 .4) 25(33.3)
Diarrhoea 2 (25.0) 10 (33.3) 14 ({31.1) 24 (32.00
Mausea 5(15.6) 4 (13.3) 8 (17.8) 12 (1600
Abdominal pain 2(6.3) 3 (10.0) 6 (13.3) 9(12.0)
Dwyspepsia 2({6.3) I {3.3) G (13.3) T(9.3)
Abdominal pain upper 1 {3.1) 3 (1000 3 (6.T) G E.0)
Wormiting 3(9.4) 3 (10.0) 3 (6.7) G (R0
Abdominal discomfort O (0.0) 3 (1000 O 0y 3 (4.0)
General Disorders and 20 (62.5) 21 (T0.0) 26 (57.8) 4T (62.7)
Avdministration Site Conditions
Fatigue 4 (12.5) G (20000 20 (44 .4) 26.(34.7)
Pyrexia 6 (18.8) 9 (30.0) S(11.1) 14 (18.7)
Asthenia 5(15.6) G (20000 2 (4.4) B(10.T)
Oedema peripheral 2({6.3) 4 (13.3) 4 (E.9) B(10.7)
ALMGMENT A AGNTIFY Pooled

AUGMENT +
MWIACGGNIFY

Farameter B + Rit Len + Rit Len + Rit Lem + Rit
(N = 32) (™ = 30) (™ = 45) (N = T5)
m {%a) n {%a) n {%a) m %o
Chills 3 (9.4 4 (13.3) I (6T T (9 3)
Skin and Subcutaneous Tisswe 1D (31.3) 16 (53.3) 26 (57.8) 42 (S6.0)
Disorders
Rash 2(6.3) 26T 9 (20.0) 11 {14 7)
Pruritus 2Z(6.3) 1 {3.3) 6 (13 3) T (9.3
Pruritus generalized o 0.0 S{16.7T) 1 (2 2) (8.
Infections and Infestations 200 (G2.S) 18 (&) 1% (42.2) 3T (49 3)
LUpper respiratory tract infection 4 {12.5) B (26.7) SE11.1) 13 {17.3)
Intfluenza 1 (3.1) 3 (100 2 (4.4) 5(6.T)
Preumonia 4 (12.5) 1 (3. 3) 2 (4.4) 3 (4.0
Respiratory. Thoracic amd 13 (i6) 14 (46.T) 20 (44 4) 34 (45.3)
Mediastinal Disorders
Cough S5 (15.6) B (26.7) G (13 3) 14 (18.7)
Dwspnoea 3 (9.4) G (20000 T(15.6) 13 (17.3)
Productive cough 4 {12.5) 3 (100 4 (B.9) T (9 3)
MMusculoskeletal and Connective 11 (34.4) 14 (4G.T) 18 (<0u) 32 (42.T)
Tissue Disorders
Arthralgia 3 (9.4) 4 (13 .3) S(11.1) 9D (12.0)
Muscle spasms 1 {3.1) S(16.7) 4 (B.9) D {12.0)
Back pain 4 {12.5) 3 (10.0) 4 (B.9) T(9.3)
Pain in extremity 1 {3.1) 3 (100 4 (B.9) T(9.3)
Mvalgia 4 {12.5) 2(6.T) 1 (2.2) 3 (4.0)
Mervous Svstem Disorders S (15.6) 1y (33.3) 20 (44.4) 30 (D)
Headache 3(9.4) S5 (16.7) B (17.8) 13 (17.3)
DMzziness 1{3.1) 3 (1000 6 (13.3) D (12.0)
Metabolism and Notrition 6 (18.8) 12 (40.0) 12 (26.7) Z4 (3Z2.0)
Disorders
Decrcasced appetite 2Z{6.3) & (20000 S(11.1) 11 (14.7)
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AUGMENT MAGNIFY Pooled
ALNGMENT +
MAGNIFY
Parameter PB(» + Rit Len + Rit Len + Rit Len + Rit
(N = 32) (N = 30) (N = 45) (N = T5)
m [ %a) m %) m %) m (%)
Injury. Poisoning and Procedural B (25.0) T(23.3) B(17.8) 15 (20.0)
Complications
Infusion related reaction 3(9.4) 4 (13 3) G(13.3) 10(13.3)
Psychiatric Disorders 6 (18.8) 4 (13.3) Ly (22.2) 14 (18.7)
Insomnia 2({6.3) 3 (10.0) G(13.3) 91200
Len = lenalidomide; Len + Rit = lenalidomide in combination with rituximab; MedDR A = Medical Dictionary for

Regulatory Activities; MZL = margimal zone lymphoma; PBO = placebo; Rit = rituxaimab;

TEAE = treatment-emergent adverse event.
* A subject is counted only once for multiple events within Preferred Terms/System Organ Class. Coded using

MedDRA version 21 .0,

Grade 3 or 4 Treatment-emergent Adverse Events

-Safety Population

The Grade 3 or 4 TEAEs reported in = 5% of subjects in any treatment arm in the Safety Population are
summarized in Table

Table 65 Grade 3 or 4 Treatment-emergent Adverse Events Reported in at Least 5% of Subjects in Any
Treatment Arm -Safety Population

ALNMGMENT MMAGNIFY Pooled
AUGMENT+
MAGNIFY
System (rrgan Class PBO + Rit Len + Rit Len + Rit Len + Rit
Preferred Term * (MN=180) (N=1T6) (N=222) (MN=398)
Subjects With at Least One Grade 3/4 58 (32.2) 121 (GE.B) 138 (62Z2.2) 259 (65.1)
TEAE
Blood and Lymphatic System Disorders 25 (13.9) 91 (51.7) BZ (36.9) 173 (43.5)
MNeutropera 23(12.8) 88 (50.0) T4 (33.3) 162 (40.7)
Leukopenia 3(1.7) 12 (6.8) 13 (5.9) 25 (6.3)
Thrombocytopenia 2(01.1) 4 {Z.3) 17 (7.7} 21 {5.3)

Len = lenalidomide; MedDEA = Medical Dictionary for Regulatory Activities; NCT = MNational Cancer Institute;
PBCO = placebo; Rit = rituximab;, TEAE = treatment-ecmergent adverse event.
* Coded using MedDRA version 21.0. A subject is counted only once for multiple events within Preferred

Term/System Organ Class.

-FL Safety Population

The Grade 3 or 4 TEAEs reported in = 5% of subjects in any treatment arm in the FL Safety Population
are summarized in Table.

Table 66 Grade 3 or 4 Treatment-emergent Adverse Events Reported in at Least 5% of Subjects in Any
Treatment Arm - FL Safety Population

AUGMENT MAGNIFY Pooled
AUGMENT+
MAGNIFY

Swstem (rgan Class PBCy + Rit Len + Rit Len + Rit Len + Rit
Preferred Term (N=148) (N=146) (N=1TT) (N=323)
Subjects With at Least One Grade 3/4 48 (32.4) 98 (67.1) 105 (59.3) 203 (62.8)
TEAE
Blood and Lymphatic System 20 (13.5) TTAS2.T) G (33.9) 137 (4Z.4)
Disorders

Meutropenia 18 {(12.2) T4 (50.7) 56 (31.6) 130 (40.2)

Leukopenia 3 (2.0 9 (6.2) D5.1) 18 (5.6)

Thrombocytopenia L] 2 (1.4) DI5.1) 11 (3.4)

FL = follicular lyvmphoma; Len = lenalidomide; Len + Rit = lenahidomide in combination with mtuximab;

MedDEREA = Medical Dictuonary for Regulatory Activities; PBO = placebo; Rit = rituximalb;

TEAE = treatment-emergent adverse event.
2 Coded using MedDRA version 21.0. A subject 1s counted only once for multiple events within preferred

termy'system organ class.
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-MZL Safety Population

The Grade 3 or 4 TEAEs reported in = 5% of previously treated subjects in any treatment arm in the MZL
Safety Population are summarized in the following table:

Table 67 Grade 3 or 4 Treatment-emergent Adverse Events Reported in at Least 5% of Subjects in Any
Treatment Arm - MZL Safety Population

ATMGMENT MLACGNIFY Pooled
AUGMENT +
MACGNIFY

PBO + Rit Lemn + Rit Len + Rit Lemn + Rit

System (Frgan Class (N = 32) (N = 3y (™™ = 45) (™ = TS)
Preferred Term * m o e m [ "%a) m { %a) m o e

Subjects with at least one Grade 3 or 4 10 (31.3) 23 (TH.T) 33 (T3.3) 56 (T4.T)

TEAE

Blood and Lymphatic System Disorders S(15.6) 14 (A6G.T) 22 (48.9) 36 (48.0)

MNeutropenia S5({15.4) 14 (4G T) 18 (40.0) 32 (427D

Thrombocybopenia 2 (6B.3) 2 (6.7 B(17.8) 1013 3)
Leukopenia O OOy 3 10.0) 4 (B 9) T (93]
Anacmia O (0O 24(6.7) 3 (6.T) 5 (6.T)
AUGMENT MACNIFY Pooled

AUGMENT +
MAGNIFY

PBO + Rit Len + Rit Len + Rit Len + Rit
System Drgan Class (N =32) (N = 3 (N = 45) (N =T5)
Preferred Term * o %a) n (%) n { %a) o %a)
Imfections and Infestations S (15.6) 4 (13.3) 4 (8.9) B (L1O.T)
Prnecumonia 4 (12.5) 1 (3. 3) O (00 1(1.3)
Injury. Poisoning and Procedural LU S5(16.7) 0 (D) S (6. T)
Complications
Infusion related reaction 0 (0.0 3 (1000 O (00 3 (4.0)
Musculoskeletal and Connective Tissue LU 2 (6.T) 1(2.2) 3 (4.0)
Disorders
Pain in extremity 0 (oD.a0) 2(6.T) 1 (2.2) 3 (4.0)
Len = lenalidomide:; Len + Rit = lenahdomide in combination with ntuximab; MedDE.A = Medical Dictionary for
Regulatory Activities; MZL = margimal zone lymphoma; PBO = placebo; Rit = rituxaimab;

TEAE = treatment-emergent adverse event.
* Coded using MedDREA version 21.0. A subject 1s counted only once for multiple events within preferred
termy'system organ class.

Grade 5 Treatment-emergent Adverse Events

-Safety Population

The Grade 5 TEAEs reported in subjects in any treatment arm in the Safety Population are summarized in
the following table:
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Table 68 Grade 5 Treatment-emergent Adverse Events Reported in Subjects in Any Treatment Arm - Safety
Population

AUGMENT MAGNIFY Pooled
AUGMENT+
MAGNIFY
PBO + Rit Len + Rit Len + Rit Len + Rit

System (rgan Class (N=180) (N=1T6) (N=222) (N=398)
Preferred Term * m{%a) n {%a) n {%a) n {%a)
Subjects With at Least One Grade S Z(1.1) Z(1.1) 4 (1.8) 6 (1.5)
TEAE
Cardiac Disorders 0 (0.0) 2(1.1) 1({0D.5) 3 (D.8)

Arrhythmia 0 (0.0 1 (0.6) 0 (0.0) 1{0.3)

Cardio-respiratory arrest 0 (0. 0 (0.0 1 (0.5) 1(0.3)

Cardiopulmonary failure O (0 1 {0.6) O (00 1 {0.3)
General Disorders and Administration 1 (0.6) o (.y 1 (D.5) 1(0.3)
Site Conditions

Multiple organ dysfunction 00y o (0.0 1 (0.5) 1{0.3)

syndrome

General physical health detenoration 1 (0.6} O 0.0y O 0.0y O 0.0y
Infections and Infestations 1 {0.6) o (0.0) 1 {0.5) 1 (0.3)

Sepsis 0 (0.0} 0 {0.0) 1 (0.5) 1(0.3)

Pneumonia 1(0D.6) 0 {0.0) 0 (0.0) 0 (0.0)
Renal and Urinary Disorders o (0.0 o (y 1(0.5) 1 (0.3)

Acute kidney injury 0 (0. 0 (0.0 1 (0.5) 1(0.3)

Len = lenalidomide; Len + Rit = lenalhidomide in combination with ntuximab; MedDEA = Medical Dictionary for
Regulatory Activities; PBO = placebo; Rit = rituximab; TEAE = treatment-emergent adverse event.
* Coded using MedDRA version 21.0. A subject 15 counted only once for multiple events within Preferred
Term/System Organ Class.
MNotes: TEAEs include adverse events that started between the date of first dose and 28 days after the date of last
dose. Percentages are based on the number of subjects in each treatment group. The table 1s presented in descending
order of frequency for System Organ Class and Preferred Term in the Pooled AUGMENT + MAGNIFY column.

L= |

e Q0 Tailda 1 &

In AUGMENT study, two subjects (1.1%) in each treatment arm had a Grade 5 TEAE. In the R2 Arm,
Grade 5 TEAEs included the following (in one subject each):

e Arrhythmia occurring on Study Day 192 in a subject with FL. The investigator suspected a relationship
of this TEAE to lenalidomide but not to rituximab.

e Cardiopulmonary failure on Study Day 3 in a subject with MZL. The investigator did not suspect a
relationship to lenalidomide or rituximab.

In the Control Arm, Grade 5 TEAEs included the following (in one subject each):

e General physical health deterioration on Study Day 214 in a subject with FL. The investigator did not
suspect a relationship to placebo or rituximab.

e Pneumonia on Study Day 70 in a subject with MZL. The investigator suspected a relationship to placebo
and to rituximab.

In MAGNIFY study, Grade 5 TEAEs were reported for 4 (1.8%) subjects (one subject for each TEAE):
multiple organ dysfunction syndrome, sepsis, acute kidney injury, and cardio-respiratory arrest.

In the Pooled AUGMENT and MAGNIFY Len + Rit Treatment Arm; Grade 5 TEAEs were reported for 6
(1.5%) subjects (one subject for each TEAE): arrhythmia, cardiorespiratory arrest, cardiopulmonary
failure, multiple organ dysfunction syndrome, sepsis, and acute kidney injury.
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Treatment-emergent Adverse Events of Special Interest

-Safety Population

All TEAEs by AESI category are summarized for the Safety Population in the following table:

Table 69 Treatment-emergent Adverse Events of Special Interest -- Safety Population

ATUGAMENT AMAGNIFY Pooled
AUGMENT +
AMAGNIFY
AESI Categors™ PBO + Rit Len + Rit Len + Rit Len + Rit
(N = 180) (N =176} (N = 222) (N = 398)
n (%o} o (o) n (%) n (%)
Infection 28 (4299 110 (62.5) 109 (40173 219 {55.0)
MNeutropenia 41 (228 102 (58.0) 84 (37.8} 126 (445.7)
Cutaneous reacticn 21 ¢11.7 3T (32.4) 79 (35.63 136 (34.2)
Driarthea 41 (228> 353 (31.3) 74 (33.3) 129 ({32 .40
Constipaticn 25 (13.9) 46 (26.1) a2 (27.9% 108 (27.1)
Hepatic disorder 20001113 36 (20.5) 27T {122} 53 (158}
Thrombooytopenia 8 (4.4 26 (14.8) 32 {144} 38 {14.83}
Eleeding 20061113 16 (9.1} 25 ({11.3} 41 {10.33}
Cardiac arrhythnoas 15 ({8.3) 12 (10.2) 18 (3.1} 36 {9.0)
Peripheral neuropathy T (3.9 13 {7.49 23 (104 36 {9.0)
Fenal failure T (3.5 12 (5.8) 19 (8.6} 31 (7.8)
Tumour flare reaction 1 (062 19 (10.8) Q4.1 2R 7.0
Hypersensitivity 4022 4 (2.3) 12 (5.4) 16 {4.00
Aenous thromboembolic event 31T 5 (3.4) 5(2.3) 11 {2.8)
Angioedema 30(1.7 4 (2.3) S 2.7 10 {2.5)
Ischaemic heart disease (including 26113 1 (0.a) T332 B2
myocardial infarction)
hixed thromboembolism 1 (0.6 3(1.7) 2 (0.9% 54¢1.3)
Arterial thromboembolic event 4022 1 (0.6) 3 (1.4 4 1.7
Tumour lysis syndrome O (00D 201.1) 1 (0.5 3 (0.8
Cardiac failure 20(1.1> 1 (0.6) 10053 2 {0.5)
Imterstitial lung disease/pnewmonitis 1 (0.6 0 (0.0) 1 {0.5) 1 {0.3)
Teratogenicity O (0.0n O 0.0y O (000 00,07
AES] = adverse event of special interest; HLLT = Higher-Level Term: Len = lenalidemide; MedDE_A = Medical

Dictionary for Regulatory Activities; PBO = placebo; Fit = muximab ShQ = standardized hMedDFLA query:

S0OC = System Organ Class.

* AESI categories used either MMedDE A version 210 ShMOQ or sub-ShMQ) or SOC or HLT or list of Preferred Terms.
A subject is counted conly once for multiple events within each AESI category.
MNotes: TEAEs include adverse events that started between the date of first dose and 28 days after the date of last
dose. The table is presemted in descending order of frequency for AESI category in the Pooled ATTGMENT +

MAGNIFY colhmmn.

-FL Safety Population

All TEAEs by AESI category are summarized for the FL Safety Population in the following table.

Table 70 Treatment-emergent Adverse Events of Special Interest —FL Safety Population

AUGMENT MAGNITY Fooled
AUGMENT +
MAGNIFY

AESI Category™ PBO + Rit Len + Rit Len + Rir Len + Eit
(N = 148) (N = 146) (N=1TT) (N =323)

n (%) n {0} m (%) n {%a)
Infection 68 (45.9) 02 (63.0) 00 (30.8) 182 (36.3)
MNeutropenia 33 (22.3) 83 (58.2) 60 (33.67 145 (44.9)
Cutaneous reaction 17 {11.5) 30 (34.2) 63 (35.6) 113 (35.0)
Diarrhea 33 (22.3) 45 (30.8) 60 (33.9) 105 (32.5)
Constipation 18{12.2) 32 (21.9) 51 (28.8) B3 2371
Hepatic disorder 17 {11.5) 322199 200(11.3) 52 (16.1)
Thrombocytopenia 427 23 (13.8) 21 (11.9) 44.(13.6)
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AUGMENT MAGNIFY FPooled
AUGMENT +
AMAGNIFY

AESI Cartegory™® PBO + Rir Len + Rit Len + Rir Len + Eit

(N = 148) (N = 146) (N=17T) (IN = 323)

n (%a) n (%) n (%) n {%4)

Eleeding 15 (10.1) 14 (9.6 23 (1300 3T {11.5)
Cardiac arrhoythmia 13 (8.8 17 ¢11.a) 12 (6.8 29 (9.0)
Peripheral neuropathsy G (4.1 12 (8.2 17 (2.6) 29 (9.0
Eenal failure 4 2.7 10 (6.2 17 (9.6 27 (B.4)
Thumour flare reaction 1007y 19(13.00 T 4.0 26 (B.0)
Hypersensitivity 3 (2.0% 1¢0.7) 10 (5.6» 11 (3.4}
Wenous thromboembolic event 3200 & (4.1 44£2.3) 10 (2.1
Angioedema 2 (1.4 30(21) 2.2 B (2.5}
Ischaemic heart disease (inchading 2 {1.4) 1 (0.7 ERC X)) B (2.5)
myocardial infarction’}
Mixed thromboembolism 1 (0.7 30(2.1) 201.1) 5¢1.5)
Arterial thromboembolic event 4 (2.7 1 (0.7 301.7) 4{1.2)
Tumeur lysis syndrome O (0.0% 2(1.4) 100.a) 3 (0.9)
Cardiac failure 2 (1.4 0 (0.0} 10062 1 {03}
Interstitial hong Q (0.0} 0 (0.0} 100.6) 1 {03}
disease pneumonitis
Teratogenicity 0 (0.0% 0 (0.0 O (000 Q0.0

AESI = adverse event of special interest; FL = follicular Iymphoma: HILT = Higher-Level Term:
Len = lenalidomide; Len + Rit = lenalidomide in combination with rituximab; MedDE A = Medical Dictionary for
Eegulatory Activities; PBO = placebo; Rit = rituximab: ShMQ = standardized MedDFE.A query: SOC = System Organ

Class.

