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List of abbreviations

AE — adverse events
CLL — chronic lymphocytic leukemia

CR — complete remission

HAHA - Human anti-human antibodies

HR — hazard ratio

IA — interim analysis

IDMC - independent data monitoring committee

IgHV - Immunoglobulin Heavy Chain Variable Region Genes

ITT — intent-to-treat

MO — major objection

NCI — National Cancer Institute
Obs — observation

Ofa/OFA — ofatumumab

OS — overall survival

PD — pharmacodynamics

<
&
\0Qg

O

N
o

PFS — progression-free survival 0
PFS2 - time to second objective dis rogression

PK — pharmacokinetics Q&

PP — per-protocol %
PR — partial remission\o

PRO — patient @1 outcomes

SAE — serio rse events
SOoC organ class

TTNT — time to next treatment
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1. Background information on the procedure

1.1. Type Il variation

Pursuant to Article 16 of Commission Regulation (EC) No 1234/2008, Novartis Europharm Ltd submitted
to the European Medicines Agency on 7 July 2015 an application for a variation.

The following variation was requested: 6
Variation requested Type %xes
>
C.l.6.a C.1.6.a - Change(s) to therapeutic indication(s) - Addition Typb€ , Iland 11IB
of a new therapeutic indication or modification of an
approved one :@

D

Extension of Indication to include maintenance therapy in Chronic Lym 0&: Leukemia (CLL) for
Arzerra; as a consequence, sections 4.1, 4.2, 4.8, 5.1, 5.2 of the S (re updated based on the interim
analysis of the pivotal study OMB112517 (PROLONG). The Packa I-@Iet is updated in accordance.
Furthermore, the Pl is brought in line with the latest QRD te @rsion 9.1. The MAH is also taking
the opportunity of this procedure to combine the SmPCsX@ g and 1,000mg vials.

The requested variation proposed amendments to the ary of Product Characteristics, Annex Il and

Package Leaflet and to the Risk Management Plan 4

Arzerra was designated as an orphan medicinalproduct EU/3/08/581 on 07/11/2008. Arzerra was
designated as an orphan medicinal produgt following indication: Treatment of chronic lymphocytic
leukaemia

The new indication, which is the su this application, falls within the above mentioned orphan
designation.

Information on paedia?gequirements

Pursuant to Article é\Qegulation (EC) No 1901/2006, the application included an EMA Decision(s)

Cw/1/2011 oniﬁ@nting of a class waiver.

Informati lating 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 received Protocol Assistance from the CHMP in October 2009. The Protocol Assistance
pertained to clinical aspects of the dossier.
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1.2. Steps taken for the assessment of the product

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

Rapporteur: Sinan B. Sarac Co-Rapporteur: Bjorg Bolstad
Rapporteur’s preliminary assessment report circulated on: 29 September 2015
Co-Rapporteur’s preliminary assessment report circulated on: 18 September 2015
Joint Rapporteur’s updated assessment report circulated on: 16 October 2015

Request for supplementary information and extension of timetable adopted

by the CHMP on: 22 October

MAH’s responses submitted to the CHMP on: 17 Decé@ZOlS
The CHMP adopted a report on similarity of Arzerra with Imbruvica and O

Gazyvaro (Appendix 1) \ 2 mber 2015
Rapporteur’s preliminary assessment report on the MAH’s responses o

circulated on: @ 3 February 2016

Joint Rapporteur’s updated assessment report on the MAH'’s respo@
19 February 2016

circulated on: %
2" Request for supplementary information and extension of@t e

adopted by the CHMP on: \O 25 February 2016
MAH’s responses submitted to the CHMP on: O 28 March 2016

Rapporteur’s preliminary assessment report on t@AH’s responses

circulated on: 13 April 2016

SAG experts meeting to address ques 'oﬁ;sed by the CHMP (Annex 6) 14 April 2016
Joint Rapporteur’s updated assess port on the MAH’s responses

circulated on: & 21 April 2016
3" Request for suppleme tar@ormation and extension of timetable

adopted by the CHMP o \ 28 April 2016
MAH’s responses subtitéed to the CHMP on: 03 May 2016
Rapporteur’s ?@ary assessment report on the MAH’s responses

circulated onb 11 May 2016
Joint R z!ur’s updated assessment report on the MAH’s responses

circu on: 19 May 2016
An Oral explanation took place on: 24 May 2016
4™ Request for supplementary information and extension of timetable

adopted by the CHMP on: 26 May 2016
MAH’s responses submitted to the CHMP on: 01 June 2016
Rapporteur’s preliminary assessment report on the MAH’s responses

circulated on: 16 June 2016
CHMP opinion: 23 June 2016
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2. Scientific discussion

2.1. Introduction

Chronic lymphocytic leukaemia (also referred to as B-CLL) is the most common type of leukaemia in the
western world. The incidence increases with age, is higher in men than in women and higher in
Caucasians than in other racial groups. The median age at presentation is 71 years and 11% of patients
are diagnosed under the age of 55 years (Howlader, 2014).

accumulate. The disease is characterized by monomorphic, small, round B-lymphocytes in th heral

CLL is a haematological neoplasm of unknown aetiology in which peripheral, clonal B-cells pro§ressively
enip
blood, bone marrow, and lymph nodes that aberrantly co-express T-cell (CD5%) and 1) (CD19™,

CD23%) cell surface markers, with a low expression of CD20. M

CLL follows a variable clinical course with overall survival (OS) times ranging from \ to decades.
Median survival from diagnosis is approximately 10 years in the overall CLL pog tian, but is only 18

months for patients with advanced disease (Nabhan, 2004) and 9 to 13 mon% ases refractory to

fludarabine (Byrd, 2004).
Allogeneic stem cell transplantation (SCT) is still the only potentially -;@ti@ treatment for CLL; however
it is feasible in only a small minority of CLL patients. @

Current treatment guidelines from the European Society of M ncology (ESMO) indicate the choice

of treatment for previously untreated patients with CLL is t@ n stage of disease, whether a patient is
considered “fit” and presence or absence of dell7p or TP tation (Figure 1).

Figure 1. European Society for Medical Oncol@ Clinical Practice Guidelines for First-line
Treatment of CLL

CONFIR @)’lAGNOSls OF CLL

o &
AN I
A 4 n v
N
Early-stage CLL (Binet @With active Early-stage CLL (Birjet A/B) without active
disease or advan\:sta (Binet C) disease
* E
\‘ 1 l

NO del(17p) or TP53 Watch & wait until
mutation i
symptomatic

Fit it:
. Less fit: Fit:
 Less BCR inhibitor (+/- R) Clb+ CD-20 FCR (BR may be
BCR inhibitor (%/- R) Consider alloHSCT in A considered in fit earl:
o antibody y
remission patients with history of
infections

Source: Eichorst 2015

A representative summary of first-line treatments approved for patients with CLL in the European Union
(EUV) is shown in Table 1.
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Table 1. Summary of Approved Treatments for First-line Treatment of CLL in the

European Union

Treatment Indication Monotherapy Approval  No. of Efficacy
[Approval Year or based on Subjects  Endpoint
combination  /comparat S
or
Ibrutinib CLL with 17p deletion or TP53 Monotherapy ~ Phase 3/ 391 PFS, OS,
2014 mutation in patients unsuitable for ofatumuma ORR
CIT b
Idelalisib + rituximab ~ In combination with rituximab for ~ Combination ~ Phase 220 PFS, OS
2014 CLL with 17p deletion or TP53 3/rituxima
mutation in patients unsuitable for b
CIT @
Ofatumumab with In combination with chlorambucil ~ Combination ~ Phase 3/ 444 + % FS,
chlorambucil or for the treatment of patients with chlorambu K\ ORR,
bendamustine CLL who have not recelvefj prior cil O DOR
2014 therapy gnd who are not eligible for
fludarabine-based therapy 5&
Obinutuzumab with In combination with chlorambucil, =~ Combination Phase% 356 PFS,
chlorambucil 2014 for the treatment of patients with chI@ DOR, OS
previously untreated chronic il
lymphocytic leukemia and with (
comorbidities making them @
unsuitable for full-dose fludarabine Q
based therapy. Q
Rituximab? CLL (in combination with &@ation Phase 817 PFS
2010 chemotherapy is indicated for the O 3/FC
treatment of patients with
previously untreated and Q
relapsed/refractory chroni \
lymphocytic Ieukaemla)
Bendamustine® ° CLL in patients for Monotherapy  Phase/ 301 ORR, PFS
2008 fludarabine com chlorambu
chemotherap appropriate). cil
Cyclophosphamide®  CLL Monotherapy ~ Unknown  Unknow  Unknown
1959 K n
Chlorambucil® Specified) Monotherapy ~ Unknown  Unknow  Unknown
1957 \b n
Fludarabine® \ LL (unspecified) Monotherapy ~ Phase 3/ 394 ORR,
1994 6 chlorambu DOR,
\< cil TTP

CLL: C@Dmphocyﬂc leukemia; DOR: duration of response; EU: European Union; FC: fludarabine + cyclophosphamide; N/A:

not availa

; ORR: overall response rate; OS: overall survival; PFS: progression-free survival; TTP: time to progression

Efficacy in CLL relative to first-line therapies other than chlorambucil has not been established. ® Used for first- and second-line
treatment of CLL. ¢ Information from approved FLUDARA UK SmPC, revision date 14 October 2015

Data from uncontrolled studies using MRD assessment support the concept of maintenance with an anti-

CD20 antibody (mainly rituximab) for up to 2 years in responding patients with CLL.

Although maintenance therapy in CLL has not been authorized as such, prolonged therapy (until
progression or intolerance) with small molecules such as ibrutinib or idelalisib has been approved in a

comparable population.
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Ofatumumab is a human monoclonal antibody (IgGl) that binds specifically to a distinct epitope
encompassing both the small and large extracellular loops of the CD20 molecule. The CD20 molecule is a
transmembrane phosphoprotein expressed on B lymphocytes from the pre B to mature B lymphocyte
stage and on B cell tumours. The B cell tumours include CLL (generally associated with lower levels of
CD20 expression) and non Hodgkin's lymphomas (where >90% tumours have high levels of CD20
expression). The CD20 molecule is not shed from the cell surface and is not internalised following
antibody binding.

The binding of ofatumumab to the membrane proximal epitope of the CD20 molecule induces recruitment
and activation of the complement pathway at the cell surface, leading to complement dependent
cytotoxicity and resultant lysis of tumour cells. Ofatumumab has been shown to induce apprec&le lysis

of cells with high expression levels of complement defence molecules. Ofatumumab has aIso@ shown

to induce cell lysis in both high and low CD20 expressing cells and in rituximab resistant‘c% addition,
the binding of ofatumumab allows the recruitment of natural killer cells allowing th&\@ ction of cell
death through antibody dependent cell mediated cytotoxicity (SmPC section 5.1). O

The current indication for Arzerra is as follows: ®

Previously untreated chronic lymphocytic leukaemia (CLL): 0

Arzerra in combination with chlorambucil or bendamustine is indicated gfor treatment of adult patients
with CLL who have not received prior therapy and who are not eligi fludarabine based therapy.

Refractory CLL:

Arzerra is indicated for the treatment of CLL in adult p@@who are refractory to fludarabine and
alemtuzumab.

The marketing authorisation holder (MAH) applied fov@ following indication:
Maintenance therapy in CLL

Arzerra is indicated as maintenance treat eQ)or adult patients with CLL who are in complete or partial
response after at least two lines of indl@herapy.

2.2. Non-clinical aspect O

No new clinical data have b ngmitted in this application, which was considered acceptable by the

CHMP. (b
. Q
2.3. Ecotoztc\@environmental risk assessment

An update onmental risk assessment, consisting of a justification for not submitting ERA studies,
has e ided. This is in accordance with the “Guideline on environmental risk assessment of
medici roducts for human use” (EMEA/EHMP/SWP/4447/00 corr 2'*), as proteins are unlikely to

result in a significant risk to the environment.

2.4. Clinical aspects

2.4.1. Introduction

GCP

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

An overview of the clinical development program of ofatumumab in CLL is provided in Table 2 below.

Table 2. Ofatumumab Clinical Development Program in CLL

OFA Previously Untreated CLL Relapsed CLL Refractory CLL
Administration R
Monotherapy No studies OMB112517: OMB1117732; Phase II, 2000 mg 6
Phase Ill, 1000 mg | OMB1118272; Phase I, 2000 mg
OMB114242: Phase III, 2000 m Q}
OMB1128552: QTc, 2000 mg %

OMB111148e (Japan): Phase I, 500 m

OMB1127582 (Japan and Korea): Ph 000 mg
Combination OMB110911; OMB110913: h@&
Therapy Phase Il O+CHL vs. CHL, 1000 mg | Phase IlIA OFC vs.
OMB111774 FC, 1000 mg @

Phase Il OFC, 500 mg & 1000 mg &
OMB115601 (Japan): @
Phase I/ll O+CHL, 1000 mg Q

OMB115991; Phase Il O+B, 1000 mg

Abbreviations: B=bendamustine; CHL=chlorambucil; FC=fludarabine/c ho amide; O=ofatumumab;
OFC=ofatumumab plus fludarabine/cyclophosphamide; QTc=corrected Q rval
Note: Information provided for each study includes study phase an@A dose, not including any initial dose

2.4.2. Pharmacokinetics 6\

The MAH did not submit new phase 11 fihding PK/PD studies for the current application. The PK data
supporting the dose selection is base inical experience with the 1000 mg dose in prior and ongoing
@and simulation. The initial dose of 300 mg was used to minimize
infusion reactions. A 1000 mg Q as administered 1 week later to increase ofatumumab
i

clinical trials as well as in PK mod
concentrations further duri rst 8-week cycle. Modelling and simulation of the proposed dosing
regimen based on early @ in subjects with CLL indicated that the dosing regimen was expected to
achieve prolonged ee< to plasma concentrations above the target level (>10 pg/mL) in a high
proportion of patle h CLL who were in response after induction therapy. The target level was based
on preclinical (o] |dent|fy the OFA concentrations sufficient to suppress peripheral B-cell recovery
in cynomol %\

(Bleeker$

key as well as suppress tumour cell growth in Daudi tumour-bearing SCID mice

In Study®*OMB112517, subjects with CLL who were in complete response (CR) or partial response (PR)
after induction therapy received ofatumumab using the proposed dosing regimen: 2 doses in the first
cycle (300 mg on Day 1 and 1000 mg on Day 8), then 1000 mg on Day 1 of each 8-week cycle. The PK
parameters estimated in this study are reported in Table 3.
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Table 3: PK parameter estimates from Study OMB112517

Data Source: Table 5.0010. %CVb = between-subject coefiicient of variation Q

a  AUC0-t) = AUC{0-168) for Cycle 1 Week 1, AUC{D-1176) for Cycle 1 Week 2, and AUC{D- yole 4
b. Reported az median (mimimum-masximunm) %

¢.  Wss calculated as V1+V2 for each subject overall and reported under Cycle 4 in the tab

A comparison of PK parameters estimates across groups of patients in
shown in the table below:

Table 4: Ofatumumab Pharmacokinetic Parameters by CR

&

.

versus complete response is

Cycle 1 Week 1 Cycle 1 Week 2 Cycle 4

Parameter n Geometric n Geometric n Geometric Mean

Mean Mean (*%CVb)

(%CVb) (% CVb)

Cmax (ugiml) 219 73.8 (b3) 212 264 (50) 157 275 (1)
Cirough (Lig/mL) - - 218 | 163(254) | 164 9.9(1323)
AUC(0-t) (ugh/mL) | 190 | ©113(38) | 173 | 104013 (43) | 124 122782 (30)
tmax® (hr) 219 | 53(05-236) | 211 | 47(05-90) | 156 [ 4.7(0.5-120.1) )}
CLiot (mL/h) - - - - 124 8.1(50) N
Vss® (L) 224 6027 &
142 (days) - - - - 124 22&

R Patients (Study OMB112517)

Parameter CR [m) Geometric Mean (%CV) P gmtrin Mean (%CV)
Cycle 1 week 1 \

Cmax {ug/mL}) 42 85.8 (2T) W7 T1.47 (72)
AUC (ugimL.hr) 39 T304 (19) O 151 5839 (40)
Cirough (ug/mL) MA BA Q BA MA
Cycle 1 week 2 \

Cmax {ugfmlL}) 40 207 172 256.4 (55)
AUC (ugimL.br) 35 12@) 138 QEE55 (44)
Cirough (ug/mL) 42 2} 176 14.2 (303)
Cycle 4

Cmiax (ug/mL}) 268 200.9 (24) 121 269.8 (33)
AUC (ugémL.hr) 3 & 143074(40) 93 1186878{52)
Cirough (ug/mL) 26 Q 21.6 (471) 128 8.00 (1800)
Source: [Appendix to EMA R -TalMe 5.0020]

MNA — Mot applicable

@QJ

N \Q"
.\0
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Mean Ofatumumab plasma concentration-time curves are shown in Figure 1.
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Figure 2. Mean ofatumumab plasma concentration-time

Ofatumumab PK results from a phase | study (OMB112

Japanese and South Korean subjects with
CLL were consistent with those seen in Western subje@with CLL.

A trend of longer PFS was observed with higher¥ef
Ctrough at certain time points. Univariate a
Cycle 1 Week 1, Cycle 1 Week 2, and

mumab AUC and was also noted with Cmax and
es found that higher Cmax at Cycle 1 Week 1; AUC at

associated with longer PFS. In multivar
Week 2, and Cycle 4 were significa

4; and Ctrough at Cycle 1 Week 2 and Cycle 4 were
alyses, ofatumumab AUC values at Cycle 1 Week 1, Cycle 1
ociated with PFS after adjustment for disease factors that are

known to affect clinical outcome. &

Ofatumumab had a small o& of distribution, consistent with distribution largely in the systemic

circulation. In Study OM 17, the geometric mean Vss value was 6.0 L at Cycle 4 (1000 mg), which
is consistent with Vss @& observed in other studies in CLL.

Population ph

netics

A populatio
subjects
thera

odel has been used to characterize the PK of ofatumumab after intravenous infusion in
LL receiving maintenance ofatumumab every two months after responding to induction

model was revised based on studies in refractory CLL (Study OMB111773/Hx-CD20-406),

rheumatoid arthritis (RA, Study Hx-CD20-403), relapsed/refractory follicular lymphoma (FL, Study Hx-
CD20- 001), and relapsed/refractory CLL (Study Hx-CD20-402).

The population PK dataset from Study OMB112517 included 2192 observations from 224 subjects after

exclusions. A total of 30 observations out of 2222 results were excluded from the final analysis as
anomalous values or due to missing dosing records.

Individual PK parameter values were determined for each subject. Cmax, Ctrough, and tmax values were
based on the observed concentration-time data for each dose in each cycle. AUC(0-T) values were
calculated for each subject by integrating the predicted concentrations over the dosing interval until the
next dose using NONMEM (planned: AUC(0-168 hr) for Cycle 1 Week 1; AUC(0-1176 hr) for Cycle 1 Week

Assessment report
EMA/CHMP/77370/2016

Page 11/88



2; and AUC(0-1344 hr) for Cycle 2 and later). Total clearance (CLtot) for Cycle 4 and later was calculated
based on the AUC(0-T). Steady-state volume of distribution (Vss) was determined by individual post hoc

parameters. Half-life (t¥2) values were determined based on the individual post hoc parameters and CLtot
values using standard equations.

Results and evaluation

The parameter estimates for the previously developed OFA PPK model is given in Table 5. Individual post
hoc parameter estimates are provided in Table 6.