-MZL Safety Population

All TEAEs by AESI category are summarized for the MZL Safety Population in the following table:

Table 71 Treatment-emergent Adverse Events of Special Interest -MZL Safety Population

AUGAMENT AAGNIEFY FPooled
ATUGMENT +
ALAGNIFY
PEBO + Rir Len + Rit Len + Rir Len + Rit
(N = 32) (N = 300 (N = 45» N = T5)
AEST Category® m %) o {%a) m (o) m (%@
MNeutropemnia S (2500 17 (56.7) 24 (53.3) 41 (547
Infection 20 (52 5D 18 (6000 19 (42 2) 37 (49 3%
Constipation T21.9) 14 (4570 11 (24 .49 25 (33.3)
Diarthea (2500 10 {33.3) 14 {31.1) 24 (32.0)
Cutaneous reacticn 4 (125 7 ({23.3) 1a (35.4) 23 307y
Thrombocytopenia A4 (12.5) 3 (100 11 (24 .40 14 (1B T
Hepatic disorder E ] 4 {13.3) Tils.ey 11 C14.7)
Cardiac arrhoythnoia 2 (8.3 1 {3.3% & (133 T {9.3)
Feripheral neuropathsy 1031 1 ¢{2.3) G (13.3) T (9.3
Hypersensitivity 1(3.1> 3 (1000 2440 5 06.7)
Eleeding S(15.8)» 2067y 2440 4 ({5.3)
Fenal failure 3 (9.4 26T 2 4.4) 4 ({5.3)
Angioedema 1(3.1> 1 (3.3} 1022 227
Tunuour flare reaction O (000 O (00 2 {4.4) 227
Cardiac failoare (] 1 ¢3.3) O C0.0) 1¢1.3)
“Wenous thromboembolic event O (OO0 O (00 10222 1 {1.3)
Arterial thromboembolic event (R ] O 000 [ )] O 000D
Interstitial lung disease pnewmonitis 1031 O (00 [y O {007
Ischaemic heart disease (inchading O (OO0 O (00 [y O {007
myocardial infarction}
hiized thromboembolism (R ] O 000 [ )] O 000D
Teratogenicity (R ] O 000 [ )] O 000D
Tumyour bysis syndrome O (000 O {00y Q{000 Q00

AESI = adverse event of special interest; HLL'T = Higher-Level Term:

Len = lenalidenude; MIedD)

B A = hdedical

Dictionary for Fegulatory Activities: MZI. = marginal zone Iymphoma; PBO = placebo: Fit = ritaximalb:
S5M0 = standardized MedDFE A query; SOC = Systerm Organ Class.
2 AESI categories used either MedDEF A wersion 21 .0 SO or sub-SHI0) or SOC or HILT or list of Prefierred Terms.

Assessment report
EMA/CHMP/693880/2019

Page 99/139




Grade 3 or 4 Treatment-emergent Adverse Events of Special Interest

-Safety Population

Grade 3 or 4 TEAEs by AESI category are summarized for the Safety Population in the following table:

Table 72 Grade 3 or 4 Treatment-emergent Adverse Events of Special Interest -- Safety Population

AUGMENT MAGNIFY Pooled
AUGMKENT +
MAGNIFY
PBO + Rirt Len + Rit Len + Rit Len + Rit
(N =180} (MN=176) (N=222 (N = 398)
AFSI Category® o (%) n (%) n (%) n (%)
Neutropenia 24 (13.3) 28 (0.0 71(32.0) 159 (39.9)
Infection 12{6.7) 26 (14.8) 170122 533¢13.3)
Thrembocytopenia 2(1.1) 4{23) 13 (3.9 17 {4.3)
Cutaneous Feaction 2(1.1) 5(2.8) 2(3.68) 13(3.3)
Diarthea Q (0.0 J(2E T(3.2) 12 (3.0%
FEenal Failure 2(1.1) 2(1.1) 10 i4.5) 12(3.0%
Cardiac Arhythmia 2(1.1) 423 62T 102.5)
Hepatic Disorder 1 (0.6) 5(2.8) 4(1.8) 92.3)
Venous thromboembolic event 1 (0.6} 4023) 2009 a{l.5)
Ischaemic Heart Disease 1 (0.6} 1(0.6) 3014 40100
(including Myecardial Infarction)
Peripheral neuropathy Q (0.0 1(0.6) 314 4100
Constipation Q (0.0 0 (0.0) 314 300.8)
Hypersensitivity 1 (0.6) 1{0.6) 2609 3{0.8)
Angioedema Q (0.0} 0 (0.0} 209, 2{0.5)
Arterial thromboembaolic event 3.7} 0 (0.0y 1(0.3) 1{0.3)
Bleeding 3T 0 0.0y 1(0.5) 103
Mixed Thromboembaolizm 1 {0.6) 0 (0.0} 1{0.5) 1¢0.3)
Tumour Flare Feaction Q (0.0} 10683 00 1{0.3)
ATUGMENT MMAGNIFY Pooled
AUGAENT +
MMAGNIFY
PBO + Rir Len + Rir Len + Rit Len + Rit
(N = 1807 o= 176} (N = 2232 (¥ = 398)
AEST Caregory™ o {0} m %) n (o) m %)
Tumeour Tysis Syndrome (ol (X)) O (OO 1 C0.5) 1 (0.3
Cardiac Failure 1 (0.6} O (007 0 (0. 0 (0.0}
Interstitial Lung O (0.0} O (0.0 0 (0. 0 (0.0
Drizease/Fneumonitis
Teratogenicity 0 (0.0} O (007 0 (0. 0 (0.0}

AFSI = adwverse event of special interest; HLLT = Higher-Lewvel Term: Len = lenalidomnude: Len + Eit = lenalidomide
in combination with otuximalk: MedDFLA = MMedical Dictionary for Feegulatory Activities; PBO = placebo:

Flit = rimiximab; Shil) = standardized hMedDFE A gquery: SOC = System Organ Class.
= AESI categories used either MedDE A wversion 21.0 SO or sub-5KC or SOC or HLLT or hst of Preferred Terms.

A osubject is counted only once for multiple events within each AESI category.

MNMotes: TEAE:s inchade adverse events that started betwesan the date of first dose and 28 daws after the date of last
dose. The table is presented mn descending order of frequency for AESI category in the Pooled ATTGRMEINNT +

MAGNIFY column.
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-FL Safety Population

Grade 3 or 4 TEAEs by AESI category are summarized for the FL Safety Population in the following table:

Table 73 Grade 3 or 4 Treatment-emergent Adverse Events of Special Interest — FL Safety Population

AUGMENT ALAGINIFY Fooled
AUGMENT +
AAGNIFY
AFESI Category™ PEBO + Rit Lemn + Rit Len + Fit Len + Rit
(N = 148) (N — L46) (N = 177)» (N = 323)
m (%0 n (2% n (%) n (2o
Meutropemnia 19 (12.8) T4 (50T 53 (290.9) 127 (39.3)
Infection T AT 22 (15.1) 23 (13.0) 45 (13.9)
Dhnarrhea O (0O 5 (3.4) S (2.4 11 {3.4)
Fenal Failure 1 (0.7 2 {1.4) 9 (5.1) 11 {3.4)
Cutameous Feaction 2014 4 (2T & (3.4 10 ¢32.1)
Thrombocytopenia R ] 20140 & (3.4 g (25
Cardiac Arrhythnoia 2 (1.4 427 3017 T (22
“Wenous thromboembolic event 1 00T 4 (2T 1 (0.a) S(1.5
Hepatic Disorder 1 (0.7 3 (2.1 1 (0.8 4 (1.2
Ischaemic Heart DHsease (inchading 1 00T 1007 3 (1.7 4 (1.2
Myocardial Infarction}
Constipation O (0O O (000 2 (1.1 2 (0.8
Peripheral neuropathsy O (0O 1007 1 (0.8 2 (0.8
Angiocedema O (0O O (000 1 (0.8 1 (0.3
Agterial thromboembolic event 3 (2.0 O (000 1 (0.8 1 (0.3
Eleeding 3 (2.0 O (000 1 (0.8 1 (0.3
Hypersensitivity 1 (0.7 O 000 1 (0.8 1 (0.3
hixed thromboembolism 1 (0.7 O 000 1 (0.8 1 (0.3
Turmaowr flare reaction R ] 1007 L0 1 (033
Tumour lysis syndrome R ] L 1 (0.a) 1 (033
Cardiac Faidlure 1 (0.7 O 000 O (0.0 O (000
Interstitial Lung O (0.0 O 00 O (0.0 O (000
Disease/Pneumonitis
Teratogenicity O (0.0 O 000 O (0.0 O (000

AEST = adwverse event of special interest; FL. = follicular Iymophoma: HLLT = H

[igher-Lewvel Term:

Len = lenalidomide: MedDF A = Medical Drictionary for Fegulatory Activities; PBO = placebo; Fit = mhuxinaab;
SHAQ = standardized MedDYE.A guery: SO — Systemn Organ Class.
= AEST categornies used either BMedDE A version 21 .0 SO or sub-SHhAQ) or SOC or HLLT or st of Preferred Terms.
A subject is counted only once for mmultiple events within each AEST category.
Motes: TEAESs include adverse events that started betaween the date of first dose and 28 daws after the date of last
dose. The table is presented in descending order of freguency for AEXST category im the Pooled ATUGMEMNT +

MAGNIFY column.
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-MZL Safety Population

Grade 3 or 4 TEAEs by AESI category are summarized for the MZL Safety Population in the following
table:

Table 74 Grade 3 or 4 Treatment-emergent Adverse Events of Special Interest -MZL Safety Population

AUGMENT AMAGNIFY Pooled
AUGAMENT +
AAGNIFY
PBO + Rit Len + Rir Len + Rit Len + Eit
(N = 32) (N =30 (N = 45) (N =T5)
AFSI Category™® m (%) n (%) n (%) o (%)
MNeutropenia 5 (15.6) 14 (46.7) 18 (4000 324271
Thrombocytopenia 2 (6.3) 2(6.T) T(15.8) o (12.0)%
Infection 5 (15.6) 4(13.3) 4 (2.0 £ (10.7)
Hepatic Disorder 0 (0.0 2 (6.7 3 (6.7 5 (6.7
Cardiac Asrhythmias O (0. Oy LR ) 3 (6.7 3 (4.0)
Cutameous Feaction O (0.0 1{3.3) iy ] 3 (400
Hypersensitivity O (0,00 1¢3.3) 1022 22Ty
Penpheral MNeuropathoy O (0.0 0 (0.0 2 4.4 2027y
Angicedema O (0.0 O (0.0 102.2) 1(1.3)
Constipation 0 (0.0 0 (0.0) 1022 1 (1.3}
Diarthea 0 (0.0 0 (0.0) 1022 1 (1.3}
Eenal Failure 1403.1) 0 0.0 10232 1¢1.3)
Wenous thromboembolic event O (0O O (0.0 1022 1 {1.3)
Arterial thromboembolic event O (0.0 O (0.0 O (0.0 0 (0.0}
Bleeding 0 (0.0 0 (0.0) 0 (0.0 0 (0.0
Cardiac Failure O (0.0 0 (0.0} O (0.0 0 0.0}
Imterstitial Lung O (0 O O 0.0 O (OO O {00
Disease/Pnewmonifis
Ischaemic Heart Dhisease (including O (0. Oy L ) O (00 O Q00
Myocardial Infarction
MMixed Thromboembolism O (0,00 0 0.0 O (0.0 O (0.0
Teratogenicity O (0.0 O (0.0 O (0.0 0 (0.0}
Tumour Flare Feaction O (0. O 0 (0.0 L )] O 0.0
Tumour Tysis Symdrome O (0.0 O {000 O (OO 0 0.0y
AESI = adverse event of special imterest; HLL'T = Higher-Lewel Termm: Len = lenalidonude; MedDEA = Medical

Dictionary for Regulatory Activities; MZT. = marginal zone ymphoma: PBO = placebo: Fit = mtuximalb;
SO = atandardized WadDIR A amerv- SO = Swraternn (droan Class

Adverse Events of Special Interest by AESI Category

-Neutropenia

In the Safety Population, TEAEs in the AESI category of neutropenia were reported in 58.0% of subjects
in the AUGMENT R2 Arm versus 22.8% in the Control Arm. During the Initial Treatment Period in the
MAGNIFY study while on R2 treatment, the frequency of neutropenia events was 37.8%. Nearly all of the
reported TEAEs in the AESI category of neutropenia were the PT of neutropenia. A small percentage of
subjects in the pooled dataset (3%) had febrile neutropenia. Grade 3 or 4 neutropenia events were
reported in 50.0% of subjects in the AUGMENT R2 Arm versus 13.3% in the Control Arm.

In the AUGMENT study, less than one third of subjects in the R2 Arm with Grade > 3 neutropenia had a
concurrent infection (28/88 [31.8%]) and 9.1% (8/88) had a concurrent Grade 3 or 4 infection. Only 5
subjects (2.8%) in the R2 Arm discontinued study treatment due to neutropenia. The median time to
onset of Grade 3 or 4 neutropenia was approximately 14 weeks in the R2 Arm and 12 weeks in the
Control Arm while the median time to improvement and resolution of the event was 9 days in both arms.
Events of neutropenia were managed by dose modifications including dose reductions, dose interruptions,
and/or growth factor support. In general, similar frequencies of TEAEs and Grade 3 or 4 TEAEs in the

Assessment report

EMA/CHMP/693880/2019 Page 102/139



AESI category of neutropenia were seen in subjects with FL and subjects with MZL compared with the
Safety Population.

Table 75 Grade 3 or 4 Treatment-emergent Adverse Events of Special Interest -Neutropenia -- Safety
Population

AUGMENT AAGNIFY Pooled
AUGMENT +
AMAGNIFY

PBO + Rix Len + Rit Len + Rit Len + Eirt

AFSTI Category™ (N = 180) (N =176) (N =222) (IN = 398)
Preferred Term® n (%) m (%) n {%0) n (%)

Subjects with at Least One Grade 3 Z4(13.3) 88 (S0.0) TL (3Z2.00 159 (39.9)

or 4 TEAE of Neutropenia

Neutropenia 23 (12.8) 88 (530.00 69 {(31.1) 157 (39.4)
Febrile neutropenia 1 {0.5) 5(2.8) T (3.2) 12 (3.0)
Neutropenic colitis O (0.0 1 (0.6) 0 {0.0) 1 (0.3
Neutrophil percentage decreased O (000 1 (0.6) 0 (0.0) 1 (0.3
AESI = adverse event of special interest; HL.'T = Higher-Level Term; Len = lenalidonude; MedDEA = Medical

Dictionary for FRegulatory Activities; PRBO = placebo; Rit = rituximab; SMMQ) = standardized MedDF A query
SO = System Organ Class.

Infections

Pooling the AUGMENT and MAGNIFY R2 arms resulted in a frequency of infection events of 55.0%. The
most frequently reported events of infection in the pooled dataset were upper respiratory tract infection
(15.3%), sinusitis (8.3%), urinary tract infection (7.5%), pneumonia (6.8%), bronchitis (5.0%), and
influenza (5.0%). All other events occurred at frequencies less than 5%.

In the Safety Population, Grade 3 or 4 TEAEs of infection are presented in the following table:

Table 76 Grade 3 or 4 Treatment-emergent Adverse Events of Special Interest -Infection in at Least 1%
of Subjects in Pooled AUGMENT and MAGNIFY-- Safety Population

ATGMENT MAGNIEY Pooled
AUGKRENT +
ALAGINIF Y
PBO + Rir Len + Rit Len + Rit Len + Rit
AESI Category™ (N = 180D} (IN = 176) (N =222 (N = 398)
Preferred Term® m (%a) m (%) n (%0 n (%a)
Subjects with at Least One 12 {6.7) 26 (14.8) 2T {(1Z2.2 53 (13.3)
Grade 3 or 4 TEAE of infection
Pneumaonia 4 (2.2) & (3.4) 4 (1.8} 10 (2.3
Sepsis 2(1.1) 3017 3 (1.4) 6 (1.5}
Lumg mmfiection 3(1.7) 24(1.1) 2 (0.9 4 (1.0)
Urinary tract infection 1 (0.5) 1 (060 3 (1.4 4 (1.0)
AESI = adwerse event of special mterest: HLL'T — Higher-Lewel Term: Len = lenalidonude: Len + Fit = lenalidomide

in combination with ntuximab; MedDF A = Medical Dictionary for Fegulatory Activities; PBO = placebo;

Fit = nfuximalb; ShMOQ = standardized MMedDE_ A guery: SOC = System Organ Class.

* AESI categomnes used either MedDE.LA version 21.0 SMQ or sub-SMQ or SOC or HLT or List of Preferred Terms.
A subject 15 counted only once for multiple events withon each AEST category.

¥ Coded using MedDFE_ A version 21.0. A subject is counted only cnce for maltiple events within the Preferred Term.
Motes: TEAEs mmchude adwverse events that started between the date of first dose and 28 days after the date of last

dose. The table is presented mn descending order of frequency for System Organ Class and Preferred Term in the
Pooled ATGMENT + MAGNNIFY colunm.

Cutaneous Reactions

Pooling the AUGMENT and MAGNIFY R2 arms resulted in a frequency of events of cutaneous reaction of
34.2%. The most frequently reported events of cutaneous reaction in the pooled dataset were rash
(13.8%), maculo-papular rash (10.3%), and stomatitis (6.5%).

In the AUGMENT study, the median time to onset of Grade 2 to 4 cutaneous reaction was less than 3
weeks in each arm while the median time to resolution of the event was 16 days in the R2 Arm and 6.5
days in the Control Arm. Among the subjects with cutaneous reaction, medications were used for

Assessment report

EMA/CHMP/693880/2019 Page 103/139




management by approximately 61% of subjects in each arm. Grade 3 or 4 cutaneous reaction events
were reported in 2.8% of subjects in the AUGMENT R2 Arm versus 1.1% in the Control Arm.

Table 77 Grade 3 or 4 Treatment-emergent Adverse Events of Special Interest - Cutaneous Reaction --
Safety Population

AUGKMENT ALAGINIE Y Pooled
ATUGMENT +
ALAGNIF Y
AFSI Caregory™ PBO + Rirt Len + Rir Lem + Rir Len + Rir
Preferred Term®™ (N = 1L30% (N = 1763 (IN = 222} (N = 308)
m (%0l m (%) m (%8 m (%@
Subjects with at Least Omne Z (1.1) S (Z.8) s (.3.6}' 13 (3.3
Grade 3 or 4 TEAFE of
CUCARSONs reaction
F.ash 1 (0.6 2{1.12 1 (0. 53 3 (0.8)
Flash maculo-papular 1 (06D 1 (0.6 2 (0 Oy 2 {0 8B)
Flash generalised O (0000 2¢1.1) Q00 2 (0.5)
Fash erythematowus O 000 O (0. 00 1 (0.5 1 030
Flash maacular O (00D O (000 1 (0. 53 1 0.3}
Stomatitis O (007 O (0.0 3 (1.4) 3 Q0.8)

AEST = adverse event of special interest;: HILLT = Haigher-T evel Term: Len = lenalidornude: Ten + Rit = lemahhdomide

in combination with otuximab: MedDF_A = Medical Dictionary for Fegulatory Activities, PBO = placebo;

Fit = nfuximalb:; SO = standardized DedDE_A guery: SO = System Organ Class.

a2 AEST categories used either MedDEF A version 21 .0 SHMOQ or sub-Shi(} or SOC or HLLT or list of Preferred Terms.
A subject is coumted only once for mmltiple events within each AEST category.

® Coded using MedDR A version 21.0. A sabject is counted only once for nmltple events within the Preferred Term.

Diarrhea

In the Safety Population, diarrhea was reported in 31.3% of subjects in the AUGMENT R2 Arm versus
22.8% in the Control Arm. During the Initial Treatment Period in the MAGNIFY study while on R2
treatment, the frequency of diarrhea was 33.3%.

Grade 3 or 4 TEAEs of diarrhea were reported in 2.8% of subjects in the AUGMENT R2 Arm versus 0% in
the Control Arm. During the Initial Treatment Period in the MAGNIFY study while on R2 treatment, the
frequency of diarrhea was 3.2%. Pooling the AUGMENT and MAGNIFY R2 arms resulted in a frequency of
3.0%.

Hepatic Disorder

In the Safety Population, TEAEs in the AESI category of hepatic disorder were reported in 20.5% of
subjects in the AUGMENT R2 Arm versus 11.1% in the Control Arm. During the Initial Treatment Period in
the MAGNIFY study while on R2 treatment, the frequency of hepatic disorder events was 12.2%. Nearly
all of the reported hepatic disorder events were laboratory abnormalities. The most frequently reported
events in the pooled dataset were alanine aminotransferase increased (7.3%), aspartate
aminotransferase increased (4.3%), blood bilirubin increased (3.8%), and blood alkaline phosphatase
increased (3.3%).

Grade 3 or 4 hepatic disorder events were reported in 2.8% of subjects in the AUGMENT R2 Arm versus
0.6% in the Control Arm. During the Initial Treatment Period in the MAGNIFY study while on R2
treatment, the frequency of hepatic disorder events was 1.8%. The only PT within the AESI category
reported in the pooled dataset at greater than 1% was alanine aminotransferase increased (1.5%).

Thrombocytopenia

In the Safety Population, thrombocytopenia was reported in 14.8% of subjects in the AUGMENT R2 Arm
versus 4.4% in the Control Arm. During the Initial Treatment Period in the MAGNIFY study while on R2
treatment, the frequency of thrombocytopenia was 14.4%.

Grade 3 or 4 thrombocytopenia was reported in 2.3% of subjects in the AUGMENT R2 Arm versus 1.1% in
the Control Arm. During the Initial Treatment Period in the MAGNIFY study while on R2 treatment, the
frequency of thrombocytopenia was 5.9%.
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In the FL Safety Population, observations were similar to the overall Safety Population while in the MZL
Safety Population, higher frequencies of thrombocytopenia were observed compared with the Safety
Population for MAGNIFY.

Bleeding

Antithrombotic prophylaxis, which is associated with side effects of bleeding, was recommended per
protocol for subjects at high risk of thromboembolic events in the AUGMENT and MAGNIFY, (only
recommended for R2 Arm) studies.

In the Safety Population, TEAEs in the AESI category of bleeding were reported in 9.1% of subjects in the
AUGMENT R2 Arm versus 11.1% in the Control Arm (approximately 70% of subjects in both arms used
antiplatelet and/or anticoagulant medication concomitantly). During the Initial Treatment Period in the
MAGNIFY study while on R2 treatment, the frequency of bleeding events was 11.3%. Pooling the
AUGMENT and MAGNIFY R2 arms resulted in a frequency of 10.3%. The most commonly reported
bleeding event in the pooled dataset was epistaxis (2.0%).

There were no Grade 3 or 4 events of bleeding reported in the AUGMENT R2 Arm and only 1 subject
(0.5%) in the MAGNIFY study reported Grade 3 or 4 bleeding during the Initial Treatment Period while on
R2 treatment.

Cardiac Arrhythmias

In the Safety Population, TEAEs in the AESI category of cardiac arrhythmia were reported in 10.2% of
subjects in the AUGMENT R2 Arm versus 8.3% in the Control Arm. During the Initial Treatment Period in
the MAGNIFY study while on R2 treatment, the frequency of cardiac arrhythmia events was 8.1%. The
most frequently reported event in the pooled dataset was palpitations (2.5%).

Grade 3 or 4 cardiac arrhythmia events were reported in 2.3% of subjects in the AUGMENT R2 Arm
versus 1.1% in the Control Arm. During the Initial Treatment Period in the MAGNIFY study while on R2
treatment, the frequency of events was 2.7%.The only PT within the AESI category reported in the pooled
dataset at greater than 1% was syncope (1.3%).

Peripheral Neuropathy

In the Safety Population, TEAEs in the AESI category of peripheral neuropathy were reported in 7.4% of
subjects in the AUGMENT R2 Arm versus 3.9% in the Control Arm. During the Initial Treatment Period in
the MAGNIFY study while on R2 treatment, the frequency of events was 10.4%.0nly 1 subject (0.6%) in
the AUGMENT R2 Arm and no subjects in the Control Arm had Grade 3 or 4 events of peripheral
neuropathy. Only 3 subjects (1.4%) had Grade 3 or 4 peripheral neuropathy events in the MAGNIFY
study during the Initial Treatment Period while on R2 treatment.

Renal Failure

In the Safety Population, TEAEs in the AESI category of renal failure were reported in 6.8% of subjects in
the AUGMENT R2 Arm versus 3.9% in the Control Arm.

During the Initial Treatment Period in the MAGNIFY study while on R2 treatment, the frequency of renal
failure events was 8.6%. Pooling the AUGMENT and MAGNIFY R2 arms resulted in a frequency of 7.8%.
The most frequently reported events in the pooled dataset were blood creatinine increased (4.8%),
followed by acute kidney injury (3.3%).

Grade 3 or 4 renal failure events were reported in 1.1% of subjects in each of the AUGMENT treatment
arms. During the Initial Treatment Period in the MAGNIFY study while on R2 treatment, the frequency of
renal failure events was 4.5%. Pooling the AUGMENT and MAGNIFY R2 arms resulted in a frequency of
3.0%.
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Tumour Flare Reaction

In the Safety Population, tumour flare reaction was reported in 10.8% of subjects in the AUGMENT R2
Arm versus 0.6% (1 subject) in the Control Arm. During the Initial Treatment Period in the MAGNIFY
study while on R2 treatment, the frequency of tumour flare reaction was 4.1%.

Only 1 (0.6%) subject in the AUGMENT R2 Arm had Grade 3 or 4 tumour flare reaction. No subjects had
Grade 3 or 4 events in the AUGMENT Control Arm or in the MAGNIFY study during the Initial Treatment
Period while on R2 treatment.

In the AUGMENT study, all events of tumour flare reaction were in subjects with FL; in the MAGNIFY
study, the frequencies of tumour flare reaction were similar across the FL, MZL, and Safety populations.

Hypersensitivity and Angioedema

In the Safety Population, hypersensitivity was reported in 2.3% of subjects in the AUGMENT R2 Arm
versus 2.2% in the Control Arm. During the Initial Treatment Period in the MAGNIFY study while on R2
treatment, the frequency of hypersensitivity was 5.4%. Only 1 (0.6%) subject in each the AUGMENT R2
Arm and Control Arm had Grade 3 or 4 hypersensitivity. Only 2 subjects had Grade 3 or 4 events in the
MAGNIFY study during the Initial Treatment Period while on R2 treatment.

Angioedema occurred at frequencies of less than 5% across all arms in the AUGMENT and MAGNIFY
studies. Only 2 subjects (0.9%) in the MAGNIFY R2 Arm had Grade 3 or 4 events.

Venous Thromboembolic Event

Antithrombotic prophylaxis was recommended for high-risk subjects in the AUGMENT and MAGNIFY (R2
Arm only) studies. In the Safety Population, TEAEs in the AESI category of VTE were reported in less than
5% of subjects across all arms in the AUGMENT and MAGNIFY studies.

Grade 3 or 4 VTE events were reported in 2.3% of subjects in the AUGMENT R2 Arm versus 0.6% in the
Control Arm. During the Initial Treatment Period in the MAGNIFY study while on R2 treatment, the
frequency of events was 0.9%.

Ischemic Heart Disease (including Myocardial Infarction)

In the Safety Population, TEAEs in the AESI category of ischemic heart disease (including MI) were
reported in less than 5% of subjects across all arms in the AUGMENT and MAGNIFY studies. All of these
events occurred in subjects with FL; none of the events occurred in subjects with MZL.

One subject (0.6%) in each of the AUGMENT treatment arms and 3 subjects (1.4%) in the MAGNIFY
study during the Initial Treatment Period had Grade 3 or 4 ischemic heart disease (IHD) events.

Mixed Thromboembolism

In the Safety Population, TEAEs in the AESI category of mixed thromboembolism were reported in less
than 2% of subjects across all arms in the AUGMENT and MAGNIFY studies. All of these events occurred
in subjects with FL; none of the events occurred in subjects with MZL. 1 subject in the MAGNIFY study
during the Initial Treatment Period had Grade 3 or 4 mixed thromboembolism events.

Arterial Thromboembolic Event

In the Safety Population, TEAEs in the AESI category of arterial thromboembolic event (ATE) were
reported in less than 5% of subjects across all arms in the AUGMENT and MAGNIFY studies. Results were
similar in the FL Safety Population and no events of ATE were reported in the MZL Safety Population. Only
1 subject had Grade 3 or 4 ATE events in the MAGNIFY study during the Initial Treatment Period.

Tumour Lysis Syndrome
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Subjects were required to receive tumour lysis prophylaxis in the AUGMENT and MAGNIFY (R2 Arm only)
studies. In the Safety Population, TLS was reported in less than 2% of subjects across all arms in the
AUGMENT and MAGNIFY studies. All of these events occurred in subjects with FL; none of the events
occurred in subjects with MZL. Only 1 subject (0.5%) in the MAGNIFY study during the Initial Treatment
Period had Grade 3 or 4 TLS.

Cardiac Failure

In the Safety Population, TEAEs in the AESI category of cardiac failure were reported in less than 2% of
subjects across all arms in the AUGMENT and MAGNIFY studies. Cardiac failure events were reported for 1
subject with FL in the MAGNIFY study and 1 subject with MZL in the AUGMENT R2 Arm.

Interstitial Lung Disease (Interstitial Pneumonitis)

In the Safety Population, TEAEs in the AESI category of interstitial lung disease (ILD) were reported for
no subjects in the R2 Arm and 1 subject (0.6%) in the Control Arm. In the MAGNIFY study, 1 subject
(0.5%) had an ILD event during the initial treatment period.

Serious adverse event/deaths/other significant events

Deaths

Deaths in the Safety Population are summarized by primary cause of death.
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Table 78 Summary of Cause of Death in the Safety Population

ATTCAIENT ALACNIF Y Pooled
ATCMENT
+ M ACNIFY
Primary Canse PEBO - Rt Len + Fit Lemn + Fait Len + Fit
(N = 1800 (N =17&) (N =222 N =398)
o %) m {%a) m %0 m {%a)

Orverall Mumber of Deaths 26 (14.4) 15 {8.5) 21 (9.5) 26 {9.0)
Dieaih fircmm adverse event 1 {0.&) 3 (1.7 4 (1.8 T {1 .8)
Death fromm mabpnant disease under stadsy, 18 (10O 5 (2.8} 12 (5.4 17 {4.3)
or complication due to malignant disease
under simdy
Dieaih firom cither cause 4 {22 & (3.4 3l 4y 2 (2.3}
Death from other primary mahgnancy, or 2 (1.1} D {000 1 {05 1 (0.3}
complicanon dus to other promary
mnali prancy:

Death ficm unknown cause (Dot assessable L {0.6) 1 {0uE) 1 {050 2 (0.5}
or imesufficient datal)

Death on Treatment™ I (1.1} 2 (1.1} B (3.6) 10 (Z.5)
Death fromm adverse event 1 Q06 1 {0.&) 4 (1.8} 5 ({1.3)
Death frorm mabenant disease under stadyy, 1 Q0.E) O {000 3 ({1.4) 3 (0.8
or complicaton due to malisnant disease
umder simdy
Death from other cause O (0.0 1 {0_&) O (000 1 (0.3
Deazath from other prirn=sy mabh snancy, or o 0.0 O {000 o {000 0 {000
complicaiion due o other prmary
malipnancy
Death fiom unknown cause {not assessable O 000 O {000 1 {0.5) 1 {030
or incufficient data)

Death During Post-Treatment" 24 (13.3) L3 (7.4 13 (5.9) 26 (6.5)
Dieaih fircmm adverse event O {000 2{1.1% O {000 2 (0.5}
Dieath from malisnant disease under stuady, 17 (9.4 5({2.8) O (4.1 14 (3.5
or complication dus to malisnant diseasza
under simdyr
Death from other canse 4 (2. 2) 5 (2.8) 3 ({14 B (2.00)
Death from other primay mabisnancy, or 2 (1.1} 0 (0,07 1 (0.5) 1 {030
cormplication due to other paimoary
mabignancy
Death frorm uinknown cause (not assessable 1 Q0s) 1 {0u&) 0 {000 1 {0.3%
or imsufficient datal)

B Deaths occwring after 28 dayvs fiom the last dose date of study medication(=).

Souwree: 55 Table 1.6.1

Len = lenalidonmde; Leay + Fit = lemahdermide in combinston with rifoeormab; PBO = placebo; Fat = mheonaab
# Dheaths wathan 28 dayvs ficon the last dose of study medications).

Of note, Of the 5 subjects who died from TEAEs while on treatment in the pooled R2-treated subjects
from AUGMENT and MAGNIFY, the causes of death were arrhythmia, sepsis, multiple organ system
failure, cardiorespiratory arrest, and acute kidney injury secondary to lymphoma.

Table 79 Summary of Cause of Death in the FL Safety Population
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insufficient data

ATTCGAENT AMACKNIFY Pooled
ATGCGAMENT
AAGNIFY
Primary Canse PBO - Rt Len + Rit Len + Rii Len + BEit
(TN=148) (IN=145) (M=17TT) (Tv=313)

Ohrerall Number of Deaths 24 (16.2) 11 (7.5} 17T (9.6) 2B (B.T)
Deaih fircon adverse event O (000 3 (2.1) 3 (1.7 & (1.9
Death from mahignant disease under study, or 18{12.2) 42T 11 {5.2) 15 (4.6)
complication dae to malisnant disease under
stuady
Dieath fivan other canse 42T 02T 2 (1.1} & (1.9
Dieath from other primeny mabignancy, or 100, Ty O Q0.0 O (0.0 O {000
complication due to other prioazsy malignancy
Death fircon unknown cause (not assessable or 10T 0 (0.0 1 (0.6} L (.30
insufficient data

Dieath On Treatmemt™ 1 (0. Ty 1 (0.Th G 3.4 T ({ZI.2)
Deaih fircom adverse event [ ] 1 (0.7 31T 4 (1.2}
Disath firom mahgnant disease under studw, or ] )] 2 (1.1 2 (0.5}
complicanon due to mxalisnant diseass under
stuady
Disath from other canse O 0.0 )] 0 (0. O {007
Death firom other primay malignancy, or O 0000 O 000y 0 (0.0 O (0000
complication due to other primary malignancy
Dieath firorm unknowmn cause (ot assessable or O 0.0 )] 1 (D.6) 1 {030
in=afficient datal)

Post Treatment" I3 (15.5) 10 (5.5) 11 (6.2} 21 (6.5}
Disath firom adwverse evernt O 0.0 L ] 0 (0 O 2 {0.5)
Death from mahignant disease under study, or 17 (11.5) 42T (3.1 13 (400
complication dae to malisnant disease under
stuady
Dieath from other canse 402 T 42T 211 & (1.9
Death from other primany mabignancy, or 100 Ty O 000y 0 (000 O {000
complhication doee to other pramary mahgnancy
Death from unknown cause (oot assessable or LD 0 (0.0 0 (0.0 O (000

FI1L = follitnlar lymphoma; Len = lenabdomade; Len + Bar = lenahdormeds m combinaton wrth rhronmnsah;

PBO = placebo; it = ntwomalb.

#* Dreaths within 28 days from the last dose of study medication(s}.
" Deaths ocomming after 28 days from the last dose date of study medication(=).
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Deaths in the MZL Safety Population are summarized by primary cause of death in the following table:

Table 80 Summary of Cause of Death in the MZL Safety Population

ATUCAMENT MAGNIFY Pooled
ATUTCGAENT
= MAGNIFY

Primary Canse PBO + Bait Len + Rit Len + Rit Len + Rit

(N = 3Z) (N = 30) (N =45) (N =T%5)
o (%) o (%) o (%) o (%)

Orverall Number of Dieaths I(6.3) 4 (13.3) 4 (8.9 8 (10.7)
Dezth from AE L {3.1) O {0.00) L (2_2) 1 (1.3}
Deazth firomn mahgnant dizeass under shady, O {000 1 {3.3) 1 2.2} 22T
or complicaiion due to malignant disease
under sitady
Dreath from other cause O {000 2 {6.T) L (2_2) 3 (400
Dezth firoon other primmany mahisnancy, or 1{3.1) O (0,00 1 2.2} 1 {1.3)
complication dus to other promary
malignancy
Death firoanm unknown cause {(not O {007 1 {3.3) 0 (0,00 1 1.3
aszessable or insnfficient data)

Dieath on Treatment™ 1(3.1) 1(3.3) (44 3 (4.0
Death firoon AE 1{3.1) 0 {000 1 (2.2} 1 (1.3}
Deazth fromm :III!!-_I.EEED.T dizeass under study, O {000 O (0,00 1 2.2} 1 {1.3)
or complicaiion due to malignant disease
under sitady
Death froonm other cause O {00 1 {3.3) 0 (0,00 1 {1.37%
Dezth firoon other primmany mahisnancy, or O {000 O (0,00 O (0.0 O {000
complication dus to other promary
malignancy
Dezath from unknown cause {(mot O (000 O (000 O {0u0) O (0.0
assessable or insufficient data)

Death During Post-Treatment” 1(3.1) ] (44 £ (6.7
Death firoon AE O {000 0 {000 0 (0.00 0 (000
Death froom malignant disease under shady, O {00 1 {3.3) 0 (0,00 1 {1.37%
or complication due to mahgnant diseasza
under sitady
Death froonm other cause O {00 1 {3.3) 1 {2.2) 22T
Death fromm other ponmary maliznaney, or 1{3.1% O {00 1 {2.2) 1 {1.37%
complicattion  due to other primary
malignancy
Dezath from unknown cause {(mot O (000 L (3.3) O {0u0) 1 (1.3}
assessable or insnfficient data)

AF = adverse event; Len = lenalidomide; Len + Fat = lenahdormmide m combination with nmhuwamab; BRIF]. = margmal
zone hypmphoma; FBO = placebe; Fit = mhreomab.
4 Death= withan 28 days from ths last dose of stady medicationds}.
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Other Serious Adverse Events

Table 81 Treatment-emergent Serious Adverse Events Reported in at Least 2% of Subjects in any

Treatment Arm —Safety Population

ATUGCARENT AAGNIFY Pooled
ATUCAMENT+
AACINIF Y

System Organ Class PBO + Rit Len + Fit Len + Rit Len + Rit

Preferred Term (MN=130) N=1T6) (N=2212 (N=398)
Subjects with at least one treatmenit- 25 {13.9) 45 (25.6) 65 (19.3) 110 (27.6)
emergent SAF
Imfections and infestations 10 {5.6) L7 (9.7} 24 (10.8) 41 {(10.3)

Poeumonaa 5 (2.8) 5(2.8) 4 (1.8} 2.3
Blood and hmphatic system disorders 0 (0.0 9 (5.1) 15 (6.58) 240(6.0)

Febrnle neutropenia )] 5(2.8) T {3.2) 12 (300

MNeutropenis O {0,007 I 5{2.3) 5200
Respiratery, thoracic and mediaztinal 5 (1.8) 10 (5. T) 8 (3.6) 18 (4.5)
dizorders

Pulmonary embelism 1 {0.&) 4 (2.3) 1 {0.5) 5(1.3)
MNeoplasms: bendgn, malisnant amd 3 (1.7 3(1L.T) 13 (5.9) 16 (4.0)
unspecified (incl cysts and polyps)

Basal cell carcinoma 1 {0.&) 0 (0.0 5{2.3) 5(1.3)
Fenal and uwrinary disorders 1 {D.&) 2 (1.1) 9 4.1y 11 {Z.8)

Acute kidney mjury O {0,100 2(1.1) 7T 3.2 9 (2.3
AMetabobizm and nutrition dizorders 1 {0.6) (L] 8 (3.6) 8 (2.0}

Dreabryrdration L {0.&) O {000 5{2.3) 5(1.3)

Hypercalcasmma O (0.0 0 (0.0 5{2.3) 5(1.3)

T Bl - ™ Bl LR EE]

Bl CRE]

e

E Bl

A
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Table 82 Treatment-emergent Serious Adverse Events Reported in at Least 2% of Subjects in Any

Treatment Arm —FL Safety Population

AUGAFENT AMAGCNKIFY Pooled
ATUCAMENT=+
AAGNIFY
System Organ Class PBO + Rit Len + Rit Len + Rit Len + Rit
Preferred Term (IN=148) (I5=1486) (I5=1TT) (IN=313)
Subjects with at least one treatmemt- 19 {(12.8) 34 (213.3) S0 (2B.X) B4 (26.0)
emergent SAF
Infections and infestations 5 (3.4 14 (9.6) 0 (11.3) 34 (10.58)
Prnewmonyz 1 (0.7} 4027 4 {23} 2.5
Sep=is 1 {0.7) 32.1) 3C1.7) ]
ATCAENT AMACNIFY Pooled
ATGAENT+
AACNIFY
System Organ Class PEBO + Rit Len + Rit Len + Rit Len + Rit
FPreferred Term (N=148) (PN=1+46] (MN=1TT) (IN=323)
Blood and hmphate system dizorders 0 (0.0 T (4.8) 11 (6.2) 13 (5.6)
Febrile neufropenia 0 {000 02T & (3.4) 1003 1)
Meutropenia 0 (0.0} 2 (1.4} 4(2.3) & (1.5
MNeoplasms bendgn, maliznant amd 3 (.00 3 (2.1) 11 (5.2) 14 (4.3)
unspecified (incl cysts and polyps)
Sgquamous cell carcimoma of skin O (000 2 1.4y 4 (2.3) & (1.9
Basal cell carcinoma 1 {07 0 000y 5(2.8) 5 (1.5)
EFespiratory. thoracic and mediastinal 3 (2.0) B (5.5) 6 (3.4) 14 (4.3)
dizorders
Pulmonary embolizmm 1 {0.T) 42T O (0.0 4 (1.2}
FRenal and urinary disorders 1 {0.T) 2 (1.4) 8 (4.5) 10 {3.1)
Acute kidney mjuy ()] 2(1.4) & (3.4} 8 (2.5
MAetabolizmm and nuntrition dizorders 1 {0.T) (LR LNIN] 5 (4.5 8 (2.5)
Dielydration 1 {07 0 (0.0 5(2.8) 5 (1.5)
Hypercalcasmda 0 {000 0 000y 5 (2.8} 5 (1.5)

AF = adverse event; FL = follicular Iymmphoma; Len = lenahdomide; Len + Fit = lenalidormde m combination with
ritucimeab; MedDF A = Medical Dhictionary for Regulatory Activites; PBO = placebo; Fat = mhoomab; SAE =

serions adverse event.