Table 5. Parameter estimates for the population ofatumumab PK model (Study OMBllé?)

:%Q’

Parameter Estimate | %RSE | 95% CI
Fixed effects
CL [mLir] 745 356 £.93 797
Vi [4 326 201 313-339
@ [ml/hr] 222 115 172-272 (
Vz L] 207 3.34 193— N
DOMB [1/{ug/mLehr|] 0.186 103 0149 _
TVBOND [mlLihr] 0.335 71 0.288 W82
BOMDadj_CLL 0.0473 NIA ﬁ
BOUT [1/hr] 0.000963 NIA gé.
BSA effect on GL 1 " &
BSA effect on s 0.814 16 /P .N.555 — 1.07
BSA effect on Wz 0.813 29. E,\\(y 0.341—129
GENM effect on Vs -0.115 -0.17 —0.0603
IGG effect on CL [Lig] 0.0258 R </ | 0.0156-0.035
Inter-individual variability' /NN
e, 0276(52.5%) WM \A02 0221 — 0.331
2%y 0.076 (27 6%) N 161 0.0521 — 0.0993
. 0.229 (47.9%) ( 175 0151 —0.307
poe— 0.608 (78. u? 127 0.456 — 076
Residual va
Tprop 6.88 0.0172 — 0.0226
O2ana 41 28267

All parameters except BONDad) wers fixed to gen
WRSE: percent relative standard error (SE) of the
IV reported as variance estimate (%CV)

1.

Table 6: Summary of Individ
OMB112517)

c ES[II‘I"E.[EB

%
o

wE/parameter esmate * 100; CI:

P

confidence interval

Parameter Geometric mean (%CVb) 95% Cl

CL {mUh) — linear e@ 7.36 (47) 6.94, 781
V(L) M 4 3.7 (22) 36,39

V2 (L) N e 2.1 [48) 20,22

BIN (1/h) \ 224 0.00342 (80 0.00312, 0.00375
%CVh = betwes 1 coefficient of variation

<&

umumab post hoc parameter estimates (Study
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Figure 3. Visual predictive check for ofatumu t cycle 1, dose 1 (Study OMB112517)

Red solid and dotted lines are median, 2.5th \497.5th percentiles for observed data. Red area is the
95% CI around the simulated median. Blue s are the 95% CI around the simulated 2.5th and 97.5th
percentiles. Each dose group has two >top=linear x-axis and bottom=log scale x-axis.

Figure 4. CWRES
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2.4.3. Pharmacodynamics

Mechanism of action
PD has been assessed in terms of CD5+, CD19+, CD20+ and CD23+ counts:

Study OMB112517: In subjects receiving ofatumumab maintenance treatment, the median decreases in
CD5"CD19™ cell counts after the first cycle and prior to the sixth eight-week cycle were 61% and 80%; in
the observation arm, the median changes in CD5"CD19" cell counts at the same time points we
increases of 32% and 1328%.

Study OMB111827/GEN416: In the total group, the median percent reduction in periphér, @od
CD5*CD19" cells was 91% one week after the eighth weekly infusion (Week 8) and 9 &fore the
second monthly infusion (Month 4). In the double refractory group, the median
97% and 94% at Week 8 and Month 4, respectively, while, in the bulky fludara\—r fractory group, the
median percent reduction was 67% and 73% at the same timepoints.

reduction was

120.01
100.07
80.007

60.00 7

Value (GIIL)

40.00

20.00

56

-16
6 Actual Study Day (Weeks)

Q SubjectID === 1 -+ 21 ga8-a J2 23 24
+——+ I e 92 L b e - 34 e O

Figure 5: CD5+CD19+ B-Cell Counts over Time by Subject (Study OMB112758)

Primary and secondary pharmacology
Immunogenicity

Study OMB112517: In the 205 subjects with post-ofatumumab HAHA results one subject tested positive
for HAHA, and 185 subjects had all negative post-ofatumumab HAHA results with at least one
ofatumumab plasma concentration low enough (<200 pg/mL) for the negative HAHA results to be
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considered conclusive. For the subject tested positive for HAHA, at the six-month follow-up visit (titer =
16); samples at all other time points were negative.

Study OMB111827/GEN416: There were no positive results for HAHA in the study using the enzyme-
linked immunosorbent assay (ELISA) method. Post-ofatumumab HAHA results were available for 21
subjects. Of these 21 subjects, 3 subjects were negative for HAHA, and 18 were inconclusive due to the
presence of ofatumumab.

Study OMB112758: There were no detectable anti-ofatumumab antibodies (HAHA) in samples collected
from all ten subjects after the administration of ofatumumab using the G2 MSD ECL assay. Ofatumumab

concentrations were below the drug tolerance of the assay at the time of HAHA sample collection in seven
subjects. 6

)

2.4.4. PK/PD modelling {\%
Not applicable. O
N

2.4.5. Discussion on clinical pharmacology 0

The sponsor did not submit new phase Il dose finding PK/PD studles r the current application. The PK
data supporting the dose selection is based on prior and ongoin I experience with the proposed
doses, preclinical identification of a target level of 10 pg/ml and odeII|ng and simulation. Sparse PK
data has been collected in the pivotal study OMB112517 to @( that the expected exposure levels is
reached.

The clinical pharmacology of ofatumumab in CLL has n prewously well defined. New data presented in
this submission do not alter the understanding of?mumab PK, PD, or immunogenicity. The PK profile
of ofatumumab in CLL patients in partial or céinplete response after induction treatment is generally in
line with what previously reported in other{ing@lications. However, the exposures are somewhat higher
than expected compared to previous s Géﬁin CLL patients, which could be due to reduced contribution
of target- mediated clearance, as the @cts entering this study is in complete or partial response after
induction treatment. The immun@ity is reported as low, and potential contribution of ADA to the
elimination of ofatumumab is xpected to differ from other indications. The previously developed
population PK model reaso Qell predict the PK data in the current population (CLL patients in partial
of complete response aft uction therapy), however some miss specification is present, as the model
slightly, but systematng verestimates the concentrations.

In the submi t data from the pivotal trial, some exposure response correlations have been
identified, and |s a trend for higher efficacy (PFS) in the quartiles with higher exposure (AUC, Cmax
and Ctroug s difficult to know the causality, as efficacy of the drug will result in a decreasing level of
B-cell ill cause decreased ofatumumab CL.

The estirhated concentration levels show a Cmean above the target exposure of 10ug/ml. Although the
probability of attaining a trough concentration of at least 10 pg/mL at steady-state (Cycle 4 and later)
was approximately 50%, there does not seem to be a systematic trend for individual patients to
consistently fall below the target concentration during the entire study period.

It is of course acknowledged that a higher number of B-cells result in a greater component of target-
mediated elimination, faster clearance, and shorter ofatumumab OFA half-life compared to a low B-cell
count setting. This makes the relationship between ofatumumab exposure and clinical response complex,
and the relationship has not been fully characterized. However, the data available does not allow a clear
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identification of a target exposure and a recommendation for dose adjustments at later Cycles or between
PR of CR patients cannot be made.

2.4.6. Conclusions on clinical pharmacology

The dose selection based on preclinical data with ofatumumab, prior experience with rituximab and
ofatumumab as well as population PK modelling and simulation with the existing ofatumumab population-
PK model is acceptable.

2.5. Clinical efficacy 6
>

2.5.1. Dose response studies \\%

No specific dose-finding studies for the maintenance therapy have been conduct discussion on

clinical pharmacology).

2.5.2. Main study

N
O
K(b

OMB112517 (PROLONG) QQ

This was a Phase Ill, open-label, randomized, multiAQ trial of ofatumumab (OFA) maintenance
treatment versus no further treatment in subjects CLL in remission (partial response [PR] or CR)
after at least two lines of induction therapy. Q

Methods 0()
Study participants O6
Inclusion Criteria Q&
Subjects eligible for enrol(%\in the study must meet all of the following criteria:

1. Adults With’@nented diagnosis of CLL based on the modified IWCLL updated NCI-WG

guideliné ek, 2008]
2. Atle bb according to the revised 2008 NCI-WG CLL criteria within 3 months of the response
é’nent after the last dose of 2nd/3rd line treatment

3. anti-leukemic treatment before study entry should have been for at least 3 months or 3
cycles

4. ECOG Performance Status of 0-2

5. Signed written informed consent prior to performing any study-specific procedures.

Exclusion Criteria

Subjects meeting any of the following criteria must not be enrolled in the study:
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1. Known primary or secondary fludarabine-refractory subjects, defined as treatment failure (failure
to achieve a CR or PR) or disease progression within 6 months [Hallek, 2008]

2. Prior maintenance therapy

3. Known transformation of CLL (e.g. Richter’s transformation), prolymphocytic leukemia (PLL), or
CNS involvement of CLL

4. Active Autoimmune Haemolytic Anaemia (AIHA) requiring treatment except if in the opinion of the
investigator it is thought not to affect the subject’'s safety, the conduct of the study or the
interpretation of the data

5. Previous autologous or allogeneic stem cell transplantation 6

@ antiviral

ection with
patitis B (HB)
t HBcAb positive
ive the subject will be

6. Chronic or current active infectious disease requiring systemic antibiotics, antifun

treatment such as, but not limited to, chronic renal infection, chronic ché
bronchiectasis, tuberculosis and active Hepatitis B or C (Positive serology
defined as a positive test for HBsAg. In addition, if negative for H
(regardless of HBsAb status), a HBV DNA test will be performed and |f&"

excluded)
7. Other past or current malignancy (with the exception of basal cell cinoma of the skin or in situ
carcinoma of the cervix or breast) unless the tumour was s fully treated with curative intent

at least 2 years prior to trial entry except if in the opini e investigator it is thought not to
affect the subject’s safety, the conduct of the study orQ rpretation of the data

8. Clinically significant cardiac disease including ur&e ngina, acute myocardial infarction within

6 months prior to screening, congestive heart failuge, and arrhythmia requiring therapy, with the
exception of extra systoles or minor COHdU@‘I abnormalities except if in the opinion of the
investigator it is thought not to affect the subject’s safety, the conduct of the study or the
interpretation of the data

9. History of significant cerebrovazc@ggease or event with symptoms or sequelae

10. Significant concurrent, unc d medical condition that in the opinion of the investigator
contraindicates participati his study

11. Other anti-leukemi ustedlcatlons including glucocorticoids
12. Known HIV posm \
13. Screening I t ry values
& ts<50 x 109/L
utrophils<1.0 x 109/L
Creatlnlne > 1.5 times upper normal limit (unless normal creatinine clearance)

e Total bilirubin > 1.5 times upper normal limit (unless due to liver involvement of CLL or
Gilbert’'s syndrome)

e Alanine Aminotransferase (ALT) > 2.5 times upper normal limit (unless due to liver
involvement of CLL)

e Alkaline phosphatase >2.5 times upper normal limit

14. Known or suspected hypersensitivity to ofatumumab that in the opinion of the investigator or
medical monitor contraindicates study participation
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15. Subjects who have received treatment with any non-marketed drug substance or experimental
therapy within 5-terminal half-lives or 4 weeks whichever is longer prior to first dose of study
medication or currently participating in any other interventional clinical study

Note: Participation in any other interventional clinical study after disease progression during post
PD follow-up is permitted

16. Lactating women, women with a positive pregnancy test at Visit 1 or women (of childbearing
potential) as well as men with partners of childbearing potential, who are not willing to use
adequate contraception from study start through one year following last ofatumumab dose.
Adequate contraception is defined as abstinence, oral hormonal birth control, implants of
levonorgestrel, estrogenic vaginal ring, percutaneous contraceptive patches, intrauterevice,

and male partner sterilization if male partner is sole partner for that subject. For f@es in the

USA, the use of a double barrier method is also considered adequate (condom\@clusive cap
Treatments 0

The study consisted of screening, a Treatment/Obs Phase, and ﬂ)llow—up Phase. Disease status
assessments to determine response or disease progression were pproximately every 8 weeks for
up to 2 years for both arms (per National Cancer Institute [N(@ria) during the Treatment/Obs Phase

plus spermicidal agent).

and to include:

« Physical examination including lymph node examinati@een and liver measurement, and detection
of constitutional symptoms

= Peripheral blood sample evaluation of complete@d count (CBC) and differential (expressed in % and

absolutes).

Subjects in the maintenance arm (Arm A%Qgiven ofatumumab by 1V infusion as follows: first infusion

of 300 mg OFA on Day 1, second inf f 1000 mg OFA on Day 8, followed by infusions of 1000 mg

OFA every 8 weeks for up to 2 ye lor to the start of each ofatumumab infusion, subjects received

acetaminophen, antihistamine, ‘&g cocorticoids for premedication. Dose reductions or modifications of
Qless for subject safety (i.e., due to infusion reactions). If a dose delay

ofatumumab were not permitt
was required for ofatur?éqb or safety (including AEs), dosing may have resumed at physician
discretion and the subjegt@as still considered to be in remission. Subjects in the control Obs arm (Arm

A
B) received no furt e@'ﬂment, which is the current standard of care. The visit schedule was identical
for the ofatumz aintenance and Obs arms.

Subjects andomized to treatment arms A or B as follows:
Arm A:
Ofatumumab:
e 300mg IV Week 1 followed by 1000mg IV on Week 2
e 1000mg IV (1 dose every 8 weeks for up to 2 years following the first 1000 mg dose)
OR
Arm B:

e No further treatment (observation and assessments as per arm A)
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3 6.7 9 11 13 1617 19 21 23 26

I

Randomized FiU every
11 3 months
for 5 yrs

300 mg 1000 mg

CR=complete remission, PR=partial remission Ofatumumab 1 Ofatumumab N 6

Abbreviations: CLL=chronic lymphocytic leukemia; F/U = follow-up; txztherapy%o

Figure 6: Design of Study OMB112517 0\'

Follow-up phase &

Survival and disease status assessments (physical examinati @d evaluation of peripheral blood
samples) was planned to be performed post treatment every s for 5 years after last treatment.

A bone marrow examination is required to confirm CR I months after completion of therapy and
when a subject fulfils the International Workshop for Chrenic Lymphocytic Leukemia (IWCLL) updated
National Cancer Institute-Sponsored Working Grou @—WG) requirements for CR. Previous results may
be used or if not available, a bone marrow exaﬁ
improves to a CR while on study, then a bo \;arrow examination is required to confirm CR at least 2

months after response as per the updated NCI-WG requirements for CR.

ay be done at screening. If a subject’s response

Additionally, CT Scans were required y while on study, including during follow-up, and at disease
progression, whenever that may o

Subjects demonstrating diseaﬁ&ression were supposed to be followed for survival status until study
completion. Follow-up asse eng after disease progression on treatment was planned to assess survival

status, date of next CLL Y, type of therapy and response to therapy.

*
a’ o
Objectives \
The pri a@ jective was to evaluate progression free survival (PFS) of subjects treated with

ofatu maintenance treatment compared to no further treatment after remission induction in
subject h relapsed chronic CLL.

Secondary objectives included the following:

To evaluate the improvement in response, improvement in response time to next CLL treatment and
overall survival in subjects receiving ofatumumab maintenance compared to no further treatment.

To evaluate the PFS after next-line therapy and the time to progression after next line therapy.

To evaluate the safety and tolerability in subjects with CLL receiving ofatumumab maintenance compared
to no further treatment.
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To evaluate the health-related quality of life in subjects with CLL receiving ofatumumab maintenance
compared to no further treatment as assessed by changes in patient reported outcome (PRO) measures
relative to baseline.

To evaluate prognostic marker correlation with clinical response in subjects with CLL receiving
ofatumumab maintenance compared to no further treatment.

To evaluate ofatumumab PK parameters in subjects with CLL receiving maintenance ofatumumab every 2
months.

Outcomes/endpoints 6

*
Table 7: Study Objectives and Endpoints of Study OMB112517 \%
Objectives | Endpoints ,.\
Primary Efficacy =
To evaluate PFS of subjects treated with OFA PFS: defined as the interval between the o\
maintenance treatment compared to no further randomization and the earliest date of di
treatment after remission induction in subjects with progression or death due to any caus@

relapsed chronic CLL @

Secondary Efficacy

To evaluate the improvement in response, time to next | Improvement in response, Dnext treatment
CLL treatment and overall survival in subjects and overall survival
receiving OFA maintenance compared to no further
treatment Q
To evaluate PFS after next-line therapy and time to PFS after n rapy and time to
progression after next-line therapy progressmn a xt line therapy

O\
Safety
To evaluate the safety and tolerability in subjects with Inciﬁ of and number of subjects with grade 3
CLL receiving OFA maintenance compared to no nd fections; incidence, severity of adverse

further treatment N ts, serious adverse events and other safety

< rameters; evaluation of myelosuppression
'gnemia, neutropenia, thrombocytopenia);
frequency of transfusions; incidence of
autoimmune hemolytic anemia (AIHA); human
anti-human antibodies (HAHA); 1gG, IgA, IgM
L\ serum levels

Health Related Quality of Life
To evaluate the health related qualib@e‘ln subjects | Changes in PRO measures; changes in PRO
a

with CLL receiving OFA mainte pared to no scores; improvement of Eastern Cooperative
further treatment as assessed nges in patient Oncology Group (ECOG) performance status
reported outcome (PRO) me elative to baseline

Biomarkers

To evaluate prognosti r correlation with clinical Cytogenetics by fluorescent in-situ hybridization

response in subjects@ L receiving OFA (FISH); immunoglobulin heavy chain variable

maintenance ¢ no further treatment region (IGHV) mutational status; B2

microglobulin; changes in complement levels

P\ - | .

PharmaboKigefics

To eYOFA pharmacokinetic (PK) parametersin | Plasma OFA concentrations

subjectSwith CLL receiving maintenance OFA every 2

months

Sample size
The sample size calculation is based on the primary endpoint, PFS, using the following assumptions:
e Exponential survival curves where the ratio of the hazard rates is constant over time

e Median PFS for the no further treatment group is 28 months
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e Median PFS for the ofatumumab maintenance treatment group is 39.2 months
e A 1l:1 stratified randomization scheme

e A 5% two-sided risk of erroneously claiming a difference in the presence of no true underlying
difference (alpha level)

e An 80% chance of successfully declaring a difference in the presence of a true underlying
difference (power)

e Accrual rate of 12 subjects per month
e Stratified Log-rank test for hypothesis testing

Using the above assumptions, approximately 280 total events from both treatment arms ar, ed for
the study to attain 80% power. With a total sample size of 478 evaluable subjects, thg ration of
the study will be approximately 63.5 months in order to obtain the 280 total events. Aﬁq g a drop-out
rate of 10%, the total sample size for both arms combined will be about 532 and th@ |

study will be approximately 68 months. ®

Randomisation @

duration of the

Subjects were randomized to ofatumumab maintenance versus O s in a 1:1 ratio. Randomization
was stratified based on the following factors: 1) CR or PR at stu Y, 2) number of previous induction
treatments (two vs. three) and 3) type of prior treatme o immunotherapy, only alkylating

monotherapy, or other treatment). \O

Blinding (masking) Q
The design was an open-label study. C},

Statistical methods Ob

Hypotheses

The null and alternative r&&es were designed with the goal of demonstrating the superiority of
ofatumumab maintenanc tment over no further treatment after remission induction in subjects with

relapsed chronic Clk. lowing hypotheses were to be evaluated:

HO: Distributiqrt curves for the ofatumumab maintenance treatment and for the no further
treatment gro Xe the same (HR is equal to 1).

H1: Distti @1 of the PFS curves for the ofatumumab maintenance treatment and for the no further
treat oups are not the same (HR is not equal to 1).