Motes: TEAE: inchade AFs that started betwean the date of first dose and 28 daws after the date of last dose. The
table 15 presented m descendimg crder of frequency for Swystern Ohrgan Class and Prefiermred Term in the Pooled
ATUUGMENT + MAGHNIFY columnn. A subject 1s counied only cnce for mmliiple events within Prefiared

'}'Enn"S:.—'_s.t_-tu_:u._D:!:g_:z:E 'C_".a_:; ._'C_'uded using MedDFE A versiom 21.0.
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Table 83 Treatment-emergent Serious Adverse Events Reported in at Least 2 Subjects in Any Treatment

Arm—MZL Safety Population (Previously Treated)

AUGARENT MACNIFY Pooled
AUGMENT
MACNIFY
Svstem Organ Class PBO + Eir Len + Fit Len + Fit Len + Rit
Preferred Term N =231) (N = 30} (N = 45) (N =T5)
o (%) n (%) n {%a) m (%%)
Suhbjects with at least one treatment-emergent & (13.8) 11 {36.7) 15 (33.3) 6 (34.7)
SAE
Infections and infestations & (15.6) 3 (10,0 4 (5.9 T{9.3)
Pneumonia 4 ({12.5) 1{3.3) 0 (0.0 1 (1.3}
Blood and hmphatic system dizorders 0 00y 2{6.T) 4 (8.9} & {3.00
Thrombooytopania 0 00,0 O {00 38T 340
Amnzermia 00007 1{3.3) 123 2.7
ATUGAENT MACKIFY Pooled
AUGMENT
MACNIFY
Syvstem Organ Class PBFI + Bit LE!:I. = Eat Le!: + BEit LE‘!:I. =+ Rit
Preferred Term (N =31) (N = 30) (N =45) N =T5)
n (%) n (%a) n {%a) n (%)
Febnle neutropema 00000 1(3.3) 123 22T
HNeutropema 00000 1(3.3) 123 22T
Injury, poizoning and procedural complications 0 (0.0 4 (13.3) 0 (0.0 4 (5.3
Infiusion related reaction 00000y 26T 0 (0.0 22T
Eezpiratory, thoracie and mediastinal dizorders 2 (6.3) 2 {6.T) 244 4(5.3)
Cardiac dizorders 0 (0.0 1(3.3) 244 3 (4.0
Atial fibrllation 00007 0 (0.0} 2(4.4) 22T
General dizorders and admindztraton zite 0 {00y 2 (6.T) 125 3 {4.0)
conditions
Pyrexaa 00000 2(6.7) 0 (0.0} 22T

AF = adverse event; Len = lenalidomide; Len + Fit = lenashdormide m combinaton wrth mtusarmab;
MMedDEA = Medical Dictionary for Begulatory Activibes; MEL = marginzl zone vmphoma; PBO = placebo;

Eit = nbuamab; SAE = serious adverse event.

Motes: TEAE: inchude AFs that started between the date of first dose and 28 days after the date of last dose. The
table 15 presented in descending crder of frequency for Svsterm Orzgan Class and Preferred Term in the Pooled

ATTEGMENT = MAGHNIFY column. & subject 1s counted cnly once for mmltiple events within Preferred

?Em'ﬂ}'_s.t_gl}:_@}g_:aq 'C:'_a::. Coded using MedDE A version 21.0.

Second primary malignancies

Analyses of SPMs were performed by pooling the R2Armsfrom AUGMENT and MAGNIFY studies for a

median follow up of 29.83 months for AUGMENT Study and 10.25 months for MAGNIFY study.

Table 84 Patients with second primary malignancies- pooled data for the AUGMENT and MAGNIFY Studies
(Safety population)- as of the data cutoff dates of 22.06.2018 (AUGMENT) and 01.05.2017 (MAGNIFY)

Assessment report
EMA/CHMP/693880/2019

Page 113/139



Pooled AUGMENT
AUGMENT MAGNIFY and MAGNIFY AUGMENT

Len + Rit Len + Rit Len + Rit Pbo + Rit

(N=176) (N=1283) (N = 459) (N=180)
SPM Category n (%) n (%) n (%) n (%)
Hematologic Malignancies 1(0.6) 2(07) 3(0.7) 2(1.1)
AML 1(0.6) 0(0.0) 1(0.2) 2(1.1)
MDS to AML 0(0.0) 0(0.0) 0(0.0) 0(0.0)
MDS 0(0.0) 1(04) 1(0.2) 0(0.0)
B-cell malignancies 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Other* 0(0.0) 1(04) 1(0.2) 0(0.0)
Solid Tumors 2(1.1) 4(1.4) 6(1.3) 6(33)
Invasive SPMs 3T 6(2.1) 9(2.0) 8 (4.4)

Non-invasive SPMs -

(Nommalanoma skin cancers) 31T 12(4.2) 15(3.3) 3(1.7)

TOTAL SPMs 6(3.9) 18 ( 6.4) 24(52) 10 (5.6)°

AML = acute myeloid leukemia; FL = follicular lymphoma; Len + Rit = lenalidomide in combination with rituximab (R? Arm);

MCL = mantle cell lymphoma: MDS = myelodysplastic syndrome; MZL = marginal zone lymphoma; Pbo + Rit = placebo plus
rituximab (Control Arm); SPM = second primary malignancy; tFL = transformed follicular lymphoma.

2 Other hematologic malignancies included 1 case of large granular lymphocytosis in Len + Rit (R? Arm) in the MAGNIFY
study.

Table 85Incidence rates for SPM- Pooled data for AUGMENT and MAGNIFY - Safety population

Pooled AUGMENT
AUGMENT MAGNIFY and MAGNIFY AUGMENT
Len + Rit Len + Rit Len + Rit Phbo + Rit
(N=176) (N =1283) (N = 459) N =180)
IR/100 PY? IR/100 PY* IR/100 PY* IR/100 PY*
SPM Category (95% CI) (95% CI) (95% CI) (95% CI)
o . 0.25 0.73 0.44 0.48
Hematologic Malignancies (0.03—1.75) (0.18 - 2.90) (0.14—-1.37) (0.12 - 1.93)
Solid T 0.50 1.46 0.88 147
ol lumors (0.12 —1.98) (0.55 —3.89) (0.40 — 1.97) (0.66 —3.27)
o 0.74 2190 1.33 1.97
Invasive SPMs (0.24 —2.30) (0.99 — 4.88) (0.69 —2.55) (0.98 —3.93)
Non-invasive SPMs 0.75 4.50 2.25 0.73
(Non-melanoma skin cancers) (0.24-2.33) (2.56 -7.92) (136 -3.74) (0.23-2.25)
1.50 6.82 3.62 2.47
TOTAL SPMs (0.68 —3.35) (429 -10.82) (2.43 —5.40) (133 -2.49)

CI = confidence interval; FL = follicular lymphoma; IR = incidence rate; Len + Rit = lenalidomide in combination with rituximab
(R? Arm); MCL = mantle cell lymphoma; MDS = myelodysplastic syndrome; MZL = marginal zone lymphoma;
Pbo + Rit = placebo plus rituximab (Control Arm}; PY = person-years; SPM = second primary malignancy; tFL = transformed
follicular lymphoma.

2 Person-years are the time in years from the first dose date to the onset date of the first SPM for subjects with an SPM or the
first dose date to the date of the last follow up or death for subjects without an SPM.

Note: For the MAGNIFY study, the SPM safety population 1s defined as all subjects with FL Grade 1 to 3b, tFL, MZL, and MCL

who have received at least 1 dose of mitial therapy with either lenalidomide or rituximab.
Data cutoff dates: 22 Jun 2018 for AUGMENT and 01 May 2017 for MAGNIFY.

SPMs in the RELEVANCE STUDY

Table 86: Number and percentage of subjects with SPMs in the RELEVANCE study (safety population)
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Len + Rit R-CHEMO R-CHOP R-CVP R-Benda

N =507 (N =503) (N =365) (N=26) N=112)
SPM Category n (%) n (%) n (%) n (%) n (%)
Hematologic malignancies 4(0.8) 2004 1(0.3) 0(0.0) 1(0.9)
AML 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
MDS to AML 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
MDS 0(0.0) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
B-cell malignancies® 4(0.8) 0(0.0) 0(0.0) 0(0.0) 0(0.0)
Other® 0(0.0) 2(0.4) 1(0.3) 0(0.0) 1(0.9)

Solid tumors 21 (4.1 26 (5.2)%F 19 ( 5.2)% 0(0.0) 7 (63)F

Invasive SPMs 25(4.9) 27 (5.4 20 (5.5) 0(0.0) 7(63)f
gﬁ’:ﬂ‘ﬁ:ﬁg{fﬁ:ﬁn cancer) 13(2.6) 21 (42) 9(25) 3(115) 9(8.0)

TOTAL SPMs 38(7.5 48 (9.5) 29 (7.9) 3 (115 16 (14.3)

AML = acute myeloid leukemia; Len + Rit = lenalidomide in combination with rituximab (R Anm); MDS = myelodysplastic
syndromes; R-Benda = rituximab plus bendamustine; R-CHEMO = rituximab plus chemotherapy: R-CHOP = rituximab plus
cyclophosphamide. doxorubicin. vineristine, and predmisone; R-CVP = rituximab plus cyclophosphamide. vincristine. and
prednisone; SPM = second primary malignancy.

* B-cell malipnancies include 3 cases of Hodgkin's disease and 1 case of acute lymphocytic leukemia in the Len + Rit Arm_

* Other hematologic malignancies include 1 case of lymphoproliferative disorder in the R-CHEMO Arm (R-CHOP) and 1 case
of chronic myeloid leukemia in the R-CHEMO Arm (R-Benda).

Table 87 Incidence rates of SPMs for the RELEVANCE study (safety population)

Incidence Rate per 100 person-years® (95% Confidence Intervals)

Len+Rit | R-CHEMO | R-CHOP R-CVP R-Benda
SPM Category N=507) (N=503) (N =365) (N=26) N=112)
Hematologic malignancies 0.25 0.12 0.08 — 030
g € (0.09-0.65) | (0.03-0.50) | (0.01-0.60) (0.04-2.14)
) 131 1.64 1.63 2.16
Solid tumors (0.86—-2.02) | (1.12—-2.41) | (1.04-2.55) - (103 —4.52)
o 157 171 172 2.16
Invasive SPMs (1.06-232) | (1.17-2.49) | (1.11-2.66) - (103 —4.52)
Non-invasive SPMs 081 134 077 349 286
(Non-melanoma skin cancer) | (0.47-1.39) | (0.87—-2.05) | (0.40—1.48) | (1.13-10.82) | (1.49—-5.49)
2.42 3.13 2.54 3.49 522
TOTAL SPMs (1.76-332) | (2.36-4.15) | (1.76—3.65) | (1.13-10.82) | (3.20—8.51)

Len + Rit = lenalidomide in combination with rituximab (R* Arm); R-Benda = rituximab plus bendamustine;
R-CHEMO = rituximab plus chemotherapy; R-CHOP = rituximab plus cyclophosphamide, doxorubicin, vincristine, and
prednisone; R-CVP = rituximab plus cyclophosphamide, vincristine, and prednisone; SPM = second primary malignancy.

! Person-years are defined as the time from the date of first dose of study treatment to the onset date of the first SPM for subjects

with SPMs and to the date of last follow-up for subjects without SPMs.
Notes: 1) “-" denotes that incidence rates were not calculated for these SPM categories.
2) R-CHEMO = total of the R-CHOP, R-CVP, and R-Benda combined.

Data cutoff date: 31 May 2017.

The HR of the difference between the R2and R-CHEMO KM cumulative incidence curves for hematologic
SPMs is greater than 1.0, suggestive of a trend towards an increased risk of hematologic SPMs for the

R2Arm versus the R-CHEMO Arm.

Laboratory findings

In AUGMENT study;

For most parameters, the percentages of subjects with post baseline Grade 3 or 4 abnormal values were

relatively low (Table 71).
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Table 88 Maximum NCI CTC Grades in Selected Hematology Parameters by Treatment — Safety Population

EL MZL Overall
Postbaseline® Worst CTCAE Len + Rit Pbo = Rit Len + Rit Pho =Rit Len + Rit Pho =Rit
Parameter Grade N =146) (N=148) (N=30) N=32 (N=176) (N =180)
Hemoglobin 0 82(56.2) 104 (70.7) 12(429) 13 (40.6) 04 (34.0) 117 (65.4)
1 46 (31.5) 36245 10357 17(53.1) 36(32.2) 33(296)
2 15(10.3) 6(4.1) (179 2(6.3) 00115 8(4.5)
3 3Q2.1) 0(0.0) 1(3.6) 0(0.0) 4(23) 000.0)
4 000 0(0.0) 0(0.0) 0(0.0) 0(0.0) 000.0)
34 321 0(0.0) 1(3.6) 0(0.0) 4(23) 000.0)
Neutrophils 0 17(11.6) 83 (363 (179 14(438) 21(12.8) 97542y
1 24(164) 260177 (179 802500 20167 3401900
2 170233 M(143% 6214y 5(15.6) 430247 26 (14.5)
3 4329.5) 14(9.5) 7230 ER Y] 30287 17(9.5)
4 24164 2014 (179 2(6.3) 190167 402.2)
34 67(43.9) 16 (1093 12(42.9) 5(15.6) To4:4) 210117
Lymphocytes 0 67439 T2 (4900 10357 15469 T7(44.3) 87(48.6)
1 (14 g(6.1) 1(3.6) 0 (0.0) XS] Q5.0
2 60(41.1) 44(299) T(23.0) 11(344) 67 (38.3) 350307
3 17(11.6) 20(13.6) 10357 6(18.8) 27(15.5) 26 (14.5)
4 000 1(0.7) 0(0.0) 0 (0.0) 0(0.0) 1(0.6)
34 17(11.6) 21143 10(35.7) G(18.8) 170(15.5) 27(15.1)
L MZIL Overall
Postbaseline® Worst CTCAE Len + Rit Pho = Rit Len + Rit Pho = Rit Len + Rit Pho =Rit
Parameter Grade (N = 146) (N=148) (N=230) N=232 (N=176) (N =180)
Platelets 1] 0479 111(73.3) 14 (30.0) 24(73.) 24(483) 135(75.4)
1 60(41.1) 310211 1139.3) 4(12.5) 71 (40.8) 35(19.6)
2 14 (9.6) I 1(3.4) 2(6.3) 13(2.6) 528
2(14) 1(0.7) 100.1) 1(3.1) 4(2.3) 2(1.1)
4 0(0.0) 0 (0.0) 0(0.0) 1(3.1) 0(0.m 1(0.6)
34 2(14) 1(0.7) 2(7.1) 2(6.3) 4(2.3) 31T

FL = folhcular Iymphoma; Len + Bit = lenalidonude in combination with ntuximab (B Arm}; MZL =marginal zone Iymphoma; NCI CTCAE = National Cancer
Institute Common Terminology Criteria for Adverse Events (Version 4.03); Pbo + Rit = placebo plus rituximab (Control Arm).

The denommator for a period 15 the number of subjects who are still under the treatment expesure in that period. The treatment exposure is defined as the
duration from the first dose of study drug through the earlier of the last dose of study dmg plus 28 days and the death date. The denominator for Cycles 1-2 is
the number of all treated subjects.

* Baseline value 15 the latest central lab value by the first dose date. If there 15 no central lab value available, local lab value will be used. Worst posthaseline
value is the worst central lab value throughout the study after first dose date.

Data cutoff: 22 Jun 2018.

Selected serum chemistry parameters with a worst post-baseline Grade of 3 or 4 are shown in the
following table:
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Table 89 Maximum NCI CTC Grades in Selected Chemistry Parameters by Treatment - Safety Population

FL MZL Orverall (Safety)
Postbaseline® Worst CTCAE Len + Rit Pho = Rit Len + Rit Pho = Rit Len + Rir Pho = Rir
Parameter Grade (N = 146) N = 1483 ™N=3m N =231 (N =17 (N = 180)
ALT o a1 (41.83 101 (58.7» 12 (64.3) 27 {844 T 454 128 (71.5)
1 78 (32.1) 43 (29.3) 9(32.1) 5(15.6) 85 (429 48 (26.8)
2 8(5.5) 1¢0.7 1(3.6) 0 (0.0} 9(5.2) 1 (0.6}
3 1007 1(0.7» 0 (0.0 O (0.00 1 (0.6) 1 (0.6»
4 O 0.00 0 (0.0 0 0.0 O (0.00 0 (0.0 O 0.0y
34 1007 1(0.7» 0 (0.0) 0 (0.0) 1 (0.6) 1 (0.6»
AST ] 87 (59.6) 112 (76.2) 23 (82.1) 30{93.8) 110 (63.2) 142 (79.3)
1 56 (38.4) 33224 4014.3) 2(6.3) 60 (34.5) 35 (19.6}
2 3213 1¢0.7 1 (3.6 0 {(0.0% 4(2.3) 1 (0.6»
3 Q 0.0} 0 (0.0 0 0.0 0 (0.00 0 (0.0) Q (0.0}
4 Q{000 0 (0.0 0 (0.0 O (0.00 0 (0.0 O 0.0y
3-4 O 0.00 0 (0.0 0 0.0 O (0.00 0 (0.0 O 0.0y
Total Bilirubin 0 117 (80.13) 129 (87 8) 23 (82.1) 30 (93.8) 140 (80.5) 159 (88.8)
1 21 (144 14 (9.3) 30179 1(3.1) 26 (14.9) 15¢(8.4)
2 7 (4.8} 320 0 (0.0 1{3.1) T4 4 2.2y
3 1007 0 (0.0 0 (0.0) 0 (0.0) 1 (0.6) 0 0.0y
4 Q 0.0} 0 (0.0 0 0.0 0 (0.00 0 (0.0) Q (0.0}
3-4 1007 0 (0.0 0 (0.0 O (0.00 1 (0.6) O 0.0y
FL MZL Overall (Safety)
Postbaseline® Worst CTCAE Len + Rit Pho = Rit Len + Rir Pho = Rit Len + Rit Pho = Rit
Parameter Grade (N = 146) (N =148) (N =30) (N=32 (IN=176) (IN = 1800
Serum Creatinine o 120 (82.2) 125 (85.00 25 (89.3) 24 {75.00 143 (83.3) 149 (83.2)
1 16 (11.0% 16 {10.9) 2(7.1) 5(15.6 18 (10.3) 2117
2 B (5.5} 5(3.4) 1(3.4a) ER R 9(3.2) B (4.5)
3 2(1.4) 1{0.7) 0 00.0) 0 (0.0) 2(1.1) 1 (0.6}
4 O (0.00 0 {0.0) 0 00.0) 0 (0.0) 0 0.0y 0 (0.0}
3-4 2(1.4) 1{0.7) 0 00.0) 0 (0.0) 2(1.1) 1 (0.6}

AT T = alanine aminotransferase; AST = aspartate aninotransferase; FL = follicular lymphoma; Len + Rit = lenalidomide in combination with rtuximab
(R* Arm); MZL = marginal zone lymphoma; NCI CTCAE = Naticnal Cancer Institute Common Terminology Criteria for Adverse Events: Pbo + Rit = placebo

plus rituximab (Control Arm).
The denominator for a period is the number of subjects who are still under the treatment exposure in that period. The treatment exposure is defined as the
duration from the first dese of study drug through the earlier of the last dose of study dmug plus 22 days and the death date. The denominator for Cycles 1-2 i3

the number of all treated subjects.
* Baseline value is the latest central lab wvalue by the first dose date. If there is no central lab value available. local lab value will be used. Worst postbaseline

value 1s the worst central lab value throughout the study after first dose date.