Analysis Populations

The following analysis populations were defined for this study:

e Intent-to-Treat (ITT) population: all subjects randomized in the study; subjects were grouped based
on randomized arm regardless of which treatment they received

e Safety population: all randomized subjects; used for safety analyses; subjects were grouped based
on treatment received regardless of how they were randomized
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e Per Protocol (PP) population: all randomized subjects excluding those with major protocol deviations
that impacted efficacy

e PK population: of all subjects in the ITT population for whom a PK sample was obtained and analysed.

Planned Analyses

The analysis of the primary endpoint was planned when the total number of events (280 PFS
events/deaths) was reached in the study. An additional analysis was planned to be performed after all
patients had completed follow-up or had been withdrawn.

The final analysis of PFS was planned to be tested based on a two-sided test with a significan
0.0498. The survival distributions should be estimated using Kaplan-Meier survival curves a|
using a stratified log-rank test. In addition to the stratified log-rank test based on,t
procedure, a Cox regression model should be used and include covariates for treat stratification
factors, and other baseline data deemed appropriate (i.e. cytogenetics at baselj gVH mutational

status at baseline, B2-microglobulin at baseline, baseline CD20 and baseline co emgent level).

Subgroup analyses 0

Summary tables for PFS would be provided by the baseline stratificatio fa@s. Other subgroups of
interest include age (<70 vs 270), gender, race, RAI/Binet Stage, E (0-1 vs 2), baseline
cytogenetics, cytogenetics at relapse, prognostic factors (Beta-2 pij obulin, IgVh status), baseline
lymphocyte count and MRD status.

Sensitivity analyses \OQ

Three sensitivity analyses of PFS were planned:
e Using the IRC response data as opposed t@ng investigator assessment of response.

e Using the investigator response dat@ e events of progression determined by CT scan will be
included in the analysis.

e Using sensitivity data gen Qby the IRC where CT scan data was used to determine

progression. &

ere based on IWCLL updated NCI-WG CLL criteria, with primary
igator assessment and IRC assessments used for sensitivity analyses. The
or all efficacy endpoint analyses.

Efficacy Analyses

Assessments of disease s
assessments based o
ITT population wa

The investigat@essment of response was used for the primary analysis of PFS, defined as the interval
from ran o@ n until disease progression or death. The length of the PFS interval was calculated
from the of randomization to the date of death or PD, whichever occurred first. Events of disease
progression determined by CT scan were excluded from the primary analysis (but were included in a
sensitivity analysis of PFS). The algorithm for whether or not a subject was classified as progressed or
censored is presented in OMB112517 RAP Section 11.1. PFS was estimated using Kaplan-Meier survival
curves and compared between arms with a stratified log-rank test using pre-specified baseline
stratification factors: 1) CR or PR at study entry, 2) number of previous induction treatments (two vs.
three) and 3) type of prior treatment (chemoimmunotherapy, only alkylating monotherapy, or other).
The Pike estimator of the treatment hazard ratio (HR) and 95% confidence intervals (CI) for the HR were
also provided. Kaplan-Meier plots, median times to PFS, and first and third quartiles were presented along
with 95% Cls and associated probabilities for the effect of treatment, stratification factors, and the
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covariates. The HR for treatment expressed the risk of experiencing disease progression or death for the
OFA maintenance arm versus Obs.

A PP sensitivity analysis of PFS was not done as PP and ITT populations differed by <10%. Three other
planned sensitivity analyses of PFS were performed. Concordance between investigator and IRC
assessments of progression was evaluated for both arms based on percent agreement. The number and
percentage of subjects with investigator-assessed progression during the Treatment/Obs Phase and
follow-up was summarized for both arms.

Subgroup analyses of investigator-assessed PFS were conducted using a log-rank test: Response at entry
(CR, PR); Number of previous induction therapies (two, three); Type of prior treatment

(chemoimmunotherapy, only alkylating therapy, other); Age (<70, =270); Gender (male, female ce
(White, non-White); Modified Rai stage at screening (low risk, intermediate risk, high risk); B@ Stage
at screening (A, B, C); Baseline cytogenetics with 20% cut-off (17p-, 119-, 6g- or 12q d¥ , no

aberration); Baseline cytogenetics with 12% cut-off; Cytogenetics at relapse with 20% eut-off;
Cytogenetics at relapse with 12% cut-off; Baseline MRD status (negative, positive O

Results @0\'
<

Participant flow

Table 8 : Subject Disposition (ITT Population) for Study O 517

Phase/Status Q Obs Total
238 (N=236) (N=474)

Treatment/Obs Phase Status, n (%) \

Ongoing P 77 (32) 71 (30) 148 (31)

Completed O 128 (54) 150 (64) 278 (59)

Discontinued Treatment/Obs2 33(14) 15 (6) 48 (10)

Primary® Reason for Discontinuation During Tr€atment/Obs

Phasec, n (%)

Adverse Event 0 20 (8) 3(1) 23 (5)

Protocol Deviation 6 1(<1)9 0 1(<1)

Lost to Follow-Up () 0 1(<1) 1(<1)

Physician Decision Q 5(2) 5(2) 10 2)

Withdrawal by Subject Q 7(3) 6 (3) 13(3)
Follow-up Status, n (%)

Ongoing (b\ 189 (79) 182 (77) 371 (78)
Follow-up ¢ 42 (18) 23 (10) 65 (14)
Survival FO||0W-l€)\ 70 (29) 88 (37) 158 (33)

Completede \ 32 (13) 34 (14) 66 (14)

Withdrawn éjdy 17 (7) 20 (8) 37 (8)

Primar Fé’on for Study Withdrawalf, n (%)

A@vent 0 0 0

LostYe follow-up 2(<1) 1(<1) 3(<1)
Physician decision 4(2) 2 (<1) 6 (1)
Withdrawn consent by subject 11 (5) 17 (7) 28 (6)

All subjects in the “completed” category had died.
Subjects may have only primary reason for withdrawal.

@ oooow

Subjects discontinued prior to completing 24 months in the Treatment/Obs Phase.

Subjects may have only one primary reason for study withdrawal and treatment discontinuation.
No subjects discontinued treatment due to disease progression as the primary reason.

Survival follow-up for subjects after disease progression or after start of subsequent CLL therapy.

within 3 months of the response assessment after the last dose of second- or third-line treatment.

Subject 679 had a protocol deviation of not meeting inclusion criterion of at least PR per revised 2008 NCI-WG CLL criteria
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Recruitment

The study was conducted in 130 sites within 24 counties. The 474 subjects were enrolled at 130 centres
in 24 countries. Countries that enrolled the greatest number of subjects included Poland (42 subjects),
Israel (39 subjects), Russia (39 subjects), the Netherlands (37 subjects), and the US (35 subjects).

The initiation date of the trial was 6 May 2010 and the data cut-off date was 19 June 2014. The MAH also

submitted an update with a data cut-off date of 28 February 2015.

Conduct of the study

The original protocol, finalized on 14 July 2009, was amended 5 times. None of the amen
implemented for safety concerns and recruitment was not held between amendments. .

Table 9: Protocol amendments for study OMB112517

<

hmen:ment Date Summary of Amendment
NA 14-JUL-2009 | Original N
Amendment No. 01; Addition of baseline mi@tdual
i 11-NOV-2009 | disease (MRD), exploratory endpoints, ressive disease
PRO questionnaires and clanficationsi=y \
1 Amendment No. 01 (Republished) AQ&#0n of baseline MRD,
(Republished) 20-NOV-2009 | exploratory endpoints, post- pn disease Patient
Reported Outcomes (PRO) naires and clanfications
Amendment No. 02: Ad y name and clanhcations,
< 21-MAY-2010 | 1o gified inclusion/exgugion'criteria
Amendment No. 03 try specific amendment: At the
3 07-FEB-2013 | request of the Fre gulatory agency related information from
the Study P, res Manual was added info Section 6.4 6
4 17-DEC-2013 AmendmegNild. 04: Food and Drug Administration request for
' patitis B Virus information and protocol clanfications
nt No. 05: As the significance level was met at the
5 26-AUG-2014 analysis of efficacy, further enrollment in the study will be
¥continued

3. This version of the pm«%&xent to study sites and was republished pnor to sending to study sites

ions (ITT Population - Study OMB112517)

Table 10: Protocgl @

. OFA Obs Total
Devation Cat CQ)\ (N=238) (N=236) | (N=474)
(%) 193 (81) 174 (73) 367 (77)
h did not require exclusion 192 (81) 173 (73) 365 (77)
lation, n (%)

y criteria not met 6 (3) 6 (3) 12 (3)
AsseSsments and/or procedures 176 (74) 161 (68) 337 (71)
Received wrong treatment or incorrect dose 12 (5) 0 12 (3)
Visit, assessment or time point window 102 (43) 94 (40) 196 (41)
Other protocol deviation category 31 (13) 19 (8) 50 (11)

Deviations which required exclusion from PP 5(2) 8 (3) 13 (3)2
population, n (%)
Eligibility criteria not met 3(1) 0 3(<1)
Other protocol deviation category 4 (2) 8 (3) 12 (3)

Data Source: [Table 1.1319

Note: Subjects with multiple protocol deviations were counted in more than one row.
a. Some subjects had >1 PP deviation and are listed in more than one category
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Baseline data

Demographics

Table 11: Demographic Characteristics (I1TT Population - Study OMB112517)

OFA Obs Total
(N=238) (N=236) (N=474)
Age, years?
Median (min-max) 64.0 (33-86) 65.0 (39-87) 64.5 (33-87)
<70, n (%) 168 (71) 162 (69) 330 (7
>70, n (%) 70 (29) 74 (31) 144 3
>75, n (%) 40 (17) 35 (15)
Sex, n (%) M
Female 77(32) 77(33) {\154
Male 161 (68) 159 (67) \Q 320 ( 8)
Ethnicity, n (%)
Hispanic/Latino 14 (6) 8 % 32 (7)
Not Hispanic/Latino 224 (94) !@ 441 (93)
MissingP 0 1 1(<1)
Race, n (%) \
African American/African Heritage 3(1) Qb (<1) 5(1)
American Indian or Alaska Native Q 1(<1) 1(<1)
Asian 8 (3) Q 4(2) 12 (3)
Central/South Asian Heritage 4 O 2 (<1) 6 (1)
Japanese/East Asian Heritage/South East Asian 4(2 2(<1) 6 (1)
Heritage 9
Native Hawaiian or Other Pacific Islander Q 1(<1) 1(<1)
White \ 226 (95) 227 (96) 453 (96)
African American/African Heritage & White C) 1(<1) 0 1(<1)
Missing® N 0 1(<1) 1(<1)
Abbreviations: max=maximum; min=minimum. @V
a. Age was calculated from birth date to screen; years.
b.  Subject 1484 was enrolled in The Netherl
Table 12: Actual StratifiqatiQactors (ITT Population - Study OMB112517)
OFA Obs? Total
00 (N=238) (N=236) (N=474)
Response at Entry, ‘(@'
CR C) 45 (19) 46 (19) 91 (19)
6\ 193 (81) 189 (80) 382 (81)
M|55|ng P 0 1(<1) 1(<1)
Number ous Induction Treatments, n (%)
1 0 1(<1)p 1(<1)
2 168 (71) 166 (70) 334 (70)
3 66 (28) 62 (26) 128 (27)
4 3(1)p 7(3)p 10 (2)
5 1(<1)P 0 1(<1)
Type of Most Recent Prior Treatment, n (%)
Chemoimmunotherapy 191 (80) 189 (80) 380 (80)
Only Alkylating Monotherapy 14 (6) 9(4) 23 (5)
Other Prior Treatment 33(14) 38 (16) 71 (15)

Abbreviations: CR=complete response; PR=partial response.
a.
b.

One subject in the Obs arm did not have data available for all of the covariates.
Subjects that had received 1, 4, or 5 prior induction treatments met criteria for major protocol deviations.
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Table 13: Disease Characteristics at Screening (ITT Population- Study OMB112517)

OFA Obs Total
(N=238) (N=236) (N=474)
Modified Rai Stage, n (%)
Low Risk (Stage 0) 68 (29) 85 (36) 1563 (32)
Intermediate (Stage |, 1) 80 (34) 70 (30) 150 (32)
High Risk (Stage IlI, IV) 36 (15) 36 (15) 72 (15)
Unknown 46 (19) 40 (17) 86 (18)
Missing 8 (3) 5(2) 13 (3)
Binet Stage, n (%)
A 123 (52) 134 (57) @
B 54 (23) 38 (16) @
c 33 (14) 42 (18)
Unknown 20 (8) 16 (7) (B}
Missing 8 (3) 6 (3) 14 (3)
Lymphocytes, 10%/L
n 236 231 s& N 467
Median (min-max) 1.1 (0-43) 0.9 (04 1.0 (0-46)
Neutrophils, 10%/L
n 236 467
Median (min-max) 2.4 (0-11) Aﬁ’s (0-11) 2.5 (0-11)
B-Symptoms® w
n 238 236 474
With No B-symptoms, n (%) 223 (94) g 222 (94) 445 (94)
With =1 B-symptoms, n (%) 15 (6) A\ 14 (6) 29 (B)

[Data Source: OMB112517 CSR Table 1.4120], [OMB112517

Abbreviations: max=maximum; min=minimum.

Note: n=number of subjects with values at the specified an@
extreme fatigue.

a. B-symptoms include fever, night sweats, welghtl

Baseline Prognostic Markers

ble 1.4130], [OMB112517 CSR Table 2.2040]
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Table 15: Prognostic Markers at Baseline (ITT Population - Study OMB112517)

OFA Obs Total
(N=238) (N=236) (N=474)

Baseline Cytogenetics (20% Cut-Off), n (%)

11q Deletion 11 (5) 9(4) 20 (4)

17p Deletion 7(3) 4(2) 11 (2)

6q Deletion or 12q Trisomy or 13q Deletion 33(14) 12 (5) 45(9)

No Aberration 165 (69) 178 (75) 343 (72)

Missing 22 (9) 33 (14) 55 (12)
Baseline Cytogenetics (12% Cut-Off), n (%)

11q Deletion 15 (6) 12 (5) 27 (6)

17p Deletion 7(3) 4(2) 112 6

6q Deletion or 12q Trisomy or 13q Deletion 44 (18) 16 (7) 60

No Aberration 150 (63) 171 (72) ‘ )

Missing 22 (9) 33(14) 12)
B2 Microglobulin Group, n (%) O 1}

<3500 pg/L 157 (66) 163 6 320 (68)

>3500 pg/L 79 (33) 147 (31)

Missing 2 (<1) 7(1)
IGHV Mutational Status, n (%) (

Mutated <98% 47 (20) 66 (29) 113 (24)

Unmutated >98% 129 (54) 6\108 (46) 237 (50)

Not availablea Q 1(<1) 4(<1)

Missing 59 25 ,{\ 61 (26) 120 (25)
IGHV Homology, n (%)

97%-98% 9 (}\ 5(2) 14 (3)

<97% 16) 60 (25) 98 (21)

>98% Q\ (54) 108 (46) 237 (50)

Missing \ 62 (26) 63 (27) 125 (26)
V13-21 Usage, n (%) C)

Yes 5(2) 7(3) 12 (3)

No 233 (98) 229 (97) 462 (97)

Prior Anti-Cancer Therap5®\
. Q
e

Table 14: Priows /

Abbreviations: IGHV=immunoglobulin heavy chai& region.
a. The electronic case report form (eCRF) inﬁ that the value was “not available”.

tigCancer Therapy (ITT Population - Study OMB112517)

OFA (N=238) Obs (N=236) Total (N=474)
d Therapy, n (%)
1(<1) 3(1) 4 (<1)
(%)
51 (21) 40 (17) 91 (19)
Monotherapy 13 (5) 7(3) 20 (4)
Combination Therapy — Other 6 (3) 5(2) 11 (2)
Combination  Therapy with  Monoclonal | 32 (13) 28 (12) 60 (13)
Antibody but No Purine Analog
Bendamustine-Based Therapy, n (%)
Any Therapy 47 (20) 50 (21) 97 (20)
Monotherapy 1(<1) 2 (<1) 3(<1)
Combination Therapy 46 (19) 48 (20) 94 (20)
Fludarabine-Based Therapy, n (%)
Any Therapy 127 (53) 136 (58) 263 (55)
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OFA (N=238) Obs (N=236) Total (N=474)

Monotherapy 4(2) 5(2) 9(2)

Combination Therapy 123 (52) 131 (56) 254 (54)
Other Therapeutic Agents, n (%)

Monotherapy 0 1(<1) 1(<1)
Rituximab-Based Therapy?, n (%)

Any Therapy 11 (5) 6 (3) 17 (4)

Monotherapy 2 (<1) 1(<1) 3(<1)

Combination Therapy 9(4) 5(2) 14 (3)
Investigational Agents, n (%)

Monotherapy 1(<1) 0 1(<1)
a.  Subjects who received fludarabine, cyclophosphamide, rituximab (FCR) are not necessarily counted under rituximab-based 6

therapy. @
Table 15: Types of Most Recent Prior Chemoimmunotherapy (ITT Populatlon \I
OMB112517)

Most Recent Type of Prior Chemoimmunotherapy OFA O v Total
Best Response (PR or CR) (N=238) ( ) (N=474)

Any Chemoimmunotherapy 191 380

BR Q}
n (%) 46 (24) 47 (25) 93 (24)
CR, n/N (%) 12/46 13/47 (28) 25/93 (27)
PR, NN (%) @ 34/47 (72) 68/93 (73)
Missing 0 0

FCR \9
n (%) 0 (52) 103 (54) 203 (53)
CR, n/N (%) O 271100 (27) 23/103 (22) 50/203 (25)
PR, n/N (%) Q 73/100 (73) 79/103 (77) 152/203 (75)
Missing - 0 1(<1) 1(<1)

FR
n (%) QC) 4(2) 5(3) 9(2)
CR, n/N (%) G 1/4 (25) 2/5 (40) 3/9 (33)
PR, n/N (%) 314 (75) 3/5 (60) 6/9 (67)
Missing A(O 0 0 0

Other Q‘
n (%) \ 28 (15) 23 (12) 51 (13)
CR, n/N (%) (b 1/28 (4) 423 (17) 5/51 (10)
PR, n/N (%) . Q 27128 (96) 19/23 (83) 46/51 (90)
Missing Fad 0 0 0

R-CVP \\J
n (%) 13(7) 11(6) 24 (6)
CR, IN(A7) 3/13 (23) 1/11 (9) 4124 (17)
PR, 10/13 (77) 10/11 (92) 20/24 (83)
Missi 0 0 0

Abbreviations: BR=bendamustine and rituximab; CR=complete response; FCR= fludarabine, cyclophosphamide, rituximab; FR=fludarabine

and rituximab; n/N=number of subjects that received the type of chemoimmunotherapy with PR or CR; PR=partial response; R-CVP=rituximab,
cyclophosphamide, vincristine and prednisolone.

Numbers analysed
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Table 16: Study Populations Study OMB112517 (Randomized Population - Study OMB112517)

Study Populations OFA Obs Total

(N=238) (N=236) (N=474)
Intent-to-treat (ITT) populationa 238 236 474
Safety populationb 237 237 474
Per-protocol population® 233 228 461
OFA PK population? 225 NA 225
Data Source: [Table 1.001(

a.  Includes all randomized subjects. Subjects were grouped based on the randomized treatment regardless of
which treatment was actually received.
b.  Includes all randomized subjects but subjects were grouped based on the actual treatment received
¢ Includes all randomized subjects excluding those with major protocol deviations
d. Subjects in the ITT population for whom a PK sample was obtained and analyzed. @

N

<
Outcomes and estimation &
Primary endpoint - Progression-Free Survival Assessed by Investigator O

Table 17: Kaplan-Meier Estimates of Investigator-assessed PFS (ITT Pc@on — Study
OMB112517) — (Original: data cut-off of 19 June 2014- Update: Data‘cb(- T 28 February 2015)

Original submission Efficacy update
OFA Obs %A Obs
(N=238) {N=236) ( {N=240) {N=240)
Subject Classification, n [%) v
Progressed or died (event) 78(33) 120 (EQ 87 (36) 137 (57)
Death 4(2) Q‘ 4(2) 6 (3)
Progression 74 (31) g9) 83 (35) 131 (55)
Censored, last adequate assessment (LAA) 140 (59) \ (46) 122 (51) 85 (35)
Censored, LAA before or on anti-cancer 18 (8) 4 (2) 27 (11) 14 ()
therapy ° c>
CEHSOFEH, LAaA before pmgnession & 1 I{"iQ 4] 1 [‘:1} 0
Censored, randomization d P ) 31 1(=1) 4 (2)
Estimates for PFS (Months) ® q-g
1st Quariile (95% Cl) \} 24 508 16.82 508
(91,22.11) | (437, 7.68) | (11.96,2234) | (450, 7.69)
Median (95% CI) b 29.44 15.24 32.85 16.76
O (26.18, 34.17) | (11.79, 18.76) | (28.58, 38.08) | (13.01, 22.28)
3rd Quartile (95% CI) \ 38.08 31.47 NR 3716
. (34.17, NE} (2786, NE) {39.10, NE) (28.35 NE)
Adjusted HR Estimate T (959 Q 0.50 (0.358,0.66) 0.49 (037, D.63)
Stratified Log-Rank P-Valuef 2\ <0.0001 <0.0001

Source: [Appendix tooEI&\eYsponse—Tahle 2.0010]

Abbreviations: LAA= equate assessment; Cl=confidence interval, NE=not estimable; NR=not reached
Subjects alive arnd ssion-free, censored at LAA.

Subjects took a therapy prior to documented progression, censored at LAA.

Ewent (FPD or curred after 2 or more missed visits, censored at LAA_

Mo disease ent after randomization.

Confide als estimated using the Broockmeyer Crowley method.

obtained using the Pike estimator. A hazard ratio =1 indicates a lower risk with OF A
mai compared with Obs.
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Figure 8: Kaplan-Meier Estimates of Investigator-assessed PFS @T Population - Study
OMB112517) — Update (Data cut-off 28 February 2015) @
Sensitivity Analyses of PFS é
Favors Ofaturmumab ‘\?drs Observation | HR  P-Value

+ 0.500 <.0001

Primary Analysis (N=474) | B 1

Sensitivity Analysis 1 (N=474) - I—.—I\'{> | 0582 <0001

QC)

Sensitivity Analysis 2 (N=474) L 0.549 <0001

Sensitivity Analysis 3 (N=474) | \ 2 | B | L 0661 0.0021

T T T T T T T
- @ 0.25 0.50 075 1.00 125 1.50 175 2.00
\ Hazard Ratio (95% CI)

[Data Source: OMB11. r@gure 12.0100].

Abbreviations: Cl=conji interval; HR=hazard ratio; IRC=Independent Review Committee; progression-free survival (PFS).

Note: For sensitivi of PFS, the censoring rules used for both treatment arms were the same as those used for the primary endpoint analysis of PFS.
Primary Analysis: igator-Assessed PFS

Sensitivity Analysi vestigator-assessed PFS including events determined by CT scan IRC-assessed PFS

152: IRC-assessed PFS

Sensitivity AhglySis 3: IRC sensitivity analysis with CT scan assessed PFS
Note: HRs obtained using the Pike estimator. HR <1 indicates a lower risk with OFA maintenance compared with Obs.

Figure 9: Forest Plot of Hazard Ratios from Sensitivity Analyses of PFS (ITT Population - Study
OMB112517)
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Favors Ofatumumab Fawors Cbsenalion | HR  P-Value
Primary Analysis (N=480) 1 IR 1 | 0486 <0001
Sensitivity Analysis 1 (N=480) N L 0581 <0001
Sensitivity Analyzis 2 (M=480) 1 I_._| I 0.540 <D0
Sensitivity Analysis 3 (N=480) — — L ng30 egm%@
0.oa 1. ] a.eq a.7s oo 138 .80 LT 200 &\
Hazard Ratio (95% Cl) O
Source: [Appendix to EMA Response-Figure 12.0100] Q
Primary Analysis: Investigator-Assessed PFS
Sensitivity Analysis 1: Investigator-Assessed PFS including events determined by CT scal ssessed PFS

Sensitivity Analysis 2: Independent review commitiee (IRC)-Assessed PFS
Sensifivity Analysis 3; IRC sensitivity analysis with CT scan assessed PF3
HRs are ohiained using the Pike estimator. HR=1 indicates a lower risk with OFA mgintenance vs. Obs.

Figure 10: Forest Plot of Hazard Ratios and 95%b Cls for PF @smvity Analyses (ITT
Population - Study OMB112517) — Update (Data cut-off %ruary 2015)

PFS Assessed by IRC é

Median PFS based on IRC assessment of progrex OFA maintenance: 30.36 months, Obs:
14.75 months, p<0.001) was consistent with the invgstigator-assessed analysis of PFS. The HR for the
updated sensitivity analysis (data cut-off 28 Febru 15) of 0.55 (95% C1=0.42, 0.72; p<0.001) was
comparable with the primary analysis and Was% ically significant.

a -
100 I‘H:, U """""" Ofatumumab
. '—xr ...... i, © = == Observation
] h
80 "\1 b N7 g,
- Wy
70 '.1I+ t 'l'l--l-l"-l-ll-q...“\__l__..' -
60 ~ “ay Hy
\ l"ll-l- . By ... hl-
50 N Ny Hpy 411

Ofatumumab: Median=30.26

:E . ‘\Q :_I}-Iq"”'""“ﬂll
6\0

10

o
H- LT 14y .m Observation: Median=14.75
T
I3

Estimated Probability (%)

HR=0.55; 95%=CI 0.42, 0.72; p<0.0001

0 ] 10 15 20 25 30

Time from Randomization (Months)

Number of Subjects at Risk:
Ofatumumab 238 181 140 106 79 51 26
Observation 236 154 100 65 45 23 12

[Data Source: OMB112517 CSR Figure 12.0040].
Abbreviations: Cl=confidence interval; HR=hazard ratio.

Figure 11: Kaplan-Meier Estimates of IRC-Assessed PFS (ITT Population - Study OMB112517)
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Table 18: IRC-Assessed Kaplan-Meier Estimates of PFS (ITT Population - Study OMB112517) —
Update (Original: data cut-off of 19 June 2014- Update: Data cut-off 28 February 2015)

Criginal submission Efficacy update
COFA Obs OFA Cbs
(N=238) (N=236) (N=240) (N=240)

Subject Classification, n (%)

Progressed or died (event) 85 (36) 119 (50) 86 (36) 121 (50)
Death 4(2) 4(2) 4(2) 6 (3)
Progression 81 (34) 115 (49) 82 (34) 115 (48)

Censored, LAA® 138 (58) 106 (45) 124 (52) 94 (39)

Censored, LAA before or on anti-

cancer therapy® 13 (3) 8(3) 26 (11) 21(9)

Censored, LAA before progression® 1 (=1) 0 1 (=1) 1]

Censored, randomization® 1 (=1} 3 (1) 1 (=1) 4(2) 6

Estimates for PFS (Months)® @

1st Quartile {(25% Cl) 12.91 5.98 13.63 3

(B.11, 18.00) (437, 7.66) (10.35, 21.03) Y4 Sy 82

Median (95% CI) 30.36 14.75 35.58 ]

(25.30, 35.58) {11.30, 21.19) {29.70, NE) ‘ .01,24.02)
3rd Quartile (95% CI) 38.08 3745 NE
(35.58, NE) (24.28, NE) NE (NE, RgN\™ 27 15_nE,)

Adjusted HR Estimate’ (95% CI) 0.55 (0.42,0.72) M.dl 0.72)

Stratified Log-Rank P-Value =0.0001 =0.0001

Source: [Appendix to EMA Response-Table 2.1010] (&'

Abbreviafions: LAA=last adequate assessment; Cl=confidence inferval, NE=not @stim3hle; Obs=0bservational;

OFA=COfatumumalb

¥  Subjects alive and progression-free, censored at LAA.

% Subjects took alternative therapy prior to documented progression, cej at LAA.

% Ewvent (PD or death) occurred after 2 or more missed visits, censoregd

? Mo disease assessment after randomization.

? Confidence Internvals estimated using the Brookmeyer Crowley paeiNod.

Hazard rafios are obfained using the Pike estimator. A h atid)<1 indicates a lower risk with OFA
maintenance compared with Obs.

g

Table 19: Comparison of Investigator-Assess@ IRC PFS Timings (ITT Population - Study

OMB112517)
Assessment, n (%) \ OFA Obs
’ L (N=238) (N=236)
PFS Events (Progression or Death) by IROA\NJ® 85 (36) 119 (50)
PFS Events (Progression or Death) by ator 78 (33) 120 (51)
PFS Events by Both IRC and Investi 67 (28) 111 (47)
IRC PFS Events Complete Agree ith Investigator 33(14) 59 (25)
IRC PFS Events Earlier by Inyestiyator 26 (11) 44 (19)
IRC PFS Events Later by | i 8 (3) 8 (3)
PFS Censored by IRC 153 (64) 117 (50)
PFS Censored by In@or 160 (67) 116 (49)
PFS Censored by Both IRC and Investigator 142 (60) 108 (46)
IRC PFS Cen omplete Agreement with Investigator 142 (60) 108 (46)
IRCPFS C Earlier by Investigator 0 0
IRC P red Later by Investigator 0 0
Abbrevi =computed tomography; IRC=Independent Review Committee, PFS=progression-free survival.

Note: Investigator-assessed PFS without CT scan (primary analysis) was compared to IRC without CT scan

(sensitivity analysis).

PFS with Events Based on CT Scans Included

Investigator-assessed PFS replacing palpated measurements of lymph nodes and organs with CT scan
measurements (ofatumumab maintenance: 24.54 months, observation: 12.98 months) resulted in
marginally shorter PFS than the primary endpoint of investigator-assessed PFS. The HR for the updated
sensitivity analysis of 0.58 (95% CI1=0.45, 0.75; p<0.0001).
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PFS with IRC Sensitivity Scans

This sensitivity analysis was conducted using data generated by the IRC, where palpitation was replaced
with CT scans to determine progression. The updated analysis resulted in a shorter PFS than the primary
endpoint (ofatumumab maintenance: 23.69 months, observation: 13.54 months). The HR for this
sensitivity analysis of 0.66 (95% CI1=0.50, 0.87; p=0.0021)

PFS During Follow-Up

At the time of the data cut-off of 19 June 2014, 99 subjects had completed 2 years in the Treatment/Obs
Phase, and the proportion of subjects that had progression at that time was similar between arms
(ofatumumab maintenance: 32%, observation: 33%). The number of subjects included in this ysis
was based on exposure data for the ofatumumab maintenance arm and based on visit data f

observation arm. . %

PFS at One Year \

Two subjects had only 1 year of dosing, therefore, comparison of PFS with subje@pleting the
protocol-defined 2 years of dosing is not meaningful. 0

Secondary Efficacy Results

Response rate

All subjects were in remission at study entry; therefore, imprg in response during the study could

only occur in those subjects who were in PR at baseli @ ofatumumab maintenance: 193 subjects,
observation: 189 subjects). At the time of the data CU:S{ only a small proportion of subjects in either
arm had an improvement in response from PR to@ during the course of the study (ofatumumab

maintenance: 6% [11/193], observation: 1% [2/ . However, confirmatory bone marrow biopsy after
screening was obtained in only 7% of the sut@&i

Overall Survival E 0

Table 20: Kaplan-Meier Estima‘\an Overall Survival (ITT Population - Study OMB112517) —
Update (Original: data cut- \19 June 2014- Update: Data cut-off 28 February 2015)

Original submission Efficacy update
“OFA Obs OFA Obs
A@' [N=238) (N=236) (N=240) (N=240)
Subject Classification, @i, *
Ewvent . C) 32013) 34 (14) 51 (21) 42 (18)
Death 32(13) 34 (14) 51 (1) 42 (18)
Censored, last cf date 206 (87) 202 (86) 189 (79) 198 (83)
837 31.61 36.86 33.02
(25.07, NE) (28.02, 35.55) (29.67,43.27) (28.80, NE)
Median (95% CI) NR MR (35.55, NE) | 53.55 (44.16, NE) NR
3rd Quartile (95% CI) NR MR NR (53.55, NE) MR
Adjusted HR Estimate (95% CI) © 0.85 (052, 1.37) 1.08 (0.72, 1.62)
Stratified Log-Rank P-value 04877 07206
Source: [Appendix to EMA Response-Table 2.1110]
Abbreviations: Cl=confidence interval; NE=not estimable; NR=Mot reached
a. Confidence Intervals estimated using the Brookmeyer Crowley method.
h. Hazard ratios are obtained using the Pike estimator. A hazard ratio =1 indicates a lower risk with OFA
maintenance compared with Obs.
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Table 21: Kaplan-Meier Estimates of Overall Survival Q/
Population - Study OMB112517) — Update: Data cu

40

(1]

44
3B

(=] =]

: \&\

S&y OMB112517) — Update

H Mutational Status (ITT

8 February 2015

Efficacy update

O OFA Obs
{N=240) (N=240)

Subjects with Mutated IgVH < N 54 (23) T4 (31)

Subject Classification, n (%) \

Ewvent b 5(9) a8(11)
Death C) 5 (9) 8(11)

Censored, last contact date 0 49 (91) 66 (89)

Estimates for 0OS (Months)® 6

1st Quariile (95% CI) 4376 (3686, NE) NR (31.61, NE)

Median (95% CI) 0 43.76 (43.76, NE) NR

3rd Quartile (95% CI) & NR (4376, NE) MR

Adjusted HR Estimate (95% CI1)° 0.78 (026, 2.34)

Subjects with Unknown Ig\WH St 4T (20) 50 (21)

Subject Classification, n (% ‘\

Event éb 3 (B) g (18)
Death . 3 (6) 9(18)

Censored, last conta 44 (94) 41 (82)

Estimates for Og ( i

1st Quariile (2 MR 35.06 (23.75, NE)

Median (95% NR NR (37.16, NE)

Estimates for OS5 (Months)®

3rd Quartil n NR (43.756, NE) MR
i imate (95% CI1)° 0.53 (D17, 1.71)
UnMutated lgVH 139 (58) 116 (48)
ssification, n (%)
43 (31) 25 (22)
Death 43 (31) 25 (22)
Censored, last confact date 96 (B69) 91 {T78)

1st Quartile (95% CI)
Median (95% CI)
3rd Quartile (95% CI)

24 07 (21.26, 35.68)
44.16 (37.98, NE)
53 55 (53.55, NE)

2973 (24.51, 35.55)
NR (35.55, NE)
MR

Adjusted HR Estimate (95% CI)°

116 (D.71. 1.88)

Source: [Appendix to EMA Responsae-Tahle 2 4412]
Abbreviations: Cl=confidence interval; NE=not estimable; NR=Mot reached
a. Confidence Intervals estimated using the Brookmeyer Crowley method.

b
maintenance compared with Obs.

Hazard ratios are obtained using the Pike estimator. A hazard ratio <=1 indicates a lower risk with OFA
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Figure 14: Summary of Kaplan-Meier Estimates of Overall Survival @g H Mutational Status
(ITT Population - Study OMB112517) — Update (Data cut-off 28 Fe%ry 2015)

q@&

(ITT Population - Study

Time and Response to Next-Line Therapy

Table 22: Kaplan-Meier Estimates of Time to Next 'Q

OMB112517)
| oFA Obs
O (N=238) (N=236)

Subject Classification, n (%) Q‘

Progression \ 74 (31) 116 (49)

Events (Anti-Cancer Therapy) 4 62 (26) 80 (34)
Median Time to Progression, months (95% C)eN\J" 29.44 (26.18, 34.17) 16.59 (12.88, 20.63)
Median Time to Next Anti-Cancer Therap@ghs 37.98 (28.29, NE) 31.11 (21.62, NE)

(95% Clyab

Hazard Ratio Estimated® (95% ClI K
Stratified Log-Rank P-Value

0.66 (0.47, 0.92)
0.0108

Abbreviations: Cl=confidence inte

=not estimable.
the Brookmeyer Crowley method.

a.  Confidence intervals estim,
b.  Median for each treatM&r ased on all subjects in that treatment arm from randomization to the date of receiving the next CLL treatment.

c. Hazard ratios (HBS)

O

using the Pike estimator. HR <1 indicates a lower risk with OFA maintenance compared with Obs.
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Table 23: Sensitivity Analyses of Time to Next Treatment (ITT Population - Study OMB112517)

Original submission
OF A Obs
(N=238) (N=236)

KM Estimate of TTNT for Subjects who Took NTX or Died

Subject Classification, n (%)

Ewvent T4 (31) 88 (37)
NTX 62 (26) 80 (234)
Death 12 (5) 8(3)

Censored, last contact date 164 (69) 148 (63)

Median TTNT (Months) (95% CI) ® 35.42 (27 43 NE) | 24 .94 (20.37 NE)

Adjusted HR Estimate ¥ (95% CI) 0.71 (D.52,0.97)

Stratified Log-Rank P-Value 0.0279

KM Estimate of TTNT excluding Subjects who Took NTX without Progression

Subject Classification, n (%)

Ewvent 43 (18) . T
NTX 43 (18) )

Censored, last contact date 176 (74) ﬁ [(=1=3]

Median TTNT (Months) (95% CI) ® MR {(35.42 NE) (2228 NE)

Adjusted HR Estimate ® (95% CI) 0.5 W 75)

Stratified Log-Rank P-Value

KM Estimate of Time from Investigator-assessed PD to NTX for Subjects who Progr el and Took NTX

Subject Classification, n (%)

Ewvent 4@7 TG (32)
Progression and NTX 43 118) 76 (32)
Median Time from investigator-assessed PD to NTX {(Months) (95% Cl1) ? 1.18.4.01) 261 (2.14,3.68)

KM Estimate of Time from Investigator-assessed PD To NTX for Subje o Progressed

Subject Classification, n (%)

Ewvent 43 (18) TG (32)
Progression and NTX Q 43 (18) TG (32)

Censored, last contact date (Progression and no NTX) 35 (15) A4 (1)

Median Time from investigator-assessed PD to NTX (Months) (95% %) * 4. 21 (2.99,7.10) 427 (3.25,7.39)

Source: [Appendix to EMA Response-Table 2.7002], [Appel EMA Response-Table 2.7004], [Appendix 1o

EMA Response-Tahble 2. 7007], [Appendix to ENMA Resp le 2 TO15]

Abbreviations: TTHNT=time to next treamtnet; NTX=MNexi We ent; Cl=confidence interval, NE=not estimable;
MNR=MNot Reached

a. Confidence Intervals estimated using the Broo Crowley method.
b. Hazard ratios are obiained using the Pike esjj . A hazard ratio =1 indicates a lower risk with OFA
maintenance compared with Obs. o &

()C>V

Post-Treatment Anti-Cancer T

Table 24: Summary oi@X of Follow-up Anti-Cancer Therapy (ITT Population - Study

OMB112517) °
\ Ofatumumal Okbservation Total
S {(M=238) (M=Z232&) (M=474)
Any Anti— =xr Therapy
YTes el (ZE%) 21 (324%) 142 (320%)
L 177 (T4%) 155 (&€6%) 232 (T70%)

T nti-—Cancer Therapy
=TI THERADPY 38 (le&e%) 57 (Z4%) 95 Z0%)
{ BODIES, CYTOKEINES)
OTHERADPY (CYTOTOXICS, 55 (Z232%) ec (ZB%) 121 (Ze%)
NON—-CYTOTOXTCS)
HORMONAI. THERADPY 2 (3%) 10 (4%) 12 (4£%)
ITMMUONOTHERADPY 14 (&%) T (3%) 21 (4%)
SMATIL MOLECULE TARGETED T (3% T (3%) 14 (3%)
THERLPY
UMNENOWN 5 (Z2%) 12 (5%) 17 (4%)
Time from Study Treatment
Discontinuation to Start of
Subsequent Anti-—Cancer
Therapy (davys)
n 58 80 138
Mimn. 5 1 1
lst Quartile 91.0 1le.5 50.0
Median l4z2.5 68.5 S99 .0
3rd Quartile 195.0 15€.5 189.0
Mai . 524 59& 596
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Table 25: Summary of Investigator-Assessed Kaplan-Meier Estimates of PFS after
Next Line Therapy (ITT Population- Study OMB112517)

ofatumumab Observation
(W=74) (N=88)
Humber of Subjects
Endpoint (event) 14 (19%) 15 (17%)
Censored, LAST ADEQUATE ASSESSMENT BEFCORE DEATH 20 (27%) 19 (2Z%)
Censored, LAST CONTACT DATE 40 (54%) 54 (el%)
Event Summary
DEATH 11 (15%) 15 (17%)
FROGRESSION 3 (4%) 0 6
Estimates for Progression-fres Survival (Months) @
[1]
1st Quartile 36.76 32.%
95% CI (14.13,) (19. 88,
Median
85% CI (r)
3rd Quartile
895% CI (r) )
Hazard Ratic [Z2] 0
Estimate 1.00 @
95% CI (0.48, 307
Log-Rank P-Valus 0 1

S

The median PFS after next-line therapy has not yet beer@

Exploratory Efficacy Results QO

B-Symptoms 0\.