Hematology

The majority of parameters at baseline were Grade 1 or 2 in intensity. The percentages of subjects with
post-baseline Grade 3/4 values ranged from 4.5% of subjects with Grade 3/4 anemia to 33.3% of
subjects with Grade 3/4 neutropenia. Post-baseline, Grade 3/4 leukopenia was reported for 18.5% of
subjects, Grade 3/4 thrombocytopenia was reported for 9.0% of subjects, and Grade 3/4 lymphopenia
was reported for 24.3% of subjects. The changes observed in post-baseline hematology parameters were
consistent with TEAEs of neutropenia, anemia, and thrombocytopenia.

Clinical Chemistry

For most parameters, the percentages of subjects with Grade 3 or 4 values were relatively low. The
largest change in baseline grade was in hypokalemia (0% subjects with Grade 3/4 at baseline and 5.0%
of subjects post-baseline). Changes from baseline to maximum grade in clinical chemistry parameters
were similar between FL subjects and MZL subjects.

Safety in special populations
-Age

All Treatment-emergent Adverse Events by Age

In the Safety Population (pooled analysis), the incidence of R2-treated subjects with at least one TEAE
was the same between those < 65 years old and those = 65 years old (98.0%). The following TEAEs
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differed in frequency = 10% in subjects < 65 years old and subjects = 65 years old, respectively: anemia
(13.1% versus 24.1%), thrombocytopenia (12.6% versus 23.1%), and asthenia (3.5% versus 14.1%).
Results were similar in the FL Safety Population.

Grade 3 or 4 Treatment-emergent Adverse Events by Age

In the Safety Population (pooled analysis), the incidence of Grade 3 or 4 TEAEs for R2-treated subjects
was higher (= 5% difference) in subjects > 65 years old than in subjects < 65 years old, (70.9% versus
59.3%, respectively). The following Grade 3 or 4 TEAEs differed in frequency by = 2% between subjects
< 65 years old and = 65 years old, respectively: neutropenia (38.2%versus 43.2%), fatigue (2.0%
versus 4.0%), thrombocytopenia (3.0% versus 7.5%), pneumonia (1.5% versus 3.5%), dehydration
(1.0% versus 3.5%), sepsis (0.5% versus 2.5%), and infusion related reaction (0% versus 2.5%).
Results were similar in the FL Safety Population.

Treatment-emergent Serious Adverse Events by Age

In the Safety Population (pooled analysis), the incidence of treatment-emergent SAEs for R2- treated
subjects was higher (> 5% difference) in subjects = 65 years old than in subjects < 65 years old (37.2%
versus 18.1%, respectively). The following treatment-emergent SAEs differed in frequency by = 2%
between subjects < 65 years old and = 65 years old, respectively: pneumonia and acute kidney injury
(1.0% versus 3.5%), sepsis (0.5% versus 3.0%), squamous cell carcinoma of skin (0.5% versus 2.5%),
and dyspnea (0% versus 2.0%). Results were similar in the FL Safety Population.

-Sex

All Treatment-emergent Adverse Events by Sex

In the Safety Population (pooled analysis), the incidence of TEAEs for R2-treated subjects with at least
one TEAE was the same between male and female subjects (98.0%). The only TEAE that differed in
frequency by = 10% between male and female subjects, respectively was diarrhea (25.5% versus
39.1%).

Grade 3 or 4 Treatment-emergent Adverse Events by Sex

In the Safety Population (pooled analysis), the incidence of Grade 3 or 4 TEAEs for R2-treated subjects
was higher (= 5% difference) in female subjects than in male subjects (67.8% versus 62.2%,
respectively). The following Grade 3 or 4 TEAEs differed in frequency by = 2% between male and female
subjects, respectively: neutropenia (39.3% versus 42.1%), leukopenia (8.2% versus 4.5%),
thrombocytopenia (7.7% versus 3.0%), dyspnea (2.6% versus 0.5%), diarrhea (0.5% versus 5.4%),
hypokalemia (1.0% versus 4.0%), and dehydration (1.0% versus 3.5%).

Treatment-emergent Serious Adverse Events by Sex

In the Safety Population (pooled analysis), the incidence of treatment-emergent SAEs for R2-treated
subjects was higher (= 5% difference) in male subjects than in female subjects (30.6% versus 24.8%,
respectively). The following treatment-emergent SAEs differed in frequency by = 2% between male and
female subjects, respectively: neutropenia (3.1% versus 1.0%), squamous cell carcinoma of skin (3.1%
versus 0%), and dyspnea (2.0% versus 0%). Results were similar in the FL Safety Population.

-Race

All Treatment-emergent Adverse Events by Race

In the Safety Population (pooled analysis), the incidence of R2-treated subjects with at least one TEAE
was similar (< 10% difference) between those who were White and those of other races (97.8% and
98.5%, respectively). The following TEAEs differed in frequency by = 10% in subjects who were White
and subjects of Other races, respectively: neutropenia (43.5% versus 67.6%), fatigue (40.4% versus
17.6%), nausea (23.6% versus 8.8%), cough (22.4% versus 10.3%), edema peripheral (17.7% versus
5.9%), dyspnea (15.5% versus 0%), abdominal pain (14.6% versus 4.4%), leukopenia (10.2% versus
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30.9%), alanine aminotransferase increased (5.0% versus 19.1%), white blood cell count decreased
(4.7% versus 23.5%), and lymphocyte count decreased (3.7% versus 16.2%). Results were similar in the
FL Safety Population.

Grade 3 or 4 Treatment-emergent Adverse Events by Race

In the Safety Population (pooled analysis), the incidence of Grade 3 or 4 TEAEs for R2-treated subjects
was similar (< 5% difference) in subjects who were White than in subjects of other races (64.6% and
67.6%, respectively). The following Grade 3 or 4 TEAEs differed in frequency by = 2% between subjects
who were White and subjects of Other races, respectively: neutropenia (37.0% versus 58.8%),
leukopenia (5.0% versus 11.8%), white blood cell count decreased (2.5% versus 5.9%), lymphopenia
(2.2% versus 5.9%), lung infection (0.6% versus 2.9%), lymphocyte count decreased (2.2% versus
5.9%), anemia (5.3% versus 0%), thrombocytopenia (5.9% versus 2.9%), and diarrhea and fatigue
(each 3.7% versus 0%). Results were similar in the FL Safety Population.

Treatment-emergent Serious Adverse Events by Race

In the Safety Population (pooled analysis), the incidence of treatment-emergent SAEs for R2- treated
subjects was higher (= 5% difference) in subjects who were White than in subject of Other races (29.2%
versus 20.6%, respectively). The following treatment-emergent SAEs differed in frequency by = 2%
between White subjects and subjects of other races, respectively: pneumonia (2.8% versus 0%) and
sepsis (2.2% versus 0%). Results were similar in the FL Safety Population.

-Ann Arbor Stage at Enrollment

Analyses by Ann Arbor Stage at enrollment (Stage I or II: n = 63; and Stage III or IV: n = 335).

All Treatment-emergent Adverse Events by Ann Arbor Stage at Enroliment

In the Safety Population (pooled analysis), the incidence of R2-treated subjects with at least one TEAE
was similar (< 10% difference) between the Ann Arbor Stage I or II group and the Ann Arbor Stage III or
IV group (100% versus 97.6%, respectively). The following TEAEs differed in frequency by = 10%
between the Ann Arbor Stage I or II group and the Ann Arbor Stage III or IV group, respectively: fatigue
(27.0% versus 38.8%), anemia (7.9% versus 20.6%), asthenia (17.5% versus 7.2%), and cough (28.6%
versus 18.5%). Results were similar in the FL Safety Population.

Grade 3 or 4 Treatment-emergent Adverse Events by Ann Arbor Stage at Enroliment

In the Safety Population (pooled analysis), the incidence of Grade 3 or 4 TEAEs for R2-treated subjects
was similar (< 5% difference) in the Ann Arbor Stage I or II group than the Ann Arbor Stage III or IV
group (68.3% and 64.5%, respectively). The following Grade 3 or 4 TEAEs differed in frequency by = 2%
between the Ann Arbor Stage I or II group and the Ann Arbor Stage III or IV group, respectively:
neutropenia (36.5% versus 41.5%); lymphocyte count decreased (7.9% versus 1.8%); leukopenia (1.6%
versus 7.2%); thrombocytopenia (0% versus 6.3%); anemia (1.6% versus 5.1%); diarrhea (4.8%
versus 2.7%); dehydration (4.8% versus 1.8%); febrile neutropenia (0% versus 3.6%); sepsis, dyspnea,
and pulmonary embolism (3.2% versus 1.2%); syncope (3.2% versus 0.9%); rash maculo-papular
(3.2% versus 0.3%); respiratory failure and supraventricular tachycardia (3.2% versus 0%);
hypokalemia (0% versus 3.0%); and acute kidney injury (0% versus 2.4%). Results were similar in the
FL Safety Population.

Treatment-emergent Serious Adverse Events by Ann Arbor Stage at Enroliment

In the Safety Population (pooled analysis), the incidence of treatment-emergent SAEs for R2- treated
subjects was similar (< 5% difference) in the Ann Arbor Stage I and II group than the Ann Arbor Stage
III or IV group (25.4% and 28.1%, respectively). The following treatment emergent SAEs differed in
frequency by = 2% between subjects in the Ann Arbor Stage I or II group and the Ann Arbor Stage III or
IV group, respectively: pulmonary embolism (3.2% versus 0.9%), febrile neutropenia (0% versus 3.6%),
respiratory failure and supraventricular tachycardia (3.2% versus 0%), and acute kidney injury (0%
versus 2.7%). Results were similar in the FL Safety Population.
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-Baseline Creatinine Clearance

Analyses by baseline creatinine clearance (30 to < 60 mL/min: n = 72; and = 60 mL/min: n = 326) for
R2-treated subjects.

All Treatment-emergent Adverse Events by Baseline Creatinine Clearance

In the Safety Population (pooled analysis), the incidence of R2-treated subjects with at least one TEAE
was similar (< 10% difference) between those with a baseline creatinine clearance < 60 mL/min and
those with one = 60 mL/min (98.6% versus 97.9 %, respectively). The following TEAEs differed in
frequency by = 10% in subjects with a baseline creatinine clearance < 60 mL/min and = 60 mL/min,
respectively: anemia (27.8% versus 16.6%), decreased appetite (23.6% versus 11.3%), dyspnea
(22.2% versus 10.7%), and urinary tract infection (16.7% versus 5.5%). Results were similar in the FL
Safety Population.

Grade 3 or 4 Treatment-emergent Adverse Events by Baseline Creatinine Clearance

In the Safety Population, (pooled analysis), the incidence of Grade 3 or 4 TEAEs for R2-treated subjects
was higher (= 5% difference) in subjects with a baseline creatinine clearance < 60 mL/min than in
subjects with a baseline creatinine clearance = 60 mL/min (73.6% versus 63.2%, respectively). Grade 3
or 4 TEAEs were similar by baseline CrCl in AUGMENT (70.8% versus 68.4%, < 60 mL/min versus = 60
mL/min respectively), but a difference was observed in MAGNIFY (75.0% versus 58.6%, < 60 mL/min
versus = 60 mL/min, respectively). In the pooled analysis, the following Grade 3 or 4 TEAEs differed in
frequency by = 2% between subjects with a baseline creatinine clearance < 60 mL/min and = 60
mL/min, respectively: neutropenia (43.1% versus 40.2%); fatigue and diarrhea (5.6% versus 2.5%);
pneumonia (5.6% versus 1.8%); dehydration (4.2% versus 1.8%); acute kidney injury (4.2% versus
1.5%);constipation (4.2% versus 0%); urinary tract infection, chronic obstructive pulmonary disease,
and atrial fibrillation (2.8% versus 0.6%); chronic kidney disease and decreased appetite (2.8% versus
0.3%); and rash generalized and muscular weakness (2.8% versus 0%). Results were similar in the FL
Safety Population.

Treatment-emergent Serious Adverse Events by Baseline Creatinine Clearance

In the Safety Population (pooled analysis), the incidence of treatment-emergent SAEs for R2-treated
subjects was higher (= 5% difference) in subjects with a baseline creatinine clearance < 60 mL/min than
in subjects with a baseline creatinine clearance = 60 mL/min (43.1% versus 24.2%, respectively).
Treatment-emergent SAEs for R2-treated subjects were similar by baseline CrCl in AUGMENT (29.2%
versus 25.0%, < 60 mL/min versus = 60 mL/min respectively), but a difference was observed in
MAGNIFY (50.0% versus 23.6%, < 60 mL/min versus 260 mL/min, respectively). The following
treatment-emergent SAEs differed in frequency by = 2% between subjects with a baseline creatinine
clearance < 60 mL/min and = 60 mL/min, respectively: acute kidney injury (6.9% versus 1.2%);
pneumonia (5.6% versus 1.5%); sepsis (4.2% versus 1.2%); basal cell carcinoma (4.2% versus 0.6%);
dyspnea (4.2% versus 0.3%); thrombocytopenia and atrial fibrillation (each 2.8% versus 0.6%); urinary
tract infection, diarrhea, and chronic obstructive pulmonary disease (each 2.8% versus 0.3%); and
asthenia (2.8% versus 0%). Results were similar in the FL Safety Population.

~-Number of Prior Anti-lymphoma Regimens

All Treatment-emergent Adverse Events by Number of Prior Anti-lymphoma Regimens

In the Safety Population (pooled analysis), the incidence of R2-treated subjects with at least one TEAE
was similar (< 10% difference) between subjects with 1 line of prior anti-lymphoma regimen and those
with > 1 line of prior anti-lymphoma regimen (99.0% versus 97%, respectively). There were no TEAEs
for R2-treated subjects that differed by = 10% between the 1-line or > 1-line prior anti-lymphoma
regimen groups in the Safety Population and in the FL Safety Population.

Grade 3 or 4 Treatment-emergent Adverse Events by Number of Prior Antilymphoma Regimens
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In the Safety Population (pooled analysis), the incidence of Grade 3 or 4 TEAEs for R2-treatedsubjects
was higher (= 5% difference) in subjects with > 1 line of prior anti-lymphoma regimens than those with 1
line of prior anti-lymphoma regimen (68.8% versus 61.2%, respectively). The following Grade 3 or 4
TEAEs differed in frequency by > 2% between the 1-line or > 1-line prior anti-lymphoma regimen groups,
respectively: neutropenia (35.2% versus 46.0%), leukopenia (3.6% versus 8.9%), pneumonia (1.5%
versus 3.5%), diarrhea (1.0% versus 5.0%), dehydration (1.0% versus 3.5%), acute kidney injury (0.5%
versus 3.5%), febrile neutropenia (2.0% versus 4.0%), and hypertension (2.0% versus 0%). Results
were similar in the FL Safety Population.

Treatment-emergent Serious Adverse Events by Number of Prior Antilymphoma Regimens

In the Safety Population (pooled analysis), the incidence of treatment-emergent SAEs for R2- treated
subjects was similar (= 5% difference) in subjects with 1 line or > 1 line of prior anti-lymphoma regimens
(27.6% versus 27.7%, respectively). The following treatment-emergent SAEs differed in frequency by >
2% between the 1-line or > 1-line prior anti-lymphoma regimen groups, respectively: febrile neutropenia
(2.0% versus 4.0%), acute kidney injury (0.5% versus 4.0%) and thrombocytopenia (2.0% versus
0.0%). Results were similar in the FL Safety Population.

-Region

AUGMENT was conducted at study sites in the US, the EU, and Other regions; MAGNIFY in the US.

All Treatment-emergent Adverse Events by Region

In the Safety Population (pooled analysis), the incidence of TEAEs for R2-treated subjects was similar (<
10% difference) between subjects in the US, EU, and Other regions (97.5%, 97.5%, and 100%,
respectively). The following TEAEs differed in frequency by = 10% between the US, EU, or Other regions:
neutropenia (39.3%, 48.8%, 73.0%), fatigue (50.8%, 20.0%, 9.5%), leukopenia (9.0%, 12.5%, 31.1%),
nausea (28.7%, 12.5%, 5.4%), thrombocytopenia (19.3%,5.0%, 27.0%), pyrexia (11.5%, 25.0%, and
13.5%), infusion related reaction (13.1%, 7.5%, 24.3%), asthenia (5.3%, 22.5%, 5.4%), anemia
(21.7%, 11.3%, 16.2%), white blood cell count.

Grade 3 or 4 Treatment-emergent Adverse Events by Region

In the Safety Population (pooled analysis), the incidence of Grade 3 or 4 TEAEs for R2-treated subjects
was higher (= 5% difference) in the Other regions than in the US and EU, (70.3% versus 63.9% and
63.8%, respectively). The following Grade 3 or 4 TEAEs differed in frequency by = 2% between the US,
EU, or Other regions, respectively: neutropenia (33.2%, 45.0%, 60.8%), leukopenia (5.7%, 5.0%,
9.5%), thrombocytopenia (7.4%, 2.5%, 1.4%), white blood cell count decreased (3.3%, 0%, 5.4%),
lymphopenia (2.9%, 0%, 5.4%), lymphocyte count decreased(3.3%, 0%, 4.1%), fatigue (4.1%, 1.3%,
1.4%), pneumonia (2.9%, 0%, 4.1%), hypokalemia(3.3%, 0%, 2.7%), dehydration (3.3%, 0%, 1.4%),
rash (0.4%, 0%, 2.7%), infusion related reaction (0.4%, 2.5%, 2.7%), syncope (1.2%, 0%, 2.7%), lung
infection (0.8%, 0%, 2.7%), general physical health deterioration (0%, 0%, 2.7%), hypertension and
chronic obstructive pulmonary disease (0.8%, 2.5%, 0%), asthenia (1.2%, 2.5%, 0%), dyspnea (2.5%,
0%, 0%), rash generalized and upper respiratory tract infection (0%, 2.5%, 0%), sepsis (2.0%, 1.3%,
0%), and hypercalcemia and neck pain (2.0%, 0%, 0%). Results were similar in the FL Safety Population.

Treatment-emergent Serious Adverse Events by Region

In the Safety Population (pooled analysis), the incidence of treatment-emergent SAEs for R2-treated
subjects was higher (= 5% difference) in the US than in the EU or Other regions (31.1% versus 21.3%
and 23.0%, respectively). The following treatment-emergent SAEs differed in frequency by = 2%
between the US, EU, or Other regions, respectively: pneumonia (2.9%, 0%, 2.7%); general physical
health deterioration (0%, 0%, 2.7%); sepsis (2.5%, 1.3%, 0%); anemia and squamous cell carcinoma of
skin (2.0%, 1.3%, 0%); and basal cell carcinoma, dehydration, and hypercalcemia (2.0%, 0%, 0%).
Results were similar in the FL Safety Population.
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Safety in special populations

Sex and race have no influence on the safety profile.

Safety related to drug-drug interactions and other interactions

No new data available.