The majority of subjects (OFA mainten Q4%, Obs: 949%) had no B-symptoms at baseline because
subjects were required to be in remissi t study entry. Up to the data cut-off date, most subjects
continued to have no B-symptoms& g the course of the study.

Minimal Residual Disease \

&sessed for MRD at baseline (56/91 subjects in CR and 260/382 subjects in
randomized to OFA maintenance with a baseline MRD sample, 39% (11
gative at baseline and 42% (13 subjects) were MRD-negative at any visit.

B Cell M '@ﬂg
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Table 26: Subjects with Complete and Near-Complete B Cell Depletion (ITT Population - Study

OMB112517)

Visit, n/N (%) Complete Near-Complete
B cell Depletion B cell Depletion
OFA Obs OFA Obs
(N=238) (N=236) (N=238) (N=236)
Any Visit 60/233 (26) 25/234 (11) 123/233 (53) 93/234 (40)
Baseline 15/222 (7) 11/219 (5) 63/222 (28) 741219 (34)
Cycle 2 Week 9 / Month 3 14/191 (7) 9/163 (6) 72/191 (38) 51/163 (31)
Cycle 3 Week 17 / Month 5 13/176 (7) 7159 (4) 74/176 (42) 34/159 (21)
Cycle 4 Week 25/ Month 7 17/162 (10) 3/141 (2) 73/162 (45) 20/141 (14)
Cycle 5 Week 33 / Month 9 13/151 (9) 1/135 (<1) 65/151 (43)
Cycle 6 Week 41 / Month 11 14/133 (11) 0/108 59/133 (44)
Cycle 7 Week 49 / Month 13 15/126 (12) 1/97 (1) 53/126 (42) 4)
Cycle 8 Week 57 / Month 15 6/111 (5) 0/83 45/111 (41) \\ 1)
Cycle 9 Week 65 / Month 17 10/97 (10) 0/62 41/97 ( 42) 2162 (3)
Cycle 10 Week 73 / Month 19 6/87 (7) 0/59 40/87 1/59 (2)
Cycle 11 Week 81 / Month 21 9/78 (12) 0/56 % 1/56 (2)
Cycle 12 Week 89 / Month 23 6/71 (8) 0/42 1/42 (2)
Cycle 13 Week 97 / Month25 8/60 (13) 0/34 0/34
3 Month Follow-up 1/49 (2) 0/24 0/24
6 Month Follow-up 4/36 (11) 0/19 & 12/36 (33) 1/19 (5)
9 Month Follow-up 0/26 0/11 6/26 (23) 0/11
12 Month Follow-up 1/16 (6) 1/8 3/16 (19) 1/8 (13)
15 Month Follow-up 0/8 218 (25) 0/5
18 Month Follow-up 0/4 \ 0/4 0/3
21 Month Follow-up 0/3 0/3 01
Withdrawal 1/57 (2) O 0/69 8/57 (14) 4169 (6)

Table 27: Median CD5"CD19"* Count O

e (ITT Population - Study OMB112517)

Visit Obs
(N=236
Median (cells/uL) n Median (cells/uL)

Baseline 222 44.0 219 13.0
Cycle 2 Week 9 / Month 3 \ 191 4.0 163 29.0
Cycle 3 Week 17 / Month 5@ 176 5.0 159 66.0
Cycle 4 Week 25/ Mpn% 162 5.0 141 100.0
Cycle 5 Week 33/ 151 3.0 135 117.0
Cycle 6 Week Ix 133 3.0 108 107.5
Cycle 7 Week onth 13 126 4.0 97 121.0
Cycle 8 W Month 15 111 4.0 83 102.0
Cycle 9 5/Month 17 97 4.0 62 118.0
Cycl ek 73/ Month 19 87 4.0 59 188.0
Cycle 1T Week 81 / Month 21 78 5.0 56 304.5
Cycle 12 Week 89 / Month 23 71 10.0 42 398.0
Cycle 13 Week 97 / Month 25 60 6.5 34 466.0
3 Month Follow-up 49 46.0 24 595.5
6 Month Follow-up 36 156.0 19 132.0
9 Month Follow-up 26 115.0 11 114.0
12 Month Follow-up 16 87.0 8 89.0
15 Month Follow-up 8 206.5 5 146.0
18 Month Follow-up 4 330.0 3 180.0
21 Month Follow-up 3 1399.0 1 231.0
Withdrawal (any time) 57 882.0 69 6403.0
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Comparison of Results in Sub-Populations

Progression-Free Survival Subgroup Analysis

Investigator-Assessed PFS by Demographics and Prognostic Factors

Favors Cfatumumab Favors Observation | HR
SeX-——
F (N=154) FoDa4z9
M (N=320) 0522
Age Group 2--—-- 3 6
<70 (N=330) Fo0.4T) @
>=70 (N=144) »

Pooled Race Group 1-——

O

Non-White (N=20) — Q ¥ 0257
White (N=453) 0’\, L 0503
Binet staging at screening— 0 -
A (N=257) & L 0508
B (N=92) L a1
C (N=TD)

%,
’ Qq L o

L D479
N
T T T T T T
0.0 0.5 10 15 zn\ 5 30 as 40

[93% ClI)

UNKNOWN (N=36)

HH JBik

Note: N is the total number of subjects in that subgroup.
Abbreviations: Cl=confidence interval; F=female; HR=hazard ratg Ie PFS=progression-free survival.

Figure 15: Investigator-Assessed PFS by ographics (ITT Population - Study OMB112517)

Baseline Cytogenetics (20% Cutoff) ... G
]

11g- (Nn=20)
17p- (Nn=
Gg- or +12q or 13g- ( + B
no aberration {ry b ——
Relapse Cytogenetics (20% B BT BER
-=13) k -
n=15) - -
G- or oM\ 3g- (N=24) E ' -
(N=32) 1 —8—
B2 Monoglobulj r@:}
‘\535{]{: pg/L (n=320) - —
=3500 pg'l (N=147) L —
Mutl‘ted (N=113) 1 B
Unmutated (n=237) 1 — i
WH3- age Flag
Mo (N=462) 7 i
Yes (n=12) b ' L
0 1 2 3 4
Favors OFA Favors obs

Hazard Ratio (95% CI)
Note: n is the total number of subjects in that subgroup.
Abbreviations: Cl=confidence interval; IGVH=immunoglobulin heavy chain variable region.
Figure 16: Investigator-Assessed PFS by Baseline Prognostic Factors (ITT Population - Study
OMB112517)Investigator-Assessed PFS by Stratification Factors
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Response at Study Entry

CR (n=81) 1 L

PR (n=382) 1 R T—
Number of Previous Therapies
2 Therapies (n=334) 1 —

3 Therapies (n=128) 1 e me|

Other (n=12) | - 6
Prior Therapy Type - ] @
°
N
Only alkylating mono {n=23) 1—H 1 \?O

Other (n=71) ] ——. 0

Chemoimmunotherapy (n=380) 1 |

FE?DFS OFA Fﬂ‘u"OFS obs

Hazal %o CIJ
Note: n is the total number of subjects in that subgroup.

Abbreviations: CR=complete response; PR=partial response; mono= monothe
Figure 17: Investigator-Assessed PFS by Stl’atlflblo Factors (ITT Population - Study

OMB112517) Q

Favors Ofatumumatb N S Favors Obsandation HR
Chemo-Immuno - Best Response--—-
BR-CR (N=25) L 007
BR-FR (N=68) — L 0733
1.075
L 0573
= 2.500
Other-CR (N=5)| |—= | | o322
other-PR (N=25)| HE— e
R-CVP-CR (N=4)
R-cvP-PR (N=20)| HIl—] L 0213
T T T L T T T T
i) 05 1.0 15 2D 25 30 s 4.0

Hazard Ratio (35% Cl)

Note: N is the total number of subjects in that subgroup.
Abbreviation: BR=bendamustine and rituximab; CR=complete response, FCR=fludarabine, cyclophosphamide, rituximab; FR=fludarabine and
rituximab; PR=partial response; R-CVP=rituximab, cyclophosphamide, vincristine, and prednisolone.

Figure 18: Investigator-Assessed Kaplan-Meier Estimates of PFS by Most Recent Type of Prior
Chemo immunotherapy and Best Response of CR or PR (ITT Population - Study OMB112517)
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Patient Reported Outcome (PRO)
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Figure 19: Mean Change from Baseline of EORTC QLQ-CLL 30 with Cl — C30 Global Health
Score/HRQoL (ITT Population - Study OMB112517) K

\00

Efficacy results in patients at high risk for relapse O

Ancillary analyses

To identify high risk patients, the following para@brs were considered: duration of remission to first
induction therapy, response to therapy prio tudy entry, and the international Prognostic Index for
patients with CLL (CLL-IPI).

The CLL-IPI has been proposed by Kgéégl (2015) because the clinical staging systems (Rai/Binet) do

not accurately discriminate betwe ognostic groups given the availability of new and more effective
treatments for CLL. While ther several new prognostic markers, there is no system that integrates
the major clinical, biological an netic variables into one widely accepted score. The authors performed
a comprehensive meta- \sis of 26 prognostic factors to develop an internationally applicable

ients. The full analysis set (FAS) was collected from 8 phase 3 trials (3472
at early and advanced stage with a median age of 61 years (range 27 - 86) and
a median obsef time of 80 months. The FAS was randomly divided into training and internal
validation dat TD, 2308 (67%); IVD, 1164 (33%)]. Methods of multivariable statistics were applied;
the maine int was OS and the model was externally validated in a third dataset comprised of 845
newlygdial sed CLL patients from the Mayo Clinic with a median age of 62 years (range 25 - 89) and a
median“@bservation time of 63 months. Based on 1192 (52%) patients from the training dataset, five
independent predictors for OS were identified:

prognostic index foi C
treatment—naive p

e age;

e del(17p) and/or TP53 mutation;

e [2-microglobulin (B2M) level;

e clinical stage;

e Immunoglobulin Heavy Chain Variable Region Genes (IgHV) mutation status.

The scoring grid used to identify the risk groups is presented in Table 1-1.
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e Table -5 CLL-IPI Scoring grid

Variable Adverse factor Scoring

TP53 (17p) Deleted and/or mutated 4

IgHV status Unmutated 2

B2M, mg/L >3.5 2

Clinical stage Binet B/C or Rai I-IV 1

Age >65 1
Prognostic Score 0-10

Risk group Prognostic Scork
Low 0-1 N\
Intermediate 2- @
High Y.

Very high 0

Each patient group had a significantly different OS [93%, 79%, 64% and 23%@&!? years for the low
to very high risk group respectively, p <0.001; C-statistic c = 0.72 (95% Cl,é- .76)].

Treatment recommendations based on CLL-IPI combining the most impo@ enetic risk factors (IgHV,
del(17p)/TP53 mutation) with clinical stage, age and B2M levels sugg ating patients with High and

Very High risk subgroups, hereafter referred to as High risk group.

Approximately 30% of patients are in the high risk group: 78 pa% (33%) in the ofatumumab arm and
64 patients (26%b) in the observation arm, respectively.

. Table -6 Subgroups in the PROLONG st ased on CLL-IPI

Risk subgroup Ofatumum@ Observation Total
= N=240 N=480

Low QS;& 80 (33) 143 (30)

Medium 96 (40) 195 (41)

High 072 (30) 61 (25) 133 (28)

Very high é 6 (3) 3 () 9(2)

Subject disposition, media xsure, baseline characteristics

Subject Disposition an osure

The disposition of sul
median treatmept @u

days (1 day toé

@ le 1-7 Treatment disposition and exposure to treatment

In the High risk group is similar to that in the overall population (Table 1-3). The
ion for High risk group subjects in the ofatumumab maintenance arm was 318.5
ys); 28% received at least 10 cycles of treatment.

High/Very High Risk Overall population
Phase/Status OFA Obs OFA Obs
N=78 N=64 N=240 N=240
Treatment/Observation Phase Status, n (%)
Ongoing 10 (13) 5(8) 31 (13) 36 (15)
Completed ? 55 (71) 56 (88) 166 (69) 187 (78)
Discontinued Treatment/Observation " 13 (17) 3(5) 43 (18) 17 (7)
AE as primary reason for discontinuation 9(12) 1(2) 26 (11) 2 (<1)
Exposure to ofatumumab n=78 n=239
Median duration (range) - days 318.5 (1, 815) NA 486.0 (1, 867) NA
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High/Very High Risk Overall population
Phase/Status OFA Obs OFA Obs
N=78 N=64 N=240 N=240
Total no. of infusions - %
=10 cycles 28% NA 46% NA

a. Subjects who completed treatment and entered follow-up phase, or subjects with PD/death
b. Subjects who withdrew from study drugs with reasons other than PD, death or consent withdrawal.

Baseline characteristics

The subjects in this group are representative of a high risk population; most baseline characteristics are
balanced between arms (Table 1-5) with the exception of minimal residual disease (MRD) positivity and
IgHV unmutated status, which both favour the observation arm. The patients in the High riské
older patients (median age 71 year old; approximately 75% >65 years), with a majorité

p are
dvanced
Binet and Rai stages; in both arms, 78% of patients had B2M levels >3500 ug/L. M
positive MRD for 82% vs. 59% of patients in the ofatumumab and observation
unmutated IgHV status was present in for 90% vs. 83% of patients in the ofatu
arms, respectively.

tus showed
, respectively;
and observation

Furthermore, analysis of duration of response to the first induction thera@\j %Ie 1-4) shows that 68%

of subjects in the high risk group have a short remission or an early rela <24 months), similar to the

o

overall population (62%b).

e Table -8 Duration of response to first inducts rapy
High RISN@ Overall population
Ofa Total Ofa Obs Total
N=78 P N=142 N=240 N=240 N=480
Long Remission (Duration = 24 months) 20 (26) Kb?aza) 4431) | 8736) | 90@38) | 177 (37)
Short Remission (Duration <24 months) 57 (7 X 40 (62) 97 (68) 150 (63) 149 (62) 299 (62)
Missing Duration 1 0 1(<1) 3(2) 1(<1) 4 (<1)
Total 0) 64 (100) | 142 (100) | 240 (100) | 240 (100) | 480 (100)
(] Table -9 Baseline Klacteristics
\ High/Very High Risk Overall population
@ " Ofa Obs Total Ofa Obs Total
N=78 N=64 N=142 N=240 N=240 N=480
Age \\ M
Median \C) 71.0 71.0 71.0 64.0 64.5 64.0
Range 6 39-86 39-87 39-87 33-86 39-87 33-87
<65 21 (27) 15 (23) 36 (25) 133 (55) 134 (56) 267 (56)
57 (73) 49 (77) 106 (75) 107 (45) 106 (44) 213 (44)
<7 36 (46) 28 (44) 64 (45) 167 (70) 166 (69) 333 (69)
=70 42 (54) 36 (56) 78 (55) 73 (30) 74 (31) 147 (31)
Gender
Male 53 (68) 40 (63) 93 (65) 161 (67) 160 (67) 321 (67)
Female 25 (32) 24 (38) 49 (35) 79 (33) 80 (33) 159 (33)
Rai Staging
Rai Stage 0 8 (10) 9 (14) 17 (12) 69 (29) 86 (36) 155 (32)
Rai Stage I, Il 36 (46) 24 (38) 60 (42) 81 (34) 71 (30) 152 (32)
Rai Stage Ill, IV 19 (24) 20 (31) 39 (27) 36 (15) 38 (16) 74 (15)
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High/Very High Risk Overall population
Ofa Obs Total Ofa Obs Total
N=78 N=64 N=142 N=240 N=240 N=480

Binet Staging

Binet Stage A 31 (40) 22 (34) 53 (37) 124 (52) 135 (56) 259 (54)

Binet Stage B 20 (26) 15 (23) 35 (25) 55 (23) 38 (16) 93 (19)

Binet Stage C 20 (26) 22 (32) 42 (30) 33 (14) 44 (18) 77 (16)
Response to last CLL treatment

CR 5 (6) 7 (11) 12 (8) 46 (19) 47 (20) 93(19)

PR 73 (94) 57 (89) 130 (92) 194 (81) 192 (80) 386 (80)
MRD status Q

Negative 34) 12 (19) 15 (112) 31 (13) 42 (18) 15)

Positive 64 (82) 38 (59) 102 (72) 139 (58) 108 (4@‘&47 (51)
No. prior treatments

2 51 (65) 44 (69) 95 (67) 169 (70) 337 (70)

3 26 (33) 17 (27) 43 (30) 67 (28) QZ(S) 130 (27)

Other 1(1) 3(5) 4 (3) 4 (2) @ 9(4) 13 (3)
Type of prior treatment \)

Chemoimmunotherapy 62 (79) 49 (77) 111 (78) 1%) 193 (80) 386 (80)

Only alkylating monotherapy 6 (8) 23) 8 (6) 14 (6) 9 (4) 23 (5)

Other prior therapies 10 (13) 13 (20) 23 (16 >, 3 (14) 38 (16) 71 (15)
Baseline cytogenetics

17p deletion 7(9) 4 (6) 7(3) 4 (2) 11 (2)
B2 microglobulin group N O‘

< 3500 pg/L 16 (21) 14 (22 \30 (21) 157 (65) 169 (70) 326 (68)

>3500 pg/L 61 (78) 50 (7 111 (78) 80 (33) 68 (28) 148 (31)
IgHV mutation status N

Mutated 6 (8) ﬁ\g 8) 11 (8) 54 (23) 74 (31) 128 (27)

Unmutated 70 (90) \1\)53 (83) 123 (87) 139 (58) 116 (48) 255 (53)

Clinical relevance of observeds

Primary endpoint: PFS

The median PFS in the of \ngb arm was 23.23 months compared with 5.5 months in the observation

arm and demonstrate the patients in the High risk group derive more prolonged benefit from
maintenance treatme\ h ofatumumab compared with observation (Figure 1-1). The HR was 0.47 (0.31,

0.71) with a stEtK ly significant p-value of <0.0001.

\ le -10 Kaplan-Meier estimates of PFS according to Investigator

AN

High/Very High Risk Overall population

Ofatumumab Observation Ofatumumab Observation
N=78 N=64 N=240 N=240
Number of Subjects
Endpoint (event) 42 (54) 51 (80) 87 (36) 137 (57)
Median PFS in months (95% CI) 23.23 5.55 32.85 16.76
(10.91, 30.95) (4.01, 9.59) (28.58, 38.08) (13.01, 22.28)

Adjusted Hazard Ratio (95% CI)
Stratified Log-Rank p-value

0.47 (0.31, 0.71)
<0.0001

0.49 (0.37, 0.63)
<0.0001
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e Figure 1-1 Kaplan-Meier of PFS according to Investigator in High risk group
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Figure -2 Kaplan-Meier of PFS according to Investiga&verall population
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Robust PFS sensitivity analyses

Three sepsitivity analyses of the primary PFS endpoint for the High risk group were conducted: per
Independent Review Committee (IRC) assessment, per Investigator assessment where CT scans were
considered, and per IRC assessment where CT scans were considered (Table 1-7). The PFS by IRC is
supportive of the primary endpoint with a median PFS of 23.23 months compared with 7.39 months in
the observation arm. The HR was 0.55 (95% CI: 0.35, 0.85).

A shorter median PFS was observed when CT scans are considered, based on both investigator-assessed
and IRC-assessed PFS. However, the PFS benefit still favours the ofatumumab arm with robustness
demonstrated in HRs ranging from 0.55 to 0.67, similar to the PFS benefit observed in the overall
population.
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Table -11 PFS Sensitivity Analyses: CT scans and IRC assessment

High/Very High Risk

Overall population

Ofatumumab Observation Ofatumumab Observation
N=78 N=64 N=240 N=240
PFS per Investigator where CT scans considered
Median PFS in months (95% CI) 12.29 5.50 28.09 13.17
(9.66,24.54) (4.01,9.23) (23.06, 29.70) (11.79, 17.35)
Adjusted Hazard Ratio (95% CI) 0.56 (0.37,0.83) 0.58 (0.46, 0.74)
Stratified Log-Rank p-value 0.0010 <0.0001
PFS per IRC
Median PFS in months (95% CI) 23.23 7.39 35.58 .
(9.23,35.58) (3.68,9.72) (29.70, NE) 02)
Adjusted Hazard Ratio (95% CI) 0.55 (0.35,0.85) 0.55 ( &
Stratified Log-Rank p-value 0.0028 ;
PFS per IRC where CT scans considered N U‘
Median PFS in months (95% CI) 13.86 9.72 2%\ 19.81
(11.27, 22.97) (6.54,13.44) (2@ ) (13.40, 23.26)
Adjusted HR (95% CI) 0.67 (0.42, 1.06) 0.63 (0.48, 0.83)

Stratified Log-Rank p-value

0.0572

0.0005

Secondary efficacy endpoint: overall survival

As discussed previously, OS is difficult to demonstrate _in
post progression and with many next line therapies tak

addition, in this high risk group as in the general p

prognostic factors put ofatumumab at a disadva

82% vs. 59% of patients in the o

was present in for 90% vs. 83% of patient

The OS analysis between the two r
approximately 40% of the High risk

fatumumab

&

e Table -12 Ka\l@ler estimates of OS

K(O

ts with CLL with expected long survival
on progression to confound the result.
tion of PROLONG,

In

imbalance in several baseline
r@g, specifically, MRD status showed positive MRD for
d observation arms, respectively; unmutated IgHV status
v@e ofatumumab and observation arms, respectively.

ed arms for the High risk group (Figure 1-3) showed that
ts had an event; the HR is 0.86 with 95% CI (0.51, 1.48).

High/Very High Risk Overall population
Q Ofatumumab Observation Ofatumumab Observation
('\ N=78 N=64 N=240 N=240

Number of Subj \V

Endpoint ( @ 30 (38) 25 (39) 51 (21) 42 (18)
Median nths (95% ClI) 43.76 34.66 53.55 NR

(24.80, NE) (28.02, NE) (44.16, NE)

AdjustedWazard Ratio (95% CI) 0.86 (0.51,1.48) 1.08 (0.72, 1.62)
Stratified Log-Rank p-value 0.5639 0.7205
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e Figure -3 Kaplan-Meier of Overall survival in High risk group
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e Figure -4 Kaplan-Meier of Overall survival in Over@opulation
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Secondary endpoint: Time to Next Therapy or Death

The median time to next therapy or death favours ofatumumab with a prolongation of approximately 7
months. The Physician’s decision to start next therapy likely considered all sources of evidence for
progression, including CT scans. This may explain why the median Time to Next Therapy or Death
(TTNToD) is shorter than the observed median PFS. However, the PFS sensitivity analysis taking into
account CT scans shows concordant results between PFS and TTNToD.

e Table -13 Time to Next Therapy or Death

High/Very High Risk Overall populati%
Ofatumumab Observation Ofatumumab tion
N=78 N=64 N=240 - 240
Number of Subjects ’q{O
Endpoint (event) 45 (58) 47 (73) 101 (42) &} 117 (49)
Censored, Last contact date 33 (42) 17 (27) 139 ( O 123 (51)
Event Summary &)\
Anticancer therapy 36 (46) 43 (67) 8 107 (45)
Death 9 (12) 4 (6) @ (6) 10 (4)
Median TTNToD in months (95% ClI) 18.83 11.50 < 36.07 26.25
(15.74, 29.67) (8.28, 13.86@\ (28.06, 41.40) (20.99, 31.57)
Adjusted HR (95% CI) 0.54 (0.36, 0.83) 0.72 (0.55, 0.94)
Stratified Log-Rank p-value 0.0014 AN 0.0146

Secondary endpoint: quality-of-life and pati n@orted outcome data-Constitutional
symptoms \

As for the overall population in Figure 1-6, constituti ymptoms in the High risk group (Figure 1-5) were
maintained with ofatumumab therapy, includir% infcally significant improvement for fatigue.

e Figure -5 Constitutional S&Jms in High risk group

Atumumak Favors Observation | P-Value

— = 0.0120

Weight Loss Su@ﬂi‘f&} - HE 0.1515
. \C)

Temperatu es Subscore (n=681) 0.0170

Night Sweats Subscore (n=678) F—a— 0.5608

Fatigue Subscaore (n=5683) 7 I—.—I 0.0074

8
&
2
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=

Difference of Mean Change from Baseline(95% CI)
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Might Sweats Subscore (n=3171)

Temperature Changes Subscore (n=3179) 1

Weight Loss Subscore (n=3168) 7

Figure -6 Constitutional symptoms in Overall population

B-symptoms Score (n=3190)

Fatigue Subscore (n=3186)

Favors Ofatumumab

I

Fawars Observation

P-Value
0.0117

D.0113

D.2584

:.33[!2

£ -5

Difference of Mean Change from Ba

Even though the CLL-IPI guideline recommends treatment

symptoms, we need to keep in mind that the recomme

recommended treatment is induction therapy. For
PROLONG study, it is conceivable that all would h

the trial in remission, therefore it was not eXp

to the IWCLL guidelines prior to their previom@é

As seen in Table 1-3, these subjec

treatment), the majority does not ha
factors (78% with B2M >3500 pg/ 0 with IgHV unmutated).

As expected in this patient po
High risk group (6% in bothar
favouring the ofatumum

cl)

e High risk group only in the presence of
n is for treatment-naive patients, and the

tients receiving maintenance treatment in the
sented with an indication for treatment according
uction treatment. Subsequently, all subjects entered
d that they would present with symptoms at baseline.

o\not have a deep remission (>90% PR response to last
negative status (>70% positive), and has poor prognostic

16n, there were not many subjects with B-symptoms at baseline in the
or in the overall population. However, a trend of B-symptoms control

is apparent (Table 1-10). This is evident for subjects who did not have B-

symptoms at baselin @then became symptomatic during the treatment/observation period, in 10% of
ofatumumab sybj

ofatumumab
[ ]

and

in 27%

of observation subjects.
n& ance regarding B-symptoms control was clearly evident in the High risk group.

Therefo

re, the benefit

® le -14 Summary of shift from baseline in B-symptoms

of receiving

- High Risk Group Overall population
Post- Ofatumumab Observation Ofatumumab Observation
Period Baseline baseline N=78 N=64 N=240 N=240
Present 4 (5) 23 11 (5) 11 (5)
Present Absent 1(1) 23 4(2) 3(2)
Throughout Not available 0 0 0 1(<1)
Study Present 14 (18) 21 (33) 45 (19) 65 (27)
IAbsent Absent 59 (76) 39 (61) 179 (75) 158 (66)
Not available 0 0 1(<1) 2 (<1)
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High Risk Group Overall population
Post- Ofatumumab Observation Ofatumumab Observation
Period Baseline baseline N=78 N=64 N=240 N=240
Present 4 (5) 23 11 (5) 11 (5)
Present Absent 1(1) 23) 4(2) 3(1)
Throughout Not available 0 0 0 1(<1)
treatment
period Present 8 (10) 17 (27) 31 (13) 53 (22)
IAbsent Absent 64 (82) 43 (67) 191 (80) 169 (70)
Not available 1(1) 0 3(1) 3(2)

Secondary endpoint: PFS2 and ORR after next line therapy

*

43.76 and 33.18 months, and an HR of 0.79 (95% CI: 0.47, 1.33) but not statistical

Approximately 40% of patients in the high risk group had an event. PFS2 analysis sh§

The Overall Response Rate in the two arms in the high risk group is presented @ 16.

e Table -15 PFS after next line of therapy

o

O

O

@ medians of

ignificant.

High/Very High Risk

Efficacy update

=

Adjusted Hazard Ratio (95% CI)
Stratified Log-Rank p-value

<G

0.79 (0.47, 1.33)
0.3577

Ofatumumab Obser Ofatumumab Observation
N=78 N=240 N=240
A g
Number of Subjects @
Endpoint (event) 31 (40) \ (44) 58 (24) 52 (22)
Censored, Last contact date 47(60) N 36 (56) 182 (76) 188 (78)
Event Summary Q\/
Death 28436) 16 (25) 42 (18) 31(13)
Progression et 12 (19) 16 (7) 21 (9)
Median PFS in months (95% CI) 4376 33.18 53.55 NE
44, NR) (27.93, NR) (43.76, NE)

0.98 (0.68, 1.43)
0.9261

A

>

>
e Table C} est Response of first next line of therapy

*
TREN
\J High/Very High Risk Overall population

@ Ofatumumab Observation Ofatumumab Observation

\ N=36 N=43 N=85 N=108

Best &x

CR/CRI/CR unconfirmed 5 (14) 3(7) 11 (13) 11 (10)

PR 10 (28) 14 (33) 26 (31) 33 (31)

Stable Disease 4 (11) 11 (26) 8(9) 14 (13)

Progression of Disease 2 (6) 4 (9) 9 (11) 10 (9)

Response rate 15 (42) 17 (40) 37 (44) 44 (41)
95% CI (26%, 59%) (25%, 56%) (33%, 55%) (31%, 51%)

Assessment report
EMA/CHMP/77370/2016

Page 50/88




Summary of main study

Table 28: Summary of Efficacy for trial OMB112517 (PROLONG)

Title: Phase IlI trial in relapsed CLL of a monoclonal antibody ofatumumab maintenance therapy to
delay progression vs. observation

Study identifier

OMB112517, 2009-012518-39, NCT01039376, UTN U1111-1148-0253

Design A phase I11, open label, randomized, 2-arm, multicenter study
Duration of main phase: 2 years treatment phase followed by 5 year
follow-up phase 6
Duration of Run-in phase: NA @
Duration of Extension phase: | NA R
Hypothesis Superiority K\o
V- N
Treatments groups Ofatumumab maintenance Treatment: Ofatumumab U -
N=238 O\
Observation only Treatment: Observati >
N=236 RN
Endpoints and Primary Progression- Time from the da%vrandomization to the
definitions endpoint Free Survival date of death PDY whichever occurred first
(PES) N
Secondary | Improvement Percenta Wubjects who changed from PR
endpoint in response at basg[@ CR during the study
Secondary | Overall survival | The i Min months) between the
endpoint (0S) ization date and date of death due to
a use
Secondary | Time to next JTime (in months) from randomization until
endpoint O‘next—line treatment

Database lock

therapy for Ghl®
19 June 2014 ~,

Results and Analysis

XS

N
Analysis description Primary A&@}
Analysis population and ITT pop i
time point description L
Descriptive statistics Tre \1t group Ofatumumab Observation
and estimate variability ugr of subjects 238 236
( (months) 29.44 15.24
N Q edian
0,
. C)\ 95% Cl 26.18, 34.17 11.79, 18.76
6\ Treatment group Ofatumumab Observation
@ Number of subjects 193 189
Improvement in Response
from baseline N (%) 11 (6) 2 ()
Treatment group Ofatumumab Observation
Number of subjects 238 236
OS (months) Not reached yet Not reached yet
Median
Treatment group Ofatumumab Observation
Number of subjects 238 236
Time to Next Therapy
(months) Median 37.98 31.11
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Notes

Stratification factors:
induction treatme

only alkylating m@hq!

? PR at study entry ; Nu
;T

95% Cl 28.29, NE 21.62, NE
Effect estimate per Primary Endpoint: Comparison Ofatumumab vs
comparison PFS groups observation
Hazard Ratio 0.50
(95% CI) 0.38, 0.66
P-value <0.0001
(Stratified log-
rank test)
Effect estimate per Secondary Endpoint Comparison Ofatumumab vs
comparison Improvement in Response groups observation
from baseline Hazard Ratio A
(95% CI) ,\J
P-value . %
(Stratified log- K\
rank test) £\
Secondary Endpoint Comparison Wab Vs
oS groups &r tion
Hazard Ratio A}E 5
95% Cl ~ANI52, 1,37
P-value *()Fo.4877
(Stratified log-
rank test) /o
Secondary Endpoint Comp Ofatumumab vs
Time to Next Therapy gro observation
zagd Ratio 0.66
\@/o ) 0.47, 0.92
~value (Log- 0.0108
Q rank test)

mber of previous

e of prior treatment: chemo immunotherapy,

rapy, or other treatment

0\)

2.5.3. Discussion on clini icacy

Design and conduct of cN:aetudies

To support the request, t plicant submitted efficacy data from an interim analysis of one single
clinical trial, OMB11£2547 OLONG). The OMB112517 trial was a Phase 111, open-label, randomised,
multi-centre tria) umumab (OFA) maintenance treatment versus no further treatment in subjects
\ 0 have responded to induction therapy (n=474). Of note, patients that were

bine were excluded from the trial.

with relapsed
resistant to

The cheic
current,

“no treatment” as comparator was accepted by the SAWP (2009). In fact, even in the
Xpanding treatment landscape (with the introduction of protein kinase inhibitors), “no-
treatment” might still be the most relevant option for patients in the intervals between relapses and
induction therapies. In this particular disease, where initiation of treatment upon relapse is rather
individual and to a large extent dependent on symptoms, the patient might experience “loss of chance”
by being treated with the maintenance agent when a symptomatic relapse arise at a later stage.

To avoid bias introduced by the open-label design of the study, an independent review committee (IRC)
and an independent data monitoring committee (IDMC) was used. Still, the investigators’ judgement
might have been influenced and biased by knowing the patients maintenance treatment/no-maintenance
treatment status.
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The primary endpoint is PFS as assessed by the investigator. The choice of primary endpoint was
thoroughly discussed by the SAWP in an advice given in 2009. According to guidelines, PFS is an
acceptable primary endpoint, as long as OS is reported as a secondary endpoint in situations where there
is a long expected survival after progression and/or further lines of treatment with effect on OS may
hamper the detection of a relevant treatment effect on OS. However, in the setting of maintenance
treatment this might be different. Relapse on treatment with ofatumumab signifies resistance to the
experimental agent and is likely to be predictive of reduced activity of rituximab. It may be predictive of
reduced activity also of pharmacologically non-related medicinal products. Events on therapy in the
experimental arm are thus likely to have a different meaning to those in the control arm.

PFS was accepted as primary endpoint by the SAWP, but it should be supported by OS and othe
endpoints, in particular “time to need for next line therapy or death” and PFS2. In the presen to
achieve interpretable survival data according to the SAWP advice, the sample size is not c ed
sufficient to provide robust interpretable OS data. Altogether 666 evaluable patients w K e been
needed to reach a power of 80% with a study duration of more than 7 years at an e@qiate of 382. The
SAWP advised against performing a second IA, but if to be performed, not unti nts had occurred.
The company chose a follow-up period of 5 yrs. Yet, the study was prematurel @T
results from the 2nd pre-planned IA, based on PFS. In addition, enrolmen@

nated based on the
opped (Amendment 5 of
the study protocol) and fewer (474 instead of 532) patients than planned included in the study.
ian unacceptably low power to
topping rule for efficacy;
therefore at the time point of the 2nd IA the IDMC reported a si nt difference for PFS and advised to
%Id not result in stopping of enrolment.

The protocol amendment which resulted in the cessation olment (Amendment 5) was not in place

Consequently, the assessment of OS will be nearly un-informative d
detect a meaningful survival difference. The study protocol includ Q’s

continue the study as planned under the assumption that thi

before two months after these results were reported Que company but before the database lock. This

gives raise to uncertainties related to the statistic@ tness of the trial.

However, recruitment was slower than expec events accumulated faster than expected, the number
for the pre-specified IA was reached befor nrolment, the IA showed a greater than assumed

treatment effect, and thus the MAH consi that it would be unethical to enrol further subjects.

The Applicant following the SAG r c@‘nendation (see section below), provided data from a subgroup of
patients defined as high risk al %ry high risk patients according to the international Prognostic Index
for patients with CLL (CLLglPI) proposed by Kutsch, et al (2015). The CLL-IPI system is based on a
comprehensive meta-ana, Xw
index for CLL pat’ie&ta were collected from treatment—naive patients and by methods of
multivariable stati's@ ive independent predictors for OS were identified; age, del(17p) and/or TP53

f 26 prognostic factors to develop an internationally applicable prognostic

mutation, [32—‘ bulin (B2M) level, clinical stage and IgHV mutation status. The model was
externally vali in a third dataset comprised of 845 newly diagnosed CLL patients from the Mayo
Clinic. B e@‘n an algorithm, patients were grouped into low, intermediate, high and very high risk, and
reco tions for initiating induction therapy was made. The CLL-IPI system is new and it remains to
be seen“to what degree it will be taken into clinical use and further validated. However, this definition of a
higher risk group seems relevant with the present knowledge of prognostic factors in CLL.