Discontinuation due to adverse events

Treatment-emergent Adverse Events Leading to Discontinuation of Study Drug

Treatment-emergent AEs leading to discontinuation of any study drug in the Safety Population are
summarized in the following table:

Table 90 Treatment-emergent AEs leading to discontinuation of any study drug in the Safety Population

Taple 1.5.5.8.1
Treatment-emergent Adverse Events Leading to Discontinuation of any study medicatilon by Treatment, System Organ Class and Preferred Term
gafety Populaticn

Pooled
ALL 3
AUGMENT MAGNIFY RELEVANCE ETUDIES
System Organ Claes FBO+R1C Len+RitC Len-Rit Len+Rit Len+Rit R-Chemo Len-Rit
Preferrad Term [al (N=-180) (M=176} (N=-222) [N-308) [H-507) {N-503) (H=-305
Subjects With at Least One TEAE Leading to 10 [ 5.6} 18 { 10.2) 40 [ 1E.D) 58 | 14.6) 5B { 11.4} 16 ( 3.2 116 1Z.E)
Dose Discontinuacion
BLOOD AND LYMPHATIC 2 ( 1.1} & [ 3.4) 15 21 | 5 1.0} z ( 0.4} 26 [ z2.8)
) L ( 0.6} 5 ( 2.E) 14 | 18 | 5 1.0} 1 ( 0.2} 4 [ 2.7
L ([ 9.6} 1 0.8) 2| 3 o 2.0} o ( 0.0} 31 0.3
o ( 2.0} 10 0.g) a1 19 o 2.0} o ( 0.0} 11 0.1
o ( 2.0} o 0. o[ DO o o 2.0} L ( 0.2} o0 oo
L 0.6} o 0.0 ¢ [ D0 o o ¢.0} o 0.0} o f oo
L @ 1 0.6) [ 2 7 & 1 1L ( 0.2} 131 1.4)
A 10 0.8) D. 30 1 o o 0.0} 4 1 0.4)
E of ¢ o 0.0 o 2 1 i+ o 0.0} 3 0.3)
PSEUDCMONAS IKFECTION o(f ¢ o 0.0 o 14 o i+ o ( 0.0} 110 0.1
LA ZOSTER VIRUS INFECTION oif o o [ 0.0 o 14 o a o ( 0.0} 11 0.1
PS. o0 a o0 0.m o o o o 1 ( 0.2} o1 0o
oo i o0 0.0 o o 1 .2} o 0.0} 11 0.1)
o( ¢.0} o 0.0 o o 1 .2} o 0.0} 110 0.1)
o ¢.0} o0 0. 0.0} o i 0. 1 .2} o0 0.0} 110 0.1
o ( 0.0} o ( 0.0 0.0} o 0.0} 1 0.2} o ( 0.0} 11 0.1)
EEPTIC SHOCK o @.0} o 0.0 D.0} oi{ 0. 1 3.2} o ( 0.0} 11 0.1
REEPIRATORY, THORACIC AND MEDIASTIMAL o ¢.0} a( 1m 3 1.4 [ 4 2.8 (0.2 12 1.1)
DISORDERS
PULMOCNARY EMBCLISM oDi{ G.0 10 0.6) 1 0.5 2 1 2.2 0D o.o} 3 0.3)
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Taple 1.5.9.8.1

Treatment-emergent Adverse Events Leading to Discontinuation of any study medicatilon by Treatment, System Organ Class and Preferred Term

gafety Populaticn

Fooled Pooled
AUGMENT+ ALL 3
AUGMENT MAGNIFY MAGNIFY HRELEVANCE ETUDIES
System Organ Class FBO+R1LC Len+R1C LensRiL Len+R1it Len+Rit R-Chemo LensRiL
Preferrad Term [al (M=-180) iN=176} (H=-222} [N-308) [H-507) IN-503) (H-205}
DIARRHOER o ( 0.0} o ( 0.0 2 D.§) 2 { D.5) 14{ 0.2} o ( 3l 0.3
GASTROINTESTINAL HAEMORREAGE o @.0} o 0.m 1 | D.5) 14 0.3) o4 2.0} o 11 0.1)
VOLVULUS o( 0.0} 1 ( 0.6) a0 0.0 14 0.3} o{ 0.0} o 11 0.1)
AEDCMINAL PAIN o ¢.0} o0 0. ¢ 0.y o 0.0 14 0.2} o 11 o1
ABDOMINAL PAIN UFPER o ( 0.0} o ( 0.0 3 [ D0.D) o 0.0} 14{ 0.2} [ 11 0.1)
CONETIPATION o ( 0.0} o ( 0.0 3 [ D.D) o 0.0} 14{ 0.2} o ( 11 0.1)
EMALL INTESTINAL CBSTRUCTION o @.0} o0 0.m @ [ 0.0y o i{ 0. o4 2.0} 11 o1 0.0
GENERAL DISCRDERE AND ADMINISTRATION EITE o ( 0.0} o ( 0.0 4 [ 1.8) 4 | 1.0} 5 { 1.0} 1 510 1.0
CONDITIONS
ASETHENTIA o o.0} @ [ 0.o) 1 [ D.5) 14 0.3} 14 0.2} o 21 0.2)
FATIGUE o g.0} o0 0. 11 D.5) 14 0.3} o 0.0} o 11 o1
GENERALISED QEDEMA o ¢.0} o0 0. 1 [ D.5) 14 0.3} o 0.0} o 11 o1
MULTIFLE CREGAK DYSFUNCTION SYNDROME o( ¢.0} o0 0.m 11 0.5 14{ 0.3} o{ 0.0} o 110 0.1)
CARDIAC DEATH o 0.0} oL 0.0 a [ 0.0 0 0.0 oo 0.0} 1 o[ 0.0
DRUG INTCLERANCE o o.0} @ [ 0.o) @ [ 0.0} o 0.3y 14 0.2} o 11 0.1
GENERAL PHYSICAL HEALTH DETERICRATION o a.0} o0 0.m @ [ DOy oif 0. z { 0.4} o 210 0.2
OEDEMA PERIPHERAL o o.0} o0 0.m @ [ DO oif 0.0 14 @.2} o 11 0.1)
IMMUNE EYSTEM DISORDERS L[ 0.6} 1 ( 0.6) 2 ( 0.9) 3 0.8 14 0.6} oD & | 0.7)
ANAPHYLACTIC SHOCK o a.0} 10 0.8) @ [ DOy 14{ 0.3) 14 0.2} o 210 0.2
DRUG HYPERSENSITIVITY o @.0} o 0.m 1 [ D.5) 14{ 0.3) 14 0.2} o 210 0.2
HYPERSENSITIVITY o( 0.0} o0 0.0 11 0.5) 14 0.3} 14 0.2} o 2 [ 0.2)
ARAPHYLACTIC REACTION 1 ( 0.8} o0 0.0 a0 0.0 04 0.0 o{ 0.0} o o[ 0.0
Table 1.5.9.8.1
Treatment-emergent Adverse Events Leading to Discontinuation of any study medication by Treatment, System Organ Class and Preferred Term
Safety Populaticn
Pooled Fooled
AUGMENT+ ALL 3
AUGMENT MAGNIFY MAGNIFY RELEVANCE ETUDIEE
Sy=stem Organ Classe PBO+R1E Len+Rit Len-Rit Len+R1it Len+R1t R-Chemo Len+Rit
Preferrad Term [al (N=180) (M=176} (N=-222} IN=-308) [N=507) (H=503) (N=305}
ACUTE LUNG INJURY o0 C.o} 10 0.8 o 0.y 14§ D0.3) 0§ 0.0} o 0.0} 11 0.1)
ACUTE RESFIRATORY FAILURE o 0.0} ¢ 0.0 11 0.5 14 0.3) o{ 0.0} o 0.0} 1 { 0.1
DYEFNCER o 0.0} o ( 0.0 1 D.5) 14 0.3} 1{ 0.2} oD 0.0} 2 ( 0.2)
PLEURAL EFFUSION o ( 0.0} 1 ( 0.8) o [ D.D0) 14 D0.3) oD ¢ 0.0} L 0.2} 1 { 0.1)
BRONCHOSEASM o 2.0} o 0.D @[ DOy 0o{ 0.0 14 0.2} o 0.0} 11 0.1)
CERCNIC CESTRUCTIVE PFULMONARY DISEASE o o.o} o[ 0.0 @ [ 0.0} o 0.0 14 0.2} o 0.0} 1 ({ 0.1)
EKIN AND SURBCUTANECQUS TISEUE DISORDERE L [ 0.6} 2 1.1) 40 1.8 6 { 1.5) i1 2.2} o 0.0} 17 1 1.9
ANGICEDEMA o o.0} o0 0.0 20 0.9 2 0.3 o{ 0.0} o 0.0} 2 [ 0.%)
PRURITUS GENERALISED o 0.0} 1 ( 0.6) L 14 0.3) o{ 0.0} o 0.0} 1({ 0.1
RASH MACULO-PAFULAR o ( 0.0} o ( 0.0; 1 D.5) 14 D0.3) 14 0.2} o 0.0} 2 ( 0.3)
RASH FRURITIC o o.o} o[ 0.0 11 D.5) 14 0.3} 0§ 4.0} o 0.0} 1 ({ 0.1)
EKIN EXFCLIATION o .o} 1 ([ 0.8) @ 1 0.0} 14 0.3) 0§ 4.0} o 0.0} 1 ({ 0.1)
DRUG REACTION WITH ECSINOPHILIA AND o0 2.0} o0 0.o o[ 0.0y 0{ 0.0 14 0.2} o 0.0} 11 0.1)
EYSTEMIC SYMFTOMS
EYPERSENSITIVITY VASCULITIS o0 C.o} o 0.0 o 0.y 0§ 0.0 14 0.2} o 0.0} 11 0.1)
PETECHIAE o o.0} o0 0.0 [ 3 a4 0.0 14 0.2} o 0.0} 1({ 0.1
PRURITUS o 0.0} ¢ 0.0 LI 3 a4 0.0 14 0.2} o 0.0} 1({ 0.1
PEORIASIS o ( 0.0} o ( 0.0; @ [ D.D) o 0.0} 14 0.2} o 0.0} 1 { 0.1)
RASH 1 ( 0.6} ¢ 0.0 L a4 0.0 z 0.4} o 0.0} 2 [ 0.%)
RASH FAPULAR o 0.0} o ( 0.0 @ [ 0.0} of 0.0 1{ 0.2} oD 0.0} 1 ( 0.1)
SXIN TOXICITY o0 2.0} o0 0.o o[ 0.0y 0{ 0O 14 0.2} o 0.0} 11 0.1)
STEVENS -JCOHNSON SYNDROME o 2.0} o0 0.o @[ 0.0y 0{ 0.0} 14 0.2} o 0.0} 11 0.1)
VASCULAR PURPURA o0 C.o} o0 0o o 0.y 0§ 0. 14 0.2} o 0.0} 11 0.1)
CGASTROINTESTINAL DISCRDERE o ( 0.0} 1 ( 0.8) i 1.4) a4 1.0} 4 { 0.8} L 0.2} a{ 0.9

Treatment-emergent AEs leading to discontinuation of lenalidomide/placebo
subjects and at least 2 subjects in the Safety Population are summarized in the following table:

reported in at least 1% of
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Table 91 Treatment-emergent Adverse Events Leading to Discontinuation of Lenalidomide/Placebo
Reported in at Least 1% of Subjects and at Least 2 Subjects - Safety Population

AUGMENT MAGNIEY Pooled
AUGMENT =
MAGNIFY
Swvstem Organ Class PBO + Rit Len + Rit Len + Rit Len + Rit
Preferred Term (N=180) (N=176) (IN=222 (IN=398)
Subjects With At Least One TEAE 0 (5.0) 15 (8.5) 40 (18.0) 55 (13.8)
Leading to Dose Discontinuation of
Lenalidomide/Placebo
Blood and Lyvmphatic System Disorders 2 (1.1) 6 (3.4) 15 (6.8) 21 (5.3)
Neutropenia 1 (0.6) 5(2.8) 14 (65.3) 19 (4.8)

AFE = adverse event: Len = lenalidomide: Len + Rit = lenalidomide in combination with rituximab: MedDEA =
Medical Dictionary for Regulatory Activities: PBO = placebo: Rit = rituximab; TEAFE = treatment-emergent adverse
event.

Notes: TEAFEs include AFEs that started between the date of first dose and 28 days after the date of last dose. The
table 15 presented in descending order of frequency for System Organ Class and Preferred Term in the Pooled
AUGMENT + MAGNIFY column. A subject 1s counted only once for multiple events within System Organ
Class/Preferred Term. Coded using MedDEA version 21.0.

AUGMENT

The only TEAE reported in at least 1% of subjects and at least 2 subjects was neutropenia (2.8% in the
R2 Arm (all of which were from the FL Safety Population) and 0.6% in the Control Arm (all of which were
from the MZL Safety Population).

MAGNIFY

The only TEAE reported in at least 1% of subjects and at least 2 subjects was neutropenia (6.3%), which
is comparable to what was reported in the FL Safety Population (5.6%) and lower than the MZL Safety
Population (8.9%). In the FL Safety Population, pneumonia was additionally reported as a TEAE leading to
discontinuation of lenalidomide (1.1%).

Pooled AUGMENT and MAGNIFY Len + Rit Treatment Arms

In the pooled R2 Arms, the only TEAE reported in at least 1% of subjects and at least 2 subjects leading
to discontinuation of lenalidomide/placebo was neutropenia (4.8%). In the pooled R2 Arms in the MZL
Safety Population, thrombocytopenia was additionally reported as a TEAE leading to discontinuation in 2
subjects, 1 in MAGNIFY and 1 in AUGMENT.

Treatment-emergent Adverse Events Leading to Dose Reduction of Study Drug

Treatment-emergent AEs leading to dose reduction were collected for lenalidomide and placebo in
AUGMENT and for lenalidomide in MAGNIFY (ie, dose reductions of rituximab were not allowed in these 2
study protocols).

Treatment-emergent Adverse Events Leading to Dose Reduction Reported in at Least 1% of
Subjects and at Least 2 Subjects -- Safety Population
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Table 92 Treatment-emergent Adverse Events Leading to Dose Reduction Reported in at Least 1% of
Subjects and at Least 2 Subjects -- Safety Population

ATTGMENT AMAGNIFY Pooled
ATUGAENT+
AMAGNIFY
System Organ Class PEBO + Rir Len + Eit Len + Rir Len + Fit
Preferred Term (=180} (MN=176) (IN=222 (N=398)
Subjects with at least one TEAFE leading to 6 (3.3 46 (26.1) o5 (43.2) 142 (35T
dose reduction
Blood and Iymphatic ssstem disorders 6 (3.3) 35 (19.9)} S8 (26.1) O3 (3. 4y
MNeutropremnia 4 (2.2 32 (18.2) 48 (21.6) 80 {2013
Thrombocytopenia 1 (0.5 317y 10 (4.5) 13 (3.3
Amnaemia O (0.0 O Q0.0 4(1.8) 40100
Leukopenia O (0.0 2 (1.1 1 (0.5 3 (0.8
AUGMKRMENT AMAGNIFY FPooled
AUCAMENT+
ALAGNIFY
Swystem Organ Class PEBO + Rit Len + Rit Len + Rit Len + Rit
Preferred Term (=180} (N=176) (IN=222 (IN=398)
Skin and subcutaneons tissue disorders 000y 4 {2.3) 12 (5.4) 16 (4.0%
Fash maculo-papular O (0.0 1 (0.6 4 (1.8 5 (1.3
Fash pruritic O (0.0 Q (00 3014 3 (0.8
Investigations 000y G L34 S(2.3) 11 {2.8)
Weight decreased O (0.0 E Xy (LR (CR )] 3 (0.8
General disorders and administraton site 000y 2 (1.1} 8 (3.6) 10 (2.5
conditions
Fatigue O (0.0 1 (0.6 T332 8 (200
Gastrointestinal Disorders 000y 2 (1.1} G (2. T) 8 {20
Driarthoea O 00 1 (0.6 3014 4 (1.0
Len = lenalidomide: Len + Rit = lenalidonnide in combination with mtuximab; MedDEA = Medical Dictionary for

Eegulatory Activities; PBO = placebo; Fit = mtuximab; TEAE = treatment-emergent adverse evemnt.

= All TEAES leading to dose reduction refer to lenalidomide/placebo, as dose reductions of rtuximak were not
allowed in the 2 stidies per protocol.

MNotes: TEAEs include adverse events that started between the date of first dose amd 28 daws after the date of last

dose. The table is presented in descending order of frequency for System Organ Class and Preferred Termm in the

pooled AUGMENT + MAGMNIFY column. A subject is counted only cnce for multiple events within System Organ

Class/Prefemred Temm. Coded using MedDFEA wersion 21.0.

Source: SCS Table 1. 5921

AUGMENT

The most frequently reported TEAE in at least 1% of subjects and at least 2 subjects was neutropenia
(18.2% in the R2 Arm and 2.2% in the Control Arm), which was consistent with that seen in the FL and
MZL Safety Populations. The incidence of thrombocytopenia in the R2 Arm was higher in the MZL Safety
Population (6.7%) than in the overall Safety Population (1.7%) and the FL Safety Population (0.7%)

MAGNIFY

The most frequently reported TEAE in at least 1% of subjects and at least 2 subjects was neutropenia
(21.6%), which was consistent with frequencies reported in the FL and MZL Safety Populations.

The incidence of thrombocytopenia was higher in the MZL Safety Population (8.9%) than in the overall
Safety Population (4.5%) and the FL Safety Population (3.4%). Additional TEAEs leading to dose
reduction of lenalidomide that were reported in at least 1% of subjects and at least 2 subjects included
febrile neutropenia, pruritis, anemia, maculopapular rash, fatigue, hypersensitivity, pruritic rash,
diarrhea, and nausea (1.1%) in the FL Safety Population, and neuropathy peripheral (4.4%) in the MZL
Safety Population.

Pooled AUGMENT and MAGNIFY Len + Rit Treatment Arms

In the pooled R2 Arms, the most frequently reported TEAE in at least 1% of subjects and at least 2
subjects leading to dose reduction of lenalidomide was neutropenia (20.1%). Additional TEAEs leading to
dose reduction of lenalidomide in at least 1% of subjects and at least 2 subjects that were reported in the
pooled R2 Arms in the MZL Safety Population included neuropathy peripheral (2.7%).