Efficacy data and additional analyses

A statistically significant improvement in the investigator-assessed PFS was observed for the ofatumumab
maintenance arm compared with the Obs arm, HR 0.50, p<0.0001; with a median PFS of 29.44 months
in the ofatumumab maintenance arm compared with 15.24 months in the Obs arm. However, the efficacy
data supporting the present application are based on the pre-defined interim analysis of efficacy and
safety performed by the IDMC. Updated PFS analysis continues to support the primary findings.
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The median OS has not been reached in any arm. Due to the nature of the disease and the short median
follow-up time of only 19.1 month, this is not unexpected. Since enrolment has stopped, up-dated
survival data will be based on the same number of patients as this 2nd IA.

OS data remain immature even with the 8 months update, with only 19.4% of patient deaths reported
across the two arms. Of the 480 patients constituting the Safety Population, 51 patients (21.3%) and 42
patients (17.4%) from the ofatumumab and observation groups, respectively, died. The OS data may
have been confounded by some imbalances favouring the observation group,

Another key secondary endpoint is time to start of next treatment. The difference in median PFS
(ofatumumab 29.44 mo, Obs 15.24 mo, gain 14.2 mo) was not translated into a subsequently logger
median “time to next anti-cancer therapy” (TTNT) (ofatumumab 37.98 mo, Obs 31.11 mo, gaincémo)
The MAH was asked discuss whether these findings can be explained by bias caused by the o@label
design of the study or whether maintenance treatment with ofatumumab might have led re
aggressive tumors. The MAH has provided an analysis showing that TTNT was confou \y several
factors: 1) in the PFS analysis death is considered an event, while in the TTNT a eath is censored,
2) a sensitivity analysis incorporating death as an event in TTNT analysis showx at TTNT was
postponed by 10.5 months in favour of the OFA arm (35.4 months ofatumu . 24.9 months
Observation), 3) TTNT seems to also be influenced by clinical practice. So estigators gave next
treatment without any evidence of progression of disease. This occurrﬁm more often in the
ofatumumab arm than in the Obs arm. Sensitivity analyses in the o@ population show that TTNT is
delayed by more than 10 months in favour of the ofatumumab a erefore part of the discrepancy in
the gains of the variables PFS and TTNT can be explained by ? es in statistical handling. However,
the estimates appear to be influenced by differences in clin actice (and could at least partly be in
violation of the study protocol) and the question of inve%tor bias in this open label trial cannot be

completely ruled out. O

Data from other secondary endpoints as PFS2 d&ell monitoring are too immature at present to add
any support to the PFS result. Data on chan% RD status are also based on few patients and results
should be interpreted with caution. 0

No detrimental effect was shown by O data, nor could the opposite be concluded due to the open-
label design of the study. &

Applying the CLL-IPI scoking rithm to the PROLONG study showed that approximately 30% of
patients were in the high N
(33%) in the ofatuzn&@rm and 64 patients (26%) in the observation arm, respectively. The vast
majority of the pati included in this “high risk” group were in the high risk category, and only 2 % in
the very high { e Applicant also looked into duration of response to the first induction therapy,

ry high risk group (hereafter defined as a “high risk” group); 78 patients

which did not to a large extent from the overall population, as 68% of patients in the “high risk”
group h @th remission or an early relapse (<24 months) versus 62% in the overall population.

Since, i newly identified “high risk” group constitutes a post-hoc defined subgroup, imbalances
between "arms are to be expected. This increases the chance that any uncertainties related to the
statistical analysis in the overall population, will be further accentuated in this subgroup.

In the new subgroup defined as “high risk”, the median PFS in the ofatumumab arm was 23.2 months
compared with 5.5 months in the observation arm (HR 0.47 [0.31, 0.71], p-value <0.0001). The
sensitivity analyses of PFS by IRC is supportive of the primary endpoint (median 23.2 months OFA vs. 7.4
months Obs, HR 0.55 [95% CI: 0.35, 0.85]). A significantly shorter median PFS was observed when CT
scans were considered, based on both investigator-assessed and IRC-assessed PFS, but with HRs ranging
from 0.55 to 0.67. In the OS analysis approximately 40% of the patients in the subgroup had an event,
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but also in this subgroup, no differences in OS can be seen (HR 0.86 [0.51, 1.48]). The OS data are still
regarded as immature.

The median TTNToD showed a prolongation of approximately 7 months with ofatumumab treatment
(median months OFA 18.8 vs. 11.5 Obs, HR 0.54 [0.36, 0.83]). The PFS2 was analysed as suggested by
the CHMP, taking all progressions and all deaths into consideration, ignoring censoring rules due to large
gap between observed event and last adequate tumour assessment. With approximately 40% events,
mainly deaths, the numbers are still immature, KM medians are 43.8 and 33.2 months (HR 0.79 [95%
Cl: 0.47, 1.33]).

The ORR after next line therapy is comparable between arms, but also here data are still immature and
no firm conclusions can be drawn. ”16

In the “high risk” group, 6% in both arms had B-symptoms at baseline. The number of % who did
not have B-symptoms at baseline and then became symptomatic during the treatment/{

was 10% in OFA arm and 27% in the obs arm.

ation period

Additional expert consultation

The SAG-Oncology was consulted in April 2016 on the following que@g:

e Please discuss the rationale and potential added valué@ zaintenance treatment regimen like
the currently proposed regimen with ofatumuma\ ared to “watchful waiting” in patients with
CLL in the present treatment landscape. O

The SAG considered unanimously that there a%ajor concerns about the rationale and potential added
value of the proposed extra line of (“maint ) treatment regimen for ofatumumab.

Theoretically, a rationale for maintena@ rapy with the aim of shifting MRD-positive responses to
MRD-negative responses and delayi@ gression instead of watchful waiting might be justifiable in
patients at high risk of sympto ogression or death or for a treatment with a very good safety
profile. However, the populatio the PROLONG trial appeared to include primarily good prognosis
patients as shown in the | uration of survival in both treatment groups. In a good prognosis
population without sy tic disease, the toxicity profile of ofatumumab, in particular grade 3 or 4
neutropenia and in % is of concern. Whether a subgroup of patients at high risk of symptomatic
progression o& X|sts for whom maintenance treatment with ofatumumab might be a useful option

has not been shed.

Concerni @added value of maintenance treatment, only an effect on PFS has been observed.
Howevernthe clinical relevance of this effect is doubtful because progression is often asymptomatic and
can be managed with acceptable (including recently approved) treatment options that are fairly well
tolerated. Thus, treatment-free periods associated with watchful waiting and avoiding severe and life-
threatening toxicity are considered more clinically important rather than delaying progression. In the
absence of an effect on OS or HRQoL, the maintenance regimen proposed cannot be considered to be
clinically justified. This is in line with EMA scientific advice that had recommended OS as the primary
endpoint for the study.

Given the heterogeneity of CLL, it may be of interest to characterise the prognosis of the studied
population, including molecular characterisation at study entry, response to previous therapy and
response duration and explore the effect of ofatumumab in higher risk patients.
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e Does the improvement in PFS of approximately 16 months in CLL maintenance setting indicate
clinical benefit, when seen in light of the results of the analyses of OS and HRQoL?

The difference in PFS is highly statistically significant but its clinical significance is questionable (see
answer to question no. 1). The available analyses do not allow establishing a group of patients for whom
delaying progression with maintenance treatment with ofatumumab is a clinical benefit compared to
watchful waiting. There was no effect on OS and the differences observed in terms of HRQoL cannot be

O

e Is the safety profile of the proposed maintenance treatment regimen acceptable for, intended
patient population, also taking into account that not all patients will benefit fror’{

considered clinically significant.

egimen?

The toxicity profile of ofatumumab, in particular grade 3 or 4 neutropenia and i tions, is of concern in
this maintenance setting (asymptomatic disease) in which watchful waiting iﬁ‘ andard of care. Given
the long duration of survival for some patients, long-term toxicity would a@ d to be assessed. In the
absence of a clear effect in terms of OS or quality of life, the balance er its and harms is negative.

%apy (TTNT) in the maintenance

for further data on these endpoints.

e Please discuss the clinical value of PFS2 and time-to-
setting for the intended patient population and the @

In theory, PFS2 has some interest particularly in situatiens where data on OS are impractical to collect.
Concerning the PFS2 analyses presented, dependi e different censuring rules, the effect on PFS2
varied widely (HR from 0.7 to 1). However, PFS2 in%his setting is difficult to measure and interpret
considering the heterogeneity of treatments nd the lack of information on prior therapies and the

quality and duration of response to priqr es as these have a significant influence on PFS2. An effect
on PFS2 has not been shown conclusivb

Concerning TTNT, this cannot be red of clinical importance in view of the toxicity profile and the
availability of subsequent trea . In addition, the potential bias in determining start of next-line
therapy in the observation QKE&

therapy before evidence t@g

Following advice fro’ QSAG—O a high —risk for relapse patient population was identified as per the
Prognostic facto? @e; del(17p); Tp53 mutation; beta2-microglobulin level; clinical stage (Binet or
Rai); IgvVH mu \

working

difficult to assess (many patients in the observation arm started
ase progression).

status in accordance with the CLL-IPI prognostic index (The International CLL-IPI

ancet 2016). In this subgroup PFS was 23.2 with ofatumumab vs 5.6 months with

obser. R=0.47, p<0.0001) and the OS was 43.8 vs 34.7 months (HR=0.86, p=0.5639).

Following assessment of responses and definition of a population at high risk of relapse, the SAG-O was
asked for a follow up consultation:

1. Is the improvement in PFS by 17.6 months (23.2 vs. 5.6) of clinical relevance in patients with CLL at
high-risk of relapse based on genetic, biological and clinical criteria (CLL-IPI prognostic index). Please
discuss this question in relation of:

a) the overall population taking into account the same HRs, but shorter period of time of progression in
the high risk control group (5.6 months):

In terms of magnitude, the improvement in PFS for this high-risk (HR) without 17p deletion, is substantial
(about 1.5 years difference in medians).
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However, the relevance of PFS as a clinically relevant endpoint is questioned. This is due to the indolent
nature of the disease and the availability of acceptable further treatments. Thus, progression (as defined)
is not expected to result in significant deterioration or symptoms or quality of life so that the clinical
relevance of this endpoint is questioned.

Indeed, if CT scans are considered in the definition of progression, the magnitude of improvement is
much smaller (about 4 months difference in medians). Thus, the activity of ofatumumab seems to affect
predominantly circulating leukaemia cells rather than lymph nodes.

Lastly, there are no data in cytogenetic high-risk patients ( e.g p53, del 17p which respond worse to
treatment). E
b) the clinical benefit in terms of improvement in time to next therapy (TNT) or deatt‘@ FS2:

It is possible that TNT reflects symptomatic progression and in fact agrees with the PFS‘X into
improvement is

account CTScans. Again, although TNT favors the ofatumumab group, the magnitude 2&1

much smaller compared to PFS as defined in the protocol. In addition, the interpre of this endpoint

is difficult since TNT may reflect different practices, may be less objective than d may be
influenced by availability of subsequent treatments. Thus, the results in tern‘@ T are not sufficient to
establish a clinically relevant benefit for ofatumumab. @,

Similarly, although there are no specific concerns about the PFS2 re in terms of a possible
detrimental effect of ofatumumab treatment on subsequent treat@; the PFS2 results are not

sufficient to establish a clinically relevant benefit in terms of p ression survival.

c) the results of the analysis of OS in the high-ri\ oup (data not mature yet).

There is no clear effect on OS and the survival. It is ikely that longer follow-up will reveal small
differences in view of subsequent treatments that UQ
ofatumumab maintenance could delay subseq ngctive treatments cannot be ruled out (although a
dramatic effect seems unlikely based on the é?ﬂt data).

ect overall survival. Also, a theoretical risk that

d) the analysis of HRQoL:

thresholds for clinical significan eed many patients that entered into the study were asymptomatic,
except for the presence of % oms in a relatively high proportion of patients. However, B symptoms

ar in patients with PR or VGPR.

The differences observed in terms@ oL are of small magnitude and below the conventional

are expected to quickly di
e) the obsery, erence with regard to serious and fatal infection events.

In principle, th’@ed difference with regard to serious and fatal infection events would be acceptable
if a clearly rele @ clinical benefit could be established in terms of OS. However, this is not the case and
therefor tl'@jserved toxicity cannot be considered acceptable.

In ad there is a signal of delayed fatal infections (after the treatment phase) that should be
considered, possibly due to prolonged immunosuppression, depletion of CD20 B cells and increased risk of
fatal infections in patients receiving subsequent therapies.

2. Is the safety profile of the proposed maintenance treatment regimen acceptable for the
identified population at high-risk of relapse?

In principle, the observed safety profile is considered acceptable if a clearly relevant clinical benefit could
be established in terms of OS. However, this is not the case and therefore the observed toxicity cannot be
considered acceptable.

Conclusion
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“Consolidation/maintenance” is a field of active research (many trials are underway) although
combination treatments may be more relevant to address patients at very high-risk of progression.

The SAG considers that there is insufficient evidence of a clinically relevant benefit for ofatumumab
maintenance treatment in the proposed HR population.

The CLL-IPI scoring system was devised for treatment naive patients and their value on previously
treated patients already in PR or CR is not well established. The impact of this IPlI system was on OS but
not on PFS. Furthermore, the current recommendations for patients of high risk is to treat if only are
symptomatic. Lastly, the number of patients included in patients with TP53 deletion or mutation, which
are considered at high-risk and respond poorly to conventional treatments, is very small.

In conclusion, the concerns as already expressed in the previous SAG conclusions still apply t R

N

subgroup.

2.5.4. Conclusions on the clinical efficacy 0’&

A statistically significant improvement in the primary endpoint, investigat essed PFS, was observed
for the ofatumumab maintenance arm compared with Obs arm. Howewver, in the setting of maintenance
treatment in CLL, PFS has weaknesses as a primary endpoint and @ support from secondary
endpoints. The latter could not be robustly shown in the presen

At present, no mature OS data are available, thus a clinii vant benefit cannot be concluded.

O

2.6. Clinical safety \Q
O

Introduction 60

The safety profile of ofatumuma&| been defined based on 2603 oncology patients including 1555

patients with CLL receiving OF nical trials (through December 2014).

The evaluation of clinical \ty in this application is based on data from the PROLONG study (study
OMB112517), a Pua& open-label, randomized, multicentre trial of ofatumumab maintenance
treatment versus \ ther treatment in subjects with relapsed CLL who were in complete or partial
response after i on therapy. Observation is the current standard of care to manage subjects with
relapsed CLL spond to induction treatment. A total of 237 subjects were exposed to OFA treatment
in this pi @tudy.

Data collected from 06 May 2010 (first subject enrolled) through the data cut-off date of 19 June
2014. A safety update was submitted by the MAH, with a data cut-off on 28 September 2015.

Patient exposure

Study OMB112517 enrolled a total of 474 subjects with relapsed CLL who were in complete or partial
response after induction therapy (complete response [CR] or partial response [PR] within 3 months after
last dose).

The safety population in study OMB112517 included all randomized subjects based on the actual
treatment received (n=237 in both arms). One subject (Subject 828) was randomized to the ofatumumab
maintenance arm but did not receive any study treatment; therefore, this subject was included in the Obs
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arm for all safety analyses.

The ITT population included all subjects who were randomized in the study according to randomized
treatment group. The ITT population was used in all summaries of subject demographics and baseline
characteristics.

Table 33: Study OMB112517 - Analysis Populations

«
Mumber of Subjects
OFA Obs
Safety population® 237 237
Intent-to-treat populabon® 238 236

[Data Source: m5.3.5.1 OMB112517 CSR Table 1.0010] 9‘
a.  Includes all randomized subjects but subjects were grouped based on the actual t*ea‘.me@

b Includes all randomized subjects by randomized freatment group. 0

Subjects assigned to the ofatumumab maintenance arm received an i{tijﬁ‘usion of 300 mg on Day 1,
followed by an infusion of 1000 mg on Day 8. Following the @ 000 mg dose, subjects in the
ofatumumab maintenance arm received infusions of 1000 mg e weeks for up to 2 years. Subjects
assigned to the Obs arm had observation and assessments aeCorging to the same schedule as subjects in
the OFA maintenance arm, but received no protocol-req 'r atments.

At the time of the data cut-off (19 June 2014), the dian treatment duration for subjects in the OFA
maintenance arm was 382 days (range: 1 day to ys). Almost half (49%) of the subjects received
at least 8 cycles of treatment, and 25% of the&tij ts received all 14 infusions (Cycle 13).

The median cumulative dose of ofatumum eived by subjects in the OFA maintenance arm was 7300
mg (range: 300 mg to 13,300 mg), w median duration of OFA infusion of 4.25 hours (range: 0.8

hours to 8.6 hours). O

Adverse events Q

The majority of subjects i \th ms had 1 or more AEs during the Treatment/Obs Phase (ofatumumab
maintenance: 87%, O '%%)) A higher proportion of subjects in the ofatumumab maintenance arm had
AEs that were Gradé n the ofatumumab maintenance arm, 62% of AEs were considered treatment-
related and 8"/&\@9 ubjects discontinued study treatment due to an AE.

<&
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Table 34: Overview of AEs (Safety population)

OFA Obs
{N=23T7) (N=237)
Any AE, n (%) 206 (87) 177 (75)
AE treatment-related 147 (82) MA
AE leading to permanent discontinuation of study treatment 20(8) 1(=1)
AE leading to death 8(3) 19 (8)
AE leading to infusion interruption/delay 95 (40) MA
AE =Grade 3 120 (51) 85 (38)
Any SAE, n (%) 78 (33) 70 (30)
SAE treatment-related 3314 MNA
Fatal SAE B(3)p 19 (8) ‘\
Fatal SAE treatment-related ] MNA

[Data Source: m.3.5.1 OMB112517 C5R Table 3.0100]

Abbreviations: AE=adverse event; NA=not applicable; SAE=serious adverse event.

death T cell lymphoma and liver failure).

-

3. One subject died after the data cut-off date and was not included in the count of fatal SAEs [Subj&%mse af

Table 35: Frequent AEs occurring in 5% or more of subjec%afety population)

Common Adverse Events

o

Preferred Term OFA O 0bs
( (N=237)
Antfe Et'vent n (%) %%%b 12?4?[[1705]}
utropenia
Cough V 21) 22 (9)
Upper respiratory tract infection 0 & (19) 23 (10
Infusion-related reaction? 38 {16) MA
Dt ®> (10 ol
Fatique 0 27 (11) 16 (7)
PrEumania & 26 (11) 18 (8)
Rash 23 (10 10 (4)
Headache \Q 22 (9) 5(2)
Bronchitis (b 21 (9) 16 (7)
Fruritus 21 (9) 7(3)
\Q 18(8) 15 (6)
Slnuams C) 18(3) 11 (5)
mhralgla 1 ; E;; 182[[35]]
Uenza
Thro hia 13(5) 14 (6)
13(5) 8 (3)
In 13(5) 5(2)
Respitatory tract infection 12(5) 15 (6)
Bk o 200 1
Ns
Nausea 11(5) 6 (3)
Febrile neutropenia 11(8) 42}
' 11 {5) 2 (<1)

[Data Source: ma.3.5.1 OME112517 3R Table 3.0141]

Mote: Freguent adverse event' iz defined 3= an incidence of 3% in any trestment group. Ay Event reflects the

numizer of subjects with a 'frequent event”

& Infusion-related reaction was reparted as the verbatim term with or without associated zymptoms.
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Adverse Events by Causality

Table 36: Drug-related AEs occurring in 2% or more of subjects (Safety population
Preferred Term OFA
(N=237)
Any Event, n (%) 147 (62)
Meutropenia 44 (19
Infusion-related reactions 30 (16)
Upper respiratory tract infection 1315
Pyrexia 1014
Fespirgtory tract infection EREY
Fatigue 4 (3)
Prieumania 7 (3] 6
Cough B (3) @
Diarhes B (3) . %
Headache G (3}
Herpes zoster 6 (3) K\
Ras G (3] O
ALT increased 5(2) Q
Bronchitis 5(2) \.
Febrile neutropenia 512 0
Mausea 52 @
Prurifus 5@
Thrombocytopenis o
Hypersensitivity 4
Sinusitis d (2

[Data Source; m5.3.5.1 OMEB112517 CSR Table 3.0300)
Abbreviation: ALT=alanine aminotransiarase.