Table 93 Treatment-emergent Adverse Events Leading to Dose Interruption of Study Drug
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Table 1.5.9.6.1
Treatment-emergent Adverse Events Leading to Dose Interruption of Lenalidomide/Placebo by Treatment, System Organ Clase and Preferred Term
in grester than 1% and at least 2 subjects
Safety Population

Pooled Pooled
AUGMENT+ ALL 3
AUGMENT MAGNIFY MAGNIFY RELEVANCE STUDIES
System Organ Class FEO+RI1L Len+Rit LensRiC Len+Rit Len+R1t R-Chemo Len+R1t
Prefarrad Term [a] (N=180) (M=176} (N=222} [N=30E] [N=507) ({N=503} (N=305}
Subjects With at Least One TEAE Leading to 47 ( 26.1) 112 ( 63.6&) 108 [ 4B.6) 220 | 55.3) 01 | 5%.4) 174 ( 34.6} 521 [ &7.6)
Dose Interruption of Lenalidomide/PFlacebo
BLOOD AND LYMPHATIC S¥YSTEM DISORDERS 71 [ 40.3) 4% [ 22.1) 120§ 3D0.2) 171 { 33.7} 70 [ 13.9} 251 | 32.2)
HEUTROFENTIA 2 [ 39.2) 42 [ 1B. 111 ¢ 27.%) 160 { 31.6}) €L ( 12.1} 271 | 28.9)
THRCMECCYTOPENIA a ( 4.5 10 [ 4.5) 1 { 4.5) 70 1.4} 5 ( 1.0} a5 [ 2.8)
LEUKCPENIRA 11 { 6.3) 2 0.9) 13 | 3.3} 5 { 1.0} B [ 1.6} 18 [ 2.0)
ANAEMIR & [ 3.4] 4 ([ 1.8) 1o Z.5) 1 .2} Z ([ 0.4} 11 ( 1.2)
FEERILE MEUTROFENIA 3 ( 1.7} 4 [ 1.8 T4 L4} T 1.4} 5 ( 1.0} 14 [ 1.5)
INFECTIONS ANMD INFESTATIONS 17 ( %.4) x5 ( 16.5) 31 [ 14.0) G0 4 15.1) TEO{ 15.4) B6 ( 11.1} 138 [ 15.2)
PHEUMONIA i 1.7} 5 [ 2.B) & [ 2.7 11 & z.4) T 1.4} o 0.0} 18 [ 2.0)
UPPER RESPIRATORY TRACT INFECTION 5 ( 2.8} & [ 3.4) 4 1 1.E) 0 { Z.5) B 1.8} 7 ( 1.4} 13 [ 2.0
URINARY TRACT INFECTION o d.0] i 1.7 30 1.4) 6 { 1.5} 4 { 0.8} 4 ( 0.8} 10 [ 1.1)
INFLUENZA 1 i 1.7 2 [ 0.9 5 ( 1.3} 6 { 1.2} o 0.0} 11 1 1.2)
BERONCHITIS 2 ( 1 ( 0.€1 21 0.9 3 4 D.8) 1z (2.4} 4 ( 2.81 1= [ 1.7)
LUNG INFECTION 20 10 0.8 21 0.0 3 L 0.8 70 1.4} 4 ( 0.8} 10 [ 1.1)
SINUSITIS o 2 ( 1.1} 1 [ 0.5) 34 0.8 4 §{ 0.8} 1L 0.2} T 0.8B)
HASCPHARYNGITIS 1 1 ( 0.8) o[ 0.0) 14 0.3) 6§ 1.2} & [ 1.2} T 0.B)
PHARYNGITIS z 0 @ ([ 0.0 o[ 0.0) o 0.a) 1 .2} 1 ( 0.2} 110 0.1)
GASTROINTESTINAL DISCRDERS 1 ( 13 ( B.5) 16 [ 7.2) 31 ( 7.8) 26 | 5.1} 8 ( 1.8} 5T I 6.3)
DIARRHOER [ & [ 3.4) 5 [ 2.3) 11 & z.4) 0§ 2.0} i 0.8} 11 2.3)

lanile L.z.w.oomoL
Treatment-emergent Adverse Events Leading to Dose Interrupticn of Lenalidomide/Placebo by Treatment, System Organ Class and Preferred Term
in greater than 1% and at least 2 subjects
Safety Populaticn

Pooled Pooled
AUGMENT+ ALL 3
AUGMENT MAGNIFY MAGNIFY RELEVRNCE STUDIES
System Organ Clases FRO+R1L Len+Rik Len-Rit Len+RiL Len+RitL R-Chemo Len-Rit
Preferrad Term [a] (H=180) (H=176} (H=222} [H=308) [H=507}) {H=503) (H=505}
0 o.0} 4 [ 2.3) 2 ([ D.9) 6 1 Zz 4 @.4} 1L ( 0.2} a( 0.91
o 0.0} 5 [ z.8) 1 [ D.5) [ 4 ¢ 0.8} 1 ( 0.2} 10 [ 1.1)
ABDOMINAL PAIN 1({ 0.6} 1 ( 0.8) i 1.4) 4 9 L4 0.2} L ( 0.2} 5 [ 0.8)
DYSPERSIR o0 oQ.o0} 3 1.7) 110 0.5 4 1 o ¢ o.0} o 0.0} 4 [ 0.4)
GENERAL DISORDERS AND ADMINISTRATION SITE T 3.91 12 [ 6.8) 14 [ &.3) 26 { 6.5) 3B ( 7.5} 11 [ 2.2} &4 [ 7.1)
CONDITIONS
FATIGUE FA 2 ([ 1.1) & [ 2.7) B ¢ 2. Z 4 @.4} 2 ( 0.4} 12 [ 1.1)
PYREXIRA 3 4 [ 2.3) 20 o9 6 ¢ L. 1z | 2.4} E ( 1.2} la [ 2.0
ASTHENTR 1 1 ( 0.8) i 1.4) 4 4 1. 4 { 0.8} E (0.4} a [ 0.8}
MALAISE o 3 1.7) 110 0.5 4 ¢ L. 1§ 0.2} L ( 0.2} 5 [ 0.8)
OEDEMA PERIPHERAL o 2 ( 1.1) 20 o9 4 ¢ L. 1 { 0.2} L ( 0.2} 5 [ 0.8)
INFLUENZR LIKE ILLNESS 2 [ 2 ([ 1.1) oL DD} 24 Do 5 4 1.0} L 0.2} 7T 1 0.B)
INVESTIGATIONS 1 ( 0.6} 13§ 7.4) ¢ [ 4.5) 23 { 5.8) 21§ 4.1} 10 2.0} 44 [ 4.9
WHITE BLOCD CELL COUNT DECREASED o0 oQ.o0} & [ 3.4) 3 1.4 9 ¢ 2.3) T4 1.4} B 1.0} 16 [ 1.8)
ALANINE AMINOTRANSFERASE INCRERSED 1({ 0.6} 2 ( 1.1) 2 D.g) 4 { 1.0) 5 4 1.0} E (0.4} % [ 1.0}
BLOOD CREATININE INCREASED o o.0} 2 ([ 1.1) 2 ([ D.9) 4 ¢ 1.a@) 4 | 0.8} o ¢ 0.0} a | 0.9]
REEPIRATCORY, TEORACIC AND MEDIASTIMAL & [ 3.3} 15 [ B.5) & [ 2.7) 21 § 5.3) 21§ 4.1} 13 ( 2.6} 42 [ 4.6)
DIS0ORDERS
CHRONIC OBSTRUCTIVE PULMONARY DISEASE o ( 0.0} I ( 1.7) 1 D.5) 4 { 1.0) L4 0.2} E (0.4} 5 [ 0.8)
COUGH 20 1.1 10 oo a0 1.4) 4 ¢ L.@) 2 0.8 of( 0o.0 T 1L 0.B)

Post marketing experience

Not submitted with this application. For post-marketing data regarding lenalidomide, refer to the PSUR for
the most recent reporting period (27 Dec 2016 through 26 Dec 2017) submitted on 02 Mar 2018.

2.5.1. Discussion on clinical safety

The safety experience for lenalidomide in combination with rituximab (Len + Rit or R2) is primarily based
on data from one registrational Phase 3 study (Study CC-5013-NHL-007, AUGMENT), and one supportive
Phase 3b study (Study CC-5013-NHL-008, MAGNIFY). The safety data from the R2 Arm in AUGMENT was
pooled with the safety data from the R2 Arm in the Initial Treatment Period of MAGNIFY to increase the
safety database in previously treated FL/MZL.
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In general, severity conditions criteria are higher in the arm R2 of the pooled results R2 than in the
placebo arm: Grade IV Ann arbor stage disease is more frequent in the pooled R2 arm than in the
placebo arm. (51.8 versus 31.8% respectively), proportion of patients with LDH elevated at baseline
(25.6% versus 21.7% respectively), with bulky disease (34.9% versus 27.2% respectively), unfit for
chemotherapy (36.4% versus 27.2% respectively).

Common (>10%) Treatment Emergent Adverse Event (TEAE) are reported in the safety population and,
in general, are more frequent in the R2 arm than in the placebo group: gastro-intestinal disorders (68.1
versus 47.3%), general disorders (58.8 versus 46.6%), blood and lymphatic disorders (57.3 versus
31.8%), infections and infestations (56.3 versus 45.9%), skin and subcutaneous tissue disorders (56
versus 22.3%), musculoskeletal and connective tissue disorders (46.1 versus 31.8%), respiratory
thoracic and mediastinal disorders (44.6 versus35.1%), nervous system disorders (38.4 versus 23%),
metabolism and nutrition disorders (37.5 versus 23%), investigations (34.1 versus 28.4 %), infusion
related reaction (14.2% both), tumour flare (8 versus 0.7%) respectively. This is comprehensible.

It follows the same trend for FL and MZL subgroups of patients, except that for MZL subgroups of
patients, Psychiatric disorders are new common TEAE (18% in both arm).

Furthermore, among common TEAE (>10%) causal relationship with Lenalidomide is not established. The
applicant is asked to provide the adverse drug reaction (OC)

In the safety population, a higher proportion of patients with at least one NCI CTCAE grade 3 or 4 TEAE
are twice as high (65.1% in the pooled R2 arm versus 32.2% for R + placebo group). Proportion of
patients with at least one related NCI CTCAE grade 3 or 4 TEAE are twice as high (55.8% in the pooled
R2 versus 22.8% for rituximab and placebo group).

Proportion of patients with at least one TEAE leading to dose reduction in the R2 arm is ten times the
amount of those in the placebo group (35.7% in the pooled R? versus 3.3% for Rituximab and placebo
group). Proportion of patients with at least one TEAE leading to any study drug interruption in the R2
pooled arm is twice the amount of those in the placebo group (14.6% in the pooled R? versus 5.6% for
Rituximab and placebo group).

Grade 3-4 TEAE reported in at least 5% of safety population are exclusively haematologic disorders, that
it is concordant with the known safety profile of Lenalidomide and Rituximab. The proportion of patients
with a grade 3-4 TEAE reported in at least 5% is twice in the RZ arm. Haematologic disorders are a
synergic effect of the combination of rituximab associated with Lenalidomide. The trend is the same for FL
patients. Grade 3-4 TEAE reported in at least 5% of MZL population is slightly different with haematologic
disorders, infections and infestations, infusion related reaction and Musculoskeletal and connective tissue
disorders.

As a conclusion across the two studies, in the safety population, association of Rituximab + Lenalidomide
leads to more frequent grade 3 or 4 TEAES, more frequent dose reduction or treatment discontinuation

A similar trend is observed in the FL and MZL population.

Grade 5 TEAE had a fatal outcome and are involved in 4 System Organ Class: cardiac disorders, general
condition, infections, renal and urinary disorders. . Grade 5 are equivalent between placebo arm and
pooled R2 arm (1.1 versus 1.5% respectively). In this context, conclusion on the imputability of the
disease condition or of the treatment arm is challenging and not clear.

In general, Grade 3 or 4 AESI are more frequent in the pooled R2 arm than in the control arm, except for
arterial thromboembolism (1.7% in the control group versus 0.3% in the experimental arm), bleeding
(1.7% versus 0.3%), mixed thromboembolism (0.6% versus 0.3%), cardiac failure (0.6% versus 0% in
the control versus experimental respectively). The trend is the same for FL and MZL subgroups of
subjects.

Neutropenia is the more frequent grade 3 or 4 AESI in any treatment arm and is three times higher in the
experimental arm. (39.3% in the pooled R? arm and 12.8% in the placebo group). Consequently,
infections are more frequent also (13.3% versus 6.7%). Association of Rituximab and Lenalidomide have
a synergic effect on hematologic disorders especially on Neutropenia.
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Tumour flare reaction (TFR) is a very common adverse event in the experimental arm of the AUGMENT
study (19/176=10.8%) and reported in the MAGNIFY R2 arm (9/222=4.1%). TFR are a well-known
adverse event already reported in the safety profile of Lenalidomide when used for mantle cell lymphoma
with the same frequency (10%). Only 1 subject in the AUGMENT R2 arm (0.6%) had grade 3 or 4 TFR
and no patient had to discontinue lenalidomide/Rituximab therapy due to TFR. Association of
Lenalidomide and Rituximab didn’t increase the risk and the grade of TFR, which remain, with a TFR
prophylaxis, a manageable adverse event. This is acceptable. In the SmPC section 4.4 Careful monitoring
and evaluation for TFR is recommended. Tumour flare may mimic PD. Patients who experienced Grade 1
and 2 TFR were treated with corticosteroids, NSAIDs and/or narcotic analgesics for management of TFR
symptoms. The decision to take therapeutic measures for TFR should be made after careful clinical
assessment of the individual patient (see sections 4.2 and 4.8).

Careful monitoring and evaluation for TLS is recommended (see SmPC section 4.4). Patients should be
well hydrated and receive TLS prophylaxis, in addition to weekly chemistry panels during the first cycle or
longer, as clinically indicated (see sections 4.2 and 4.8).

Subjects with at least one grade 3 or 4 TEAE of cutaneous reaction are three time as much in the group
treated by R2 than in the placebo + Rituximab group (3.3% versus 1.1% respectively). Cutaneous
reaction are well known adverse events in the safety profile of Lenalidomide and Rituximab.
Potentialisation of the two drugs cannot be excluded.

In the experimental arm, deaths during the treatment period are more frequent (10/398=2.5%) than in
the placebo arm (2/180=1.1%). Death from adverse events are twice as high in the experimental arm
than in the placebo group (1.3% versus 0.6%). Detail of grade 5 events and correlation with the
treatment has been asked in the dedicated section (see previous section TEAE grade 5).

Neoplasm benign, malignant and unspecified are higher in the pooled arm (16/398=4%) versus in the
control arm (3/180=1.7%). Basal cell carcinoma are related in 5 subjects (1.3%) of the experimental
arm. Squamous cell carcinoma are related in 6 patients of the experimental arm (versus 0 subject in the
control arm) of the subgroups of follicular lymphoma patients.

With regards to second primary malignancies, pooled data of the two studies AUGMENT (pivotal study)
and Magnify study (supportive study) were provided with a median follow-up of 29.83 months and 10.25
months respectively. Furthermore, data from RELEVANCE study, an ongoing phase 3 study randomized,
active-controlled, open-label study of R2 for eighteen 4 week cycles followed by rituximab monotherapy
for another six 8-week cycles (total duration of ~30 months) versus R- CHEMO for 6 to 8 cycles followed
by rituximab for up to twelve 8-week cycles (total duration of 30 months), subjects with previously
untreated FL (Grades 1 to 3a) was also provided with a median follow up of 39.1 months. Median follow
up for the three studies are acceptable and judged sufficient to evaluate the risk.

Data of study NHL-001 wasn’t reported because Lenalidomide was used in monotherapy and the median
follow-up at the time of cut of date was 3.6 months. It was judged non contributive.

The frequency of subjects with invasive SPMs (hematologic and solid tumour SPMs) was lower for the
pooled R2 Arm (AUGMENT and MAGNIFY) compared with the Control Arm (AUGMENT) (9 [2.0%] versus 8
[4.4%], respectively) (Table 8), with the incidence rates being lower (1.33 versus 1.97 per 100 person-
years, respectively) (Table 9).

The frequency of subjects with invasive SPMs (hematologic and solid tumour SPMs) was lower for the
pooled R2 Arm (AUGMENT and MAGNIFY) compared with the Control Arm (AUGMENT) (9 [2.0%] versus 8
[4.4%], respectively) (Table 8), with the incidence rates being lower (1.33 versus 1.97 per 100 person-
years, respectively) (Table 9). However, the incidence of non-melanoma skin cancer in higher in the
pooled R2 arm (2.25 per 100 person years (1.36-3.74) than in the control arm (0.73 per 100 person year
(0.23-2.25). This is concordant with the previous results of serious adverse event reported in >2% of the
pooled safety population where Neoplasm benign, malignant and unspecified are higher in the pooled R2
arm (16/398=4%) versus in the control arm (3/180=1.7%).
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Data from the RELEVANCE study suggest an higher incidence rate of haematologic malignancies
development with an incidence rates of 0.25 per 100 person-years in the R2 arm versus 0.12, 0.08 of R-
chemo, R-CHOP. Incidence rates in the arm R-Benda is higher (0.3 per 100 person-year).

The HR of the difference between the R2 and R-aCHEMO KM cumulative incidence curves for hematologic
SPMs is greater than 1.0, suggestive of a trend towards an increased risk of hematologic SPMs for the R2
Arm versus the R-CHEMO Arm.

In overall, in the RELEVANCE study the frequencies of subjects with invasive SPMs (hematologic and solid
tumour SPMs) were similar for the R2and R-CHEMO Arms (25[4.9%] and 27[5.4%], respectively) with
the incidence rates being similar (1.57 and 1.71per 100person-years, respectively).

Grade 3 or 4 cardiac arrhythmia events were reported in 2.3% of subjects in the AUGMENT R2 Arm
versus 1.1% in the Control Arm. During the Initial Treatment Period in the MAGNIFY study while on R2
treatment, the frequency of events was 2.7%. The only PT within the AESI category reported in the
pooled dataset at greater than 1% was syncope (1.3%). Arrhythmia was included in section 4.8 of the
SmPC with an "uncommon” frequency.

2.5.2. Conclusions on clinical safety

No unexpected safety signal was identified from the provided safety results.

Association of Lenalidomide with Rituximab tends to potentiate adverse events especially haematologic
disorders, tumour lysis syndrome and tumour flare syndrome. However, among common TEAE, adverse
drug reaction are not established. Causal relationship between treatment by Lenalidomide + Rituximab
and the development of non-melanoma skin cancer and haematologic malignancies is currently under
further investigation.

2.5.3. PSUR cycle

The requirements for submission of periodic safety update reports for this medicinal product are set out in
the list of Union reference dates (EURD list) provided for under Article 107c(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

2.6. Risk management plan

The CHMP received the following PRAC Advice on the submitted Risk Management Plan:
The PRAC considered that the risk management plan version 37.0 is acceptable.

The CHMP endorsed the Risk Management Plan version 37.0 with the following content:

Safety concerns

Important Identified Risks — Teratogenicity

— Serious infection due to neutropenia

- SPM

Important Identified Risk Related to Indication/Target Population
— For MCL and FL: TFR

Important Potential Risks — Cardiac failure

— Cardiac arrhythmias

— Ischaemic heart disease (including myocardial infarction)
— Off-label use
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Missing Information

None

Pharmacovigilance plan

arrhythmias,
IHD
[including

Study/Activity Objectives Safety Status Date for

Type, Title and Concerns (planned, | Submission of

Category (1 to 3) Addressed started) Interim or Final

Reports (planned
or actual)

MDS PASSes To gather safety data on the use of AML and Ongoing Safety updates

Non- lenalidomide in MDS patients and monitor | survival. will be submitted

interventional: off-label use (prospective disease registry Safety profile with future

observational in transfusion-dependent low- and in a ‘real PSURs.

Category 1 INT-1-risk MDS with an isolated del 5q world’ The final study
[MDS-010] and a retrospective drug setting. report for
utilisation study of Revlimid in MDS MDS-010 is
[MDS-012]). expected Q1

2023.

The final study
report for
MDS-012 is
expected Q3
2023.

Revlimid TNE The primary objectives are to compare the | Cardiac Ongoing. | Aninterim study

NDMM Registry incidence of cardiovascular events between | events report is expected

Non- TNE NDMM patients treated with a first- (cardiac 30 Jun 2024.

interventional: line lenalidomide-containing regimen and failure, The final study

Category 1 those treated with a first-line non cardiac report is expected
lenalidomide-containing regimen; and to arrhythmias, 01 Dec 2025.
identify, quantlfy, and characterls.e rIS.k IHD . Safety updates
factors for cardiovascular events in this [including . .
population of TNE NDMM patients. MI]). W!” be submitted

with future
PSURs.

Monitoring of Monitoring of implementation of PPP. Monitoring Ongoing Safety updates

Pregnancy of pregnancy will be submitted

Prevention prevention. with future

Programme PSURs.

implementation

Category 3

Connect® MM The primary objectives of the registry are SPM (AML Ongoing Safety updates

Registry. to describe practice patterns of common and B-cell will be submitted

Category 3 first-line and subsequent treatment malignancies, with future
regimens (including lenalidomide based) in | NMSC and PSURs.
patients with previously untreated MM, other SPM),
whether or not eligible for transplant, as cardiac
well as diagnostic patterns and occurrence | events
of SPM in a ‘real world’ population. (cardiac

failure,
cardiac
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Study/Activity

Type, Title and
Category (1 to 3)

Objectives

Safety
Concerns
Addressed

Status
(planned,
started)

Date for
Submission of
Interim or Final
Reports (planned
or actual)

Ml]), Serious
Infection due
to

Neutropenia.

Connect®
MDS/AML Disease
Registry

Non-
interventional:
observational
Category 3

The objectives of the registry are: to
describe patterns for diagnosis, prognosis,
treatment, clinical monitoring and outcome
measures in patients with MDS, ICUS and
AML; to compare routine clinical practice
patterns with existing management
guidelines (eg, National Comprehensive
Cancer Network); to describe treatment
patterns and outcomes in del(5q) patients
with or without additional cytogenetic
abnormalities; and in non-del(5q) patients;
and to summarise patient-reported
outcomes (eg, HRQoL) and economic
outcomes, and their association with
patient characteristics, treatment
regimens, and clinical outcomes.
Exploratory objectives are: to evaluate
molecular and/or cellular markers in the
blood/bone marrow tissues and oral
epithelial cells that may provide further
prognostic classification of MDS and AML
subtypes and/or may provide information
on drug mechanism of action and on-
therapy markers predictive of clinical
outcomes and potentially impact clinical
outcomes with therapy; to summarise the
clinical status (eg, OS, PFS, response rate)
of patients with or without mutations by
treatment regimen, and to analyse the
correlation between mutation
detection/allele burden in bone marrow
and peripheral blood samples. Data
regarding SPM are also being collected.

SPM

Ongoing

Safety updates
will be submitted
with future
PSURs.

RRMCL PASS
Category 3

The study is designed as a retrospective
non-interventional study of patients with
RRMCL with the objective to quantify and
characterise the event of TFR by tumour
burden and the proportion of early deaths
by tumour burden in patients treated with
lenalidomide in a ‘real world’ setting.

TFR/high
tumour
burden and
early deaths

Ongoing

Version 3 of the
protocol was
submitted on

14 Aug 2017,
approved by PRAC
on 26 Oct 2017
and endorsed by
CHMP on 09 Nov
2017.

The final study
report could be
available in Q4
2027.
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Study/Activity Objectives Safety Status Date for

Type, Title and
Category (1 to 3)

Concerns (planned, | Submission of

Addressed started) Interim or Final
Reports (planned
or actual)

Safety updates
will be submitted
with future
PSURs.

Risk minimisation measures

Safety Concern

Risk Minimisation Measures

Important Identified Ri

sks

Teratogenicity

Routine risk minimisation activities:

Section 4.3 of SmPC: contraindicated in pregnant women and in FCBP unless all the
conditions of the Celgene PPP are met.

Section 4.4 of SmPC: warnings and precautions for use

— Criteria for women of non-childbearing potential

— Counselling

— Contraception

— Pregnancy testing

— Precautions for men

— Additional precautions

— Reference to educational materials, prescribing and dispensing restrictions.
Section 4.6 of SmPC: fertility, pregnancy and lactation.

Sections 4.8 and 5.3 of SmPC: the potential teratogenic effects of lenalidomide are
highlighted.

Pack size:

The pack is based on a maximum 4-week supply of capsules to ensure that FCBP are
required to obtain a new monthly prescription with a medically supervised pregnancy test.

Legal status:
Lenalidomide is subject to restricted medical prescription.
Additional risk minimisation measures
— Celgene PPP
— Educational Programme
Direct HCP communication prior to launch

o Direct HCP communication with findings from CC-501-TOX-004
o HCP kit to include booklet
o Treatment algorithm, pregnancy reporting form, patient card, patient guide and

checklists.
— Therapy management

o Criteria for determining FCBP, Contraceptive measures and pregnancy testing for
FCBP

o Advice in SmPC, Dear HCP letter and educational materials
— System to ensure appropriate measures have been completed.
— Patient card to document childbearing status, counselling and pregnancy testing.

Assessment report
EMA/CHMP/693880/2019

Page 132/139




Safety Concern

Risk Minimisation Measures

Serious Infection due
to Neutropenia

Routine risk minimisation activities:

— Section 4.2 of SmPC: dose reduction advice for neutropenia.

— Section 4.4 of SmPC: warning of neutropenia, and infection with or without
neutropenia, and advice for monitoring patients, including blood testing for
neutropenia. Advice that patients should report febrile episodes promptly. Advice
regarding establishing HBV status before treatment, use in patients previously
infected with HBV and monitoring for signs and symptoms of active HBV infection
throughout therapy.

— Listed as ADRs in Section 4.8 of SmPC.

— Advice to patients in PL, including that the doctor is advised to check if the patient has
ever had hepatitis B infection prior to starting lenalidomide treatment.

Additional risk minimisation measures:

None.

SPM

Routine risk minimisation activities:

— Section 4.4 of SmPC warning of SPM and advice for cancer screening.
— Listed as ADRs in Section 4.8 of SmPC.

— Advice to patients provided in PL.

Additional risk minimisation measures:

— Dear HCP letter.

— HCP Kit: HCP Guide.

Tumour Flare
Reaction (MCL and FL
Indications)

Routine risk minimisation activities:

— Section 4.2 of SmPC: dose interruption advice for TFR.
— Section 4.4 of SmPC warning.

— Listed as an ADR in Section 4.8 of SmPC.

Additional risk minimisation measures:

— HCP Kit: HCP Guide.

Important Potential Risks

Cardiac Failure and
Cardiac Arrhythmias

Routine risk minimisation activities:

— Listed as ADRs in Section 4.8 of SmPC.
— Listed in PL.

Additional risk minimisation measures:

None.

Ischaemic Heart
Disease (including
myocardial infarction)

Routine risk minimisation activities:

— The association between ischaemic heart disease and lenalidomide is unknown. Close
monitoring will continue.

— Myocardial infarction is included in Sections 4.4 and 4.8 of the SmPC.

Additional risk minimisation measures:
None.

Off-label Use

Routine risk minimisation activities:

— Collection of off-label use data detailed in Section 4.4 of SmPC.
Additional risk minimisation measures:

None.

Assessment report
EMA/CHMP/693880/2019

Page 133/139




2.7. Update of the Product information

As a consequence of this new indication, 4.1, 4.2, 4.4, 4.8 and 5.1 of the SmPC are updated. Particularly,
a new warning with regards to second primary malignancies in FL and a warning regarding tumour flare
reaction in FL have been added to the product information. The Package Leaflet has been updated
accordingly.

2.7.1. User consultation

A justification for not performing a full user consultation with target patient groups on the package leaflet
has been submitted by the MAH and has been found acceptable.

3. Benefit-Risk Balance
3.1. Therapeutic Context

3.1.1. Disease or condition

Revlimid in combination with rituximab is proposed for the treatment of adult patients with previously
treated follicular lymphoma (Grade 1- 3a).

Follicular lymphomas (FLs) are the second most frequent subtype of nodal lymphoid malignancies.
Treatment of FL is driven by the impact of disease symptoms and tumour burden on the patient, with the
intent to improve and extend life, as options for curative treatment are lacking.

3.1.2. Available therapies and unmet medical need

At relapse of FL, selection of salvage treatment depends on efficacy of prior regimens. In early relapses
(<12-24 months), a non-cross-resistant scheme should be preferred (e.g. bendamustine after CHOP or
vice versa). Other options, including fludarabine-based, platinum- salts based or alkylating agents-based
regimens, could also be useful. Rituximab should be added if the previous CD20 antibody-containing
scheme achieved >6- to 12-month duration of remission. In symptomatic cases with low tumour burden,
rituximab monotherapy can be proposed.

Relapse and refractory indolent lymphoma (such as FL) remains an incurable disease. In previously
treated iNHL follicular lymphoma patients, rituximab monotherapy is associated with ORR of
approximately 38% to 59%. Over time many patients become refractory to rituximab.

Obinutuzumab, another anti-CD 20 monoclonal antibody, has also been approved in combination with
bendamustine followed by obinutuzumab maintenance for the treatment of patients with follicular
lymphoma who did not respond or who progressed during or up to 6 months after treatment with
rituximab or a rituximab-containing regimen, in whom it was associated with an ORR of approximately
80%.

Radioimmunotherapy (90Yyttrium- labelled ibritumomab- tiuxetan) is also authorised for the treatment
of adult patients with rituximab relapsed or refractory CD20+ follicular B lymphoma; this could also
represent an effective therapeutic approach in elderly patients with comorbidities not appropriate for
chemotherapy as per Dreyling et al. ESMO 2016.
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Finally, idelalisib is indicated as monotherapy for the treatment of adult patients with a FL that is
refractory to two prior lines of treatment.

Given the incurable nature of previously treated FL, the efficacy and safety limitations of current
treatment options, and the fact that patients are typically older and with comorbidities, a high medical
need exists for the development of novel treatment options associated with a more tolerable safety
profile.

3.1.3. Main clinical studies

Results are mainly coming from a phase 3, double-blind randomized study designed to compare the
efficacy and safety of rituximab plus lenalidomide versus rituximab plus placebo in subjects with
relapsed/refractory follicular lymphoma or relapsed/refractory marginal zone lymphoma (AUGMENT, N =
358, including 295 with a FL). Supportive data from one phase 3b supportive study (MAGNIFY) were
submitted.

In the AUGMENT trial, Patients were randomized in a 1:1 ratio to receive rituximab 375 mg/m? every
week in Cycle 1 and on Day 1 of every 28-day cycle from cycles 2 through 5 plus lenalidomide once daily
on Days 1 to 21 of every 28-day cycle up to 12 cycles (experimental arm R2) or rituximab plus placebo
(control arm). The ITT Population was comprised of 358 subjects.

Efficacy determination was based upon PFS as primary endpoint, assessed by the Independent Review
Committee (IRC). Secondary/exploratory endpoints were ORR, CR rate, DOCR, DOR, OS, EFS, TTNLT,
TTNCT, PFS2, and time to histological transformation.

3.2. Favourable effects

In the overall population in the AUGMENT trial, PFS by IRC assessment was significantly higher in the
experimental arm than in the control arm (HR: 0.45 p<0.0001 95% CI = 0.33, 0.61). Results observed
for the overall population were comparable to those in the FL subgroup (HR= 0.4; p<0.0001; 95% CI =
0.29, 0.55), for which a 60% reduction in the risk of progression or death was found for the R Arm
compared to the Control Arm.

The objective response rate (CR+PR; %) by IRC assessment was significantly higher in the R arm in the
overall population (77.5% 95% CI = 70.7; 83.4 versus 53.3% 95% CI= 45.8; 60.8) p<0.0001) and in
the follicular lymphoma subgroup (80.3 % 95% CI =72.9; 86.4) versus 55.4% 95% CI = 47.0; 63.6)
p<0.0001).

Overall, the median DOR (95% CI) by IRC assessment per the 2007 IWGRC among responders was 36.6
months (95% CI 22.9, not estimable [NE]) in the R2 Arm and 21.7 months (95% CI 12.8, 27.6) in the
Control Arm. Similar results were noted in subjects with FL.

Finally, in subjects with FL, there were 11 deaths in the R2 arm versus 24 deaths in the control arm
reported (HR [95% CI]: 0.45 [0.22, 0.92]).

3.3. Uncertainties and limitations about favourable effects

In patients with marginal zone Lymphoma, the combination of Lenalidomide with Rituximab did not
appear to have any impact on the progression free survival and on objectives responses rates. More
worrying, there were 5 deaths in the R2 Arm versus 2 deaths in the control arm in subjects with MZL (HR
[95% CI]: 2.89 [0.56, 14.92]); these results should however be interpreted with caution due to the low
number of r/r MZL patients. The approvability of the MZL indication was contingent on the assumption of
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homogeneity of response between FL and MZL, which could not be demonstrated based on AUGMENT and
MAGNIFY data; following these uncertainties, the MAH has withdrawn the proposed MZL indication.

3.4. Unfavourable effects

The safety data from the R2 Arm in AUGMENT was pooled with the safety data from the R2 Arm in the
Initial Treatment Period of MAGNIFY to increase the safety database in previously treated FL/MZL.
Common (>10%) Treatment Emergent Adverse Event (TEAE) are reported in the safety population and,
in general, are more frequent in the R?2 arm than in the placebo group: gastro-intestinal disorders (68.1
versus 47.3%), general disorders (58.8 versus 46.6%), blood and lymphatic disorders (57.3 versus
31.8%), infections and infestations (56.3 versus 45.9%), skin and subcutaneous tissue disorders (56
versus 22.3%), musculoskeletal and connective tissue disorders (46.1 versus 31.8%), respiratory
thoracic and mediastinal disorders (44.6 versus 35.1%), nervous system disorders (38.4 versus 23%),
metabolism and nutrition disorders (37.5 versus 23%), investigations (34.1 versus 28.4 %), infusion
related reaction (14.2% both), tumour flare (8 versus 0.7%) respectively. In the safety population, a
higher proportion of patients with at least one NCI CTCAE grade 3 or 4 TEAE are twice as high (65.1% in
the pooled R? arm versus 32.2% for R + placebo group). Proportion of patients with at least one related
NCI CTCAE grade 3 or 4 TEAE are twice as high (55.8% in the pooled R2 versus 22.8% for Rituximab and
placebo group).

Grade 3-4 TEAE reported in at least 5% of safety population are exclusively haematologic disorders. This
is concordant with the known safety profile of Lenalidomide and Rituximab. The proportion of patients
with a grade 3-4 TEAE reported in at least 5% is twice in the R? arm. Haematologic disorders are a
synergic effect of the combination of Rituximab associated with Lenalidomide. The trend is the same for
FL patients. Grade 3-4 TEAE reported in at least 5% of MZL population is slightly different with
haematologic disorders, infections and infestations, infusion related reaction and Musculoskeletal and
connective tissue disorders.

Concerning grade 3 or 4 Adverse events of specific interest (AESI): In general, Grade 3 or 4 AESI are
more frequent in the pooled R2 arm than in the control arm, except for arterial thromboembolism (1.7%
in the control group versus 0.3% in the experimental arm), bleeding (1.7% versus 0.3%), mixed
thromboembolism (0.6% versus 0.3%), cardiac failure (0.6% versus 0% in the control versus
experimental respectively). Neutropenia is the more frequent grade 3 or 4 AESI in any treatment arm and
is three times higher in the experimental arm. (39.3% in the pooled R2 arm and 12.8% in the placebo
group). Consequently, infections are more frequent also (13.3% versus 6.7%). Association of Rituximab
and Lenalidomide have a synergic effect on hematologic disorders especially on Neutropenia.

Tumour flare reaction (TFR) is a very common adverse event in the experimental arm of the AUGMENT
study (19/176=10.8%) and reported in the MAGNIFY R2 arm (9/222=4.1%). TFR are a well-known
adverse event already reported in the safety profile of Lenalidomide when used for mantle cell lymphoma
with the same frequency (10%)

Concerning serious adverse event and deaths: In the experimental arm, deaths during the treatment
period are more frequent (10/398=2.5%) than in the placebo arm (2/180=1.1%). Death from adverse
events are twice as high in the experimental arm than in the placebo group (1.3% versus 0.6%).

Concerning serious TEAE: Neoplasm benign, malignant and unspecified are higher in the pooled arm
(16/398=4%) versus in the control arm (3/180=1.7%). Basal cell carcinoma are related in 5 subjects
(1.3%) of the experimental arm. Squamous cell carcinoma are related in 6 patients of the experimental
arm (versus 0 subject in the control arm) of the subgroups of follicular lymphoma patients.

The frequency of subjects with invasive SPMs (hematologic and solid tumour SPMs) was lower for the
pooled RZ arm (AUGMENT and MAGNIFY) compared with the Control Arm (AUGMENT) (9 [2.0%] versus 8
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[4.4%], respectively), with the incidence rates being lower (1.33 versus 1.97 per 100 person-years,
respectively). However, the incidence of non-melanoma skin cancer is higher in the pooled R2 arm (2.25
per 100 person years (1.36-3.74) than in the control arm (0.73 per 100 person year (0.23-2.25).This is
concordant with the previous results of serious adverse event reported in >2% of the pooled safety
population where Neoplasm benign, malignant and unspecified are higher in the pooled R2 arm
(16/398=4%) versus in the control arm (3/180=1.7%). Data from the RELEVANCE study suggest an
higher incidence rate of haematologic malignancies development with an incidence rates of 0.25 per 100
person-years in the R2 arm versus 0.12, 0.08 of R-chemo, R-CHOP. Incidence rates in the arm R-Benda
is higher (0.3 per 100 person-year).

The HR of the difference between the R? and R-CHEMO KM cumulative incidence curves for hematologic
SPMs is greater than 1.0, suggestive of a trend towards an increased risk of hematologic SPMs for the R2
Arm versus the R-CHEMO Arm. Consistent results were found from the supportive MAGNIFY study.

3.5. Uncertainties and limitations about unfavourable effects

As it is a known concern in the safety profile of Lenalidomide, the causal relationship of the higher
proportion of non-melanoma skin cancer in the pooled R2 arm versus the Placebo + rituximab from the
two main studies and the higher incidence rates of haematologic malignancies on the R2 arm from the
RELEVANCE study has been discussed by the MAH. SPM is an important identified risk in the RMP, data
from ongoing studies are awaited.

3.6. Effects Table

Table 94 Effects Table for Revlimid in combination with Rituximab for the treatment of patients
with previously treated follicular lymphoma (data cut-off: 22 Jun 2018))

Effect Short Treatment Control Uncertainties / References
description (R2) (Rituximab+ Strength of

placebo) evidence

Favourable Effects
PFS FL Median time months 39.4 13.8 Superiority AUGMENT
population from (25.1;NE) (11.2;16.0) HR = 0.4 study
randomizatio (0.29;0.55) p<
n to 0.0001
progression
disease or
death
Overall Proportion of % 80.3 55.4 Superiority AUGMENT
response patients with (72.9, 86.4) (47.0, 63.6) P<0.0001 Fisher  Study
rate best exact test
response of
at least
partial
response
(CR+PR)
Duration of (median) Months 36.6 15.5
response 95% CI (24.9, NE) (11.2, 25.0)

Unfavourable Effects

Neutropenia Proportion of % 39.9 13.3 Pooled
patients with AUGMENT +
grade 3 or 4 MAGNIFY
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References

Effect Short Treatment Control Uncertainties /
description (R2) (Rituximab+ Strength of
placebo) evidence
Infection Proportion of % 13.3 6.7
patients with
grade 3 or 4
Tumour Flare Proportion of % 7 0.6
syndrome patients
Non Incidence Per 100 2.25 0.73
melanoma rate person
skin cancer year
SPM

3.7. Benefit-risk assessment and discussion

3.7.1. Importance of favourable and unfavourable effects

The main goal of treatment in previously treated patients with follicular lymphoma (FL) is to ach

Pooled
AUGMENT +
MAGNIFY
Pooled
AUGMENT +
MAGNIFY
Pooled
AUGMENT +
MAGNIFY

ieve deep

durable remissions, with prolonged progression-free survival (PFS), in order to prevent disease-related

complications without incurring significant treatment-related toxicities. In these patients, the tre

atment

choice is based on duration of response (DoR) to prior therapies, types of prior therapies, and patient

comorbidities (Johnson, 1995; Smith, 2013), as well as physician and patient preferences.

The combination of Lenalidomide to Rituximab versus Rituximab alone improves significantly the median

PFS in patients with follicular lymphoma disease. ORR, OS and PFS 2 are also improved by the

combination of Lenalidomide and Rituximab. AUGMENT study participants were patients with Grade 1 to
3a FL; the indication, adequately reflects the concerned population. The wording in the Summary of

Product Characteristics (SmPC) Section 5.1 was modified to adequately describe the study popul
included based on the AUGMENT protocol requirements.

Considering the safety profile and as expected, the association of Lenalidomide + Rituximab incr

ation

eases the

proportion of treatment emergent adverse events, leads to more frequent grade 3 or 4 TEAE, more

frequent dose reduction or treatment discontinuation. Second primary malignancies are listed as

“identified risk” in the RMP, relevant warnings in line with the other indications are included in the SmPC.

3.7.2. Balance of benefits and risks

Data from the Phase 3, multicenter, randomized, double-blind controlled study CC-5013-NHL-00

7

(AUGMENT) show that patients with previously treated FL who can tolerate lenalidomide in combination
with rituximab (R2) demonstrated a highly statistically significant and clinically meaningful PFS benefit

over rituximab plus placebo and a significant improvement in secondary efficacy parameters.

The combination remains manageable despite unfavourable effects especially in the context of an

incurable disease for which potential therapeutic alternatives are limited.

3.7.3. Additional considerations on the benefit-risk balance

In patients with marginal zone lymphoma, no impact on the PFS of the association R? has been shown.

The MAH has withdrawn this indication from this application.
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3.8. Conclusions

The overall B/R of Revlimid in combination with rituximab (anti-CD20 antibody) for the treatment of adult
patients with previously treated follicular lymphoma (Grade 1 - 3a) is positive.

4. Recommendations

Outcome

Based on the review of the submitted data, the CHMP considers the following variation acceptable and
therefore recommends the variation to the terms of the Marketing Authorisation, concerning the following
change:

Variation accepted Type Annexes
affected
C.l.6.a C.1.6.a - Change(s) to therapeutic indication(s) - Addition | Type II I and IIIB

of a new therapeutic indication or modification of an
approved one

Extension of indication to include Revlimid in combination with rituximab (anti-CD20 antibody) for the
treatment of adult patients with previously treated follicular lymphoma (Grade 1 - 3a); as a consequence,
sections 4.1, 4.2, 4.4, 4.8 and 5.1 of the SmPC are updated; the PL is updated in accordance. The RMP
version 37.0 has also been agreed.

Amendments to the marketing authorisation

In view of the date submitted with the variation, amendments to the Summary of Product Characteristics,
Package Leaflet and to the Risk Management Plan (RMP) are recommended.

Similarity with authorised orphan medicinal products

The CHMP is of the opinion that Revlimid is not similar to Gazyvaro within the meaning of Article 3 of
Commission Regulation (EC) No. 847/200.

5. EPAR changes

The EPAR will be updated following Commission Decision for this variation. In particular the EPAR module
8 "steps after the authorisation" will be updated as follows:

Scope
Please refer to the Recommendations section above.
Summary

Please refer to Scientific discussion Revlimid-H-C-717-11-0107.
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