, o
&  Infusion-related reaction was reparted a5 e verbatim term with or without a\@s'jﬂﬂuws.

Adverse Events by Severity

(\O

Table 37: AEs with maximum severity of@e 3 or higher (Safety population)

AEs, Any Event 237) Obs (N=237)

Grad ade 4 | Grade 5 | Grade 3 | Grade 4 | Grade 5
AEs, n %) : \ 40017 G4p 53 {22) 13 (5) 19 (8)
Traatment-related AEs, n (%) | £ | 25 (1) e MNA MA MA

[Data Sowrce: m5.3.5.1 OMB112
Abbreviations: AS=adverss even

Tabl® 3.0130 and Table 3.0181]
applicable.
cut-off date but was ncleded in the count for Grade 5 events

5 o

Subject 134 died after 1
Although there wers g Spjeltz with fatal reatmentselated S4Fs reparted on the AE eCEE, the cavze of death
for 1 subject ir}t'e Sntenance arm (Subject 27) was reported a5 “SAE possitly related (o study

medication”. "l& ¥ had a fatal SAZ of pulrmcnary sepsis (preumocootal).

More subjec é\e ofatumumab arm (51%) compared with the Obs arm (36%) had Grade >3 AEs, with
i related to treatment in the ofatumumab arm. The most common (=2%) Grade =3 AEs
ehias. Neutropenia was more common in the ofatumumab arm (22%) compared to the Obs

Adverse Events of Particular Concern

Neoplasms
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Table 38: AEs for neoplasms occurring in 2 or more subjects (Safetypopulation)

Preferred Term OFA Obs
{N=23T) {N=23T)

Any Events, n (%) 29 (12) 17 (7)

Bazal cell carcinoma 4(2) 2 (=1}

Sguamous cell carcinoma of skin 4(2) 1(=1)

Squamous call carcinoma? 3 4 (2)

Acute myeloid leukaemia 2{=1) o

Myelodysnlastic syndrome 2{21) 1{=1)

Seborrhoeic keratosis 2{21) 0

Skin papilloma 2{=1) 1 (=1

T-cell lymphoma 2{=1) ]
[Data Source: ma.3.5.1 OMB112517 C5R Table 3.0924] 6
Mote: Evert terms cocuming in juest 1 subject ape 0ol pressntzd in this tzble
&  AEterms are Mzg[RA Preferred Temms based on verbatim text from the AE 0RE @

0\%
Liver Events O

Per protocol, liver stopping criteria were defined in study OMB112517 f@ects in either arm as
meeting 1 or more of the following conditions while on treatment:

e ALT >3 times upper limit of normal (ULN), and bilirubin >2 €imes ULN (>35% direct bilirubin;
bilirubin fractionation required)

e ALT >8 times ULN Qg
e ALT >5 times ULN for more than 2 weeks. \O

Two subjects in the ofatumumab maintenance arm liver chemistry elevations meeting the stopping
criteria. One subject had lab elevation of ALT>8Q€S ULN and the other subject had lab elevations of
ALT >3 times ULN and bilirubin >2 times ULN @&ly’s Law).

e Subject 1391 (Hy’s Law): 67 years, 64
enzymes of ALT=849 U/L, AST=7
the subject subsequently undeg
time of the data cut-off. &

after last dose, unrelated. The subject had elevated liver
and bilirubin=64 pumol/L. Work-up revealed gallstones and
cholecystectomy. The events were noted as ongoing at the

e Subject 158 (ALT >8 times N): 77 years, approximately 1.5 years after initiating treatment and
approximately 50 da r the last dose, possibly related. The subject had elevated liver enzymes
of ALT=605 U/L, (. ed as SAE), AST=264 U/L, and bilirubin=20 umol/L. The elevated enzymes
were in the ;s,e i HBV reactivation, which was treated with lamivudine. Diagnostic imaging tests
of the live O\ atobiliary system were not performed. There were no liver biopsies performed.

as discontinued. At the time of data cut-off, the event remained ongoing
(app tely 4-months duration).

Adverse Events of Special Interest

Specific adverse events were expected in the patients with CLL due to the disease and CLL treatments,
including anti-CD20 monoclonal antibodies such as OFA, and were therefore considered AEs of special
interest. The AEs of special interest were cytopenias including autoimmune hematologic complications,
infusion reactions, infections, mucocutaneous reactions, tumour lysis syndrome, cardiovascular events,
and small bowel/intestinal obstruction. Progressive multifocal leukoencephalopathy (PML) and HBV
infection and reactivation are included as events of clinical significance.

Cytopenias
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Adverse Events Associated with Decreased Neutrophil Count

No unexpected signals regarding AEs associated with decreased neutrophil counts were detected given
that this phenomenon is well described for anti-CD20 monoclonal antibodies. The proportion of subjects
that had AEs associated with decreased neutrophil counts was higher in the ofatumumab maintenance
arm (28%) than in the Obs arm (12%). The proportion of subjects that had SAEs associated with
decreased neutrophil counts was similar in both arms (ofatumumab maintenance: 5%, Obs: 3%).

Overall, a higher proportion of subjects in the ofatumumab maintenance arm had neutropenia based on
laboratory values (worst-case post-baseline) compared with the Obs arm. Median neutrophil counts
increased after baseline in subjects in the ofatumumab maintenance arm, but to a lesser degree than
values observed in subjects in the Obs arm. 6

Table 39: AEs associated with decreased neutrophil count (Safety population) | %Q

Preferred Term OFA Obs K
{N=237) {N=237) O
All AEs Associated with Decreased Neutrophil Count?, n (%) 67 (28) 20 (12)
Febrile neutrapenia 11105) 4 (2) "&
Neutropeniz 58 (24) 24 (10 ‘}
Meutropenic sepsis 0 1« m\i
Neutrophil count decreased 73] 3 (T}
Drug-related AES Asseciated with Decreased Meutrophil Count 46 (19) A
SAEs Associated with Decreased Neutrophil Count, n (%) 12 (5) @13}
Febrile neutropenia 104 < 3 (1)
deutropenia 42 31
Meuropsnic sepsis Q 1«1}
Meutrophil count decreased \@ 0
Drug-related SAEs Associated with Decreased Neutrophil Count N NA
[Data Source: m2.3.2.1 OME112517 C3R Table 3.0760]

Abbreviations: AC=adverss event; MA=not applicable; SAE=ssdious adversd=

8. Numierof subjects may not egual {ofal 35 subjects may have hadNpulliple AEs
The propertion of subjects that had Grade 3 and Grade 4 neutropenia was higher in the
OFA maintenance arm (249¢) than in the Obs (1194} [Data Source: m3.3.5.1
OME112517 CSE. Table 3.0770]. The increagedSpcidence of 2Grade 3 neutropenia did
fiot result in an inersase in =Grade 3 or higifenNfections [Data Source: m3.3.5.1
OME112517 CSE. Table 3.1381]. Nongs{the AE: azzociated with decreased neutrophil
counts resulted in a fatal outcome [T ). Treatment with granulocyte-colony

stimulating factor (G-CSF) or G- ated products (e.z., filzrastim) was administered
to a higher proportion of subjects e OFA maintenance arm compared with the Obg
arm [Data Source: m5.3.5.1 112517 CSR Table 3.1280].

preferred terr‘rl( population)

Preferred Ter

OFA (N=23}\_J*
Meutr I"w ] 3{1) 4(2) 28012) 221(8) a
Fels iopenia 112 1(=1) 1(=1) 5(2) (1) o
Meu count decreased 7 1(<1) 2i=1) 3 1(<1) 0

0ODbs (N=237)

Table 40: AEs as @d with decreased neutrophil count by maximum toxicity grade and by
g?}ty

| n | Grade1 | Grade? | Grade3 | Graded | Grade5

Meutropenia 24 1(<1) 2i=1) 1115 10(4) a
Febrile neutropenia 4 a a i 1(=1) 0

iC s2psis 1 i} 0 0 1(=1) 0
Meutrophil count decreased 3 1(=1) a 2{=1) a 0

[Data Source: ma.3.5.1 OMB112517 C5R Table 3.0750)
g.  One subject was missing data for the toxicity grade

Adverse Events Associated with Decreased Haemoglobin Count
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The proportion of subjects experiencing AEs or SAEs associated with decreased haemoglobin count was
similar in both arms. None of these AEs were considered to be treatment-related and none resulted in a
fatal outcome. Furthermore, there were no significant differences between arms with respect to
autoimmune hematologic complications. Table 41: AEs associated with decreased haemoglobin
(Safety population)

Preferred Term OFA Obs
{N=237) | (N=237)
All AEs Associated with Decreased Hemoglobin, n (%) o4 12 (5)
" i | ':3'.' 4] {il
Mm_qgj_g;m decreased 11 2 (1) 6
Hemalytic anemia 1(<1) 1(=1) @
Iran deficiency ansmia. a 1{=1) . %
Drug-related AEs Associated with Decreased Hemoglabin, 0 MA \
Any AEs Grade =3, n (%) 4(2) 3(2) K
Anemia 3 |:1 i 4 |:2:| O
Hemolytic anemia 1<) | 1) \Q
SAEs Associated with Decreased Hemodglobin, n (%) 2 (1) 42 *v
Anemia 1(<1) .Q
Hemoglohin decreased a %
Hemolytic anemia =1 ¢
rzn deficiency ansmia. a \ a
Drug-related SAEs Associated with Decreased Hemoglobin e M

[Data Source: m5.3.5.1 OMEB112517 C5R Table 3.0790 and Table 3.0800]

Abbreviations: AS=adverse event; MA=not applicable; SAC=gserious adverse event
& Mumbser of subjects may not equal igigl a= subjects may have had muliple ASs. O

Autoimmune Hematologic Complications O

Overall, there were 5 subjects who had autoi Qlematologic complications in this study. Of these, 1
subject in the ofatumumab maintenance ar Grade 3 AE of haemolytic anaemia 214 days after the
last dose of ofatumumab that the invegti on3|dered to be not treatment-related and resolved after
13 days. 6

Table 42: Autoimmune haema Qc complication AEs (Safety population)

Preferred Term \ é OFA Obs

{N=237) {N=237)
Any AE event, n (%) 1 (1) 4(2)
Hemalytic 1(<1) 1(<1)
AlHA ? \, 0 42
Any SAE ev st-treatment up to 60 days after [] 2 (<1)
last dose
0 2 =1

- m5.3.5.1 OME112517 C5R Table 3.0900 and Table 3.0020]
(a%ens; AT=adverss event; AlHA= Autcimmune hemolylic anemia; SAE=zerious adverse event.

No subjects in the ofatumumab maintenance arm had SAEs of AIHA and 2 subjects in the Obs arm had
non-fatal SAEs of AIHA:

e Subject 1974: 65 years, Grade 3 AIHA 149 days after the first visit; recovered after 75 days. The
subject had received 3 previous induction treatments including chlorambucil, rituximab,
cyclophosphamide, and vincristine.
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e Subject 1484: 58 years, Grade 3 AIHA 528 days after the first visit; recovered after 6 days. The
subject had received 3 previous induction treatments including chlorambucil, rituximab,
cyclophosphamide, and fludarabine.

One subject in the Obs arm withdrew from the study (discontinued treatment) due to non-serious AIHA
(Subject 637).

Adverse Events Associated with Decreased Platelet Count

Table 43: AEs associated with decreased platelet counts (Safety population) 6
Preferred Term OFA Obs @
(N=23T) (N=23T) . %
All AEs Associated with Decreased Platelet Count, n [%)? 19 (3) 18 (8) \
Immune thrombocytopenic pUmura 1(<1) 2(=1) \
Platelet count decreased 6 (3) (1) O
Thrombocytopenia 13 (8) 14 (8 Q
Drug-related AEs Associated with Decreasad Platelet Count T3 MA %
Any AEs Grade =3, n (% 4(2) 10 41N
Immune thrombocytopenic purpurs 1(<1) 0
Platelst count decraased 1021 3 (1)
Thrombocytopenia [
Serious AEs Associated with Decreased Platelet Count, n (%)
Immune thrombocytopenic pUmura
Platelet count decreasad
Thrombocytopenia
Drug-related SAEs Associated with Decreased Platelet Count

[Data Source: m5.3.5.1 OME2112517 CSR Table 3.0320 and Table 3.0830] Q
Abbreviations: AS=adverss event; MA=no! applicable; SAS=sefcus adver
a Mumizer of subjects may not egual {gigl 33 subjects may have h%ipla AE=

Other Cytopenias C)

Table 44: Overview of AEs associalévith other cytopenias (Safety population)

Preferred Term ~ OFA Obs
(N=237) | (N=23T)
All AEs Associated with Oth nias, n (%) g (4) 10 (4)
Leukopenia @ 2(=1) 5{2)
Lymphocyte count dect 31 1{=1)
Lymphopenia 6 0 1{<1)
Ws@na 2(<1) | 1{<1)
White blood 3 {decrzased 4(2) 3{1)
Drug-relgted A cociated with Other Cylopenias, 5{2) MA
Any A Q@Tﬂ Associated with Other Cytopenias, n (%) I 6(3)
g 0 3{1)
yie count decreased 1{<1) 0
ysplastic syndrome 1{=1) 1{=1)
White blood cell count decreasad 2{<1) {1
SAEs Associated with Other Cytopenias. n %) 2 [«1) 1{«1)
Leukopenia 1{=1) 0
Myelodysplastic syndroms 1{=1) 1(=1)
Drug-related SAES associated with Other Cylopenias 0 MA

[Data Source: mS5.3.5.1 OMB112517 C5R Table 3.0850 and Tabls 3.0860]
Abbreviations: AS=adverss event; MA=nci applicable; SAS=sevicus adverse event

Infusion Reactions
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Table 45:

OFA
{N=237)
Any Infusion-related AE, n (%) 109 (486)
Infusion-related AE treatmeni-relategs 67 (28]
Infusion-related AE leading to permanent discontinuation of study treatment 2{=1)
Inflasion-related AE leading to death 0
Infusion-related AE leading fo infusion inferruption/delay 42 (18]
Infusion-related AE =Grade 3 LN
Any Infusion-related SAE, n (%) 1(=1)
Infusion-related SAE treatment-related 0
Fatal Infusion-related SAE 0
Fatal Infusion-related SAE treatment-related 0

[Data Source: m5 3.5.1 OMB112517 C5R Table 3.0640]

C=adverss event; SAE=serious adverse evanl
3 Infusion r=-=run::ns |r’|ude: pre-defined everts relating 20 an infusion which stared afier the beginning of the
4 hours following the end of an infusion

Abbreviaticns: A

infuzion and within 24

Infusion-related reaction, fatigue, and headache were the most common %
Infusion-related reaction and cough were the most common infusion

Table 46:
(Safety population)

Infusion-related AEs reported in 2% or mor

N\

Preferred Term N\
N\ IN=237)
1st IQW Any Infusion
cle 1)

Any Event, n (%) ] {2 ) 109 {46)
Infusion-related reactiong {14} 39 (16)
Cough 0 1 .<1 _| 11(8)
Fatigue 4{3 i :3]
anthes é> 3y 8(3)
Fain O A 2@
Headache & 413 T3
Hypertansion Q 3 6 (3
Pruritus \ a 5(2)
Cardiac Events @o 1{<1) 503
Ras . Q 2 {<1) 4(2)
Sinusitis N\ 0 4(2)
Arthralgia  \* C) 1{=1) 4(2)
Malses \ 3 405

j nis 2(=1) 402
1 |:<1 | 4 I:Z:l

sted symptoms

m-related reaction was reported a5 te verbatim term with or without

One subject had a non-fatal, unrelated SAE of fever/pyrexia:

Infusion-related adverse events for the ofatumumab arm (Safety population)

Q)b

0

N
O
3}0

sion AEs at Cycle 1 Day 1.
occurring at any cycle.

jects in the ofatumumab arm

e Subject 134: 56 years, Grade 3 pyrexia (unrelated) the day after the first OFA infusion; resolved.

Infections

More subjects in the ofatumumab arm had infectious AEs (65%) compared to the Obs arm (51%).

Overall,

22% of subjects in the ofatumumab arm had infectious AEs considered to be treatment-related
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and 3% led to permanent discontinuation of treatment. The proportion of subjects with SAEs related to
infection was similar between arms (ofatumumab: 20%, Obs: 18%). In total, 12 subjects (3%) had fatal
infections (ofatumumab: 2%, Obs: 3%) but none were considered treatment-related.

The most common infectious AEs were upper respiratory tract infections and other infections. The most
common infectious SAEs were lower respiratory tract infections. In the ofatumumab arm, 8 subjects had
opportunistic infections while this was found in 7 subjects in the Obs arm.

Table 47: Overview of Infections Reported as AEs (Safety Population)

Original submission Safety update
Preferred Term {HE;‘;?} {Mc:gg” :NEE?QJ {Hggi
Any Infection AE, n (%) 154 (65) 120 (51) 174 (73) 13
Infection AE treatment-related 52 (22) A, 61 (26) . %
Infection AE leading to discontinuation 7 (3) 0 T(3) \
Infection AE leading to death 5({2) T(3) 10 (4) T (3)
Infection AE leading to infusion interruption/delay 3 (14) A 3 & MA
Infection AE =Grade 3 4T (20) 38 (16) m 44 (18)
Any Infection SAE, n (%) 47 (20) 42 (18) ﬁ} 49 (20)
Infection SAE freatment-related 21(9) MNA [ {9) MNA
Fatal Infection SAE h{2) T [3}& 10 {4) 7 (3)
Fatal Infection SAE treatment-related 1] r@ 0 MNA
Data Source: [Appendix to EMA Response-Table 3.0460] g
Abbreviations: NA=Mot applicable (\
O\
Table 48: Infections Reported as AEs (Safety Po An)
Griginalw sion Safety update

Preferred Term :Ngghﬂ \ {NEgg?} {NEZJ;Q} {Netz}in
Any Infection ® AE, n (%) 1 120 (51) 174 (73) 136 (56)
Lower Respiratory Tract Infections ) 50 (21) T3 (31) 55 (23)
Bronchitis (10) 18 (8) 23(10) 18 (7)
Lung Infection &0 13 (5) 20 (B) 18 (8) 23 (10)
Pneumania Q b 31(13) 22 (9) 39 (16) 25 (10}
Upper Respiratory Tract Infe S 85 (38) 58 (24) 94 (41) 68 (28)
Sepsis 5(2) 11 (5) 10 (4) 11 (5)
Opportunistic Infection 23(10) 17 (7) 27 (1) 24 (10)
COther Infections f r 92 (39) 60 (25) 107 (45) 69 (29)
Data Source: [A A e o EMA Response-Table 3.0470]
a. Modified P ed Terms are presented in this table (i.e., muliiple terms comprise the term “upper respiratory

tracty Including, but not limited to, laryngitis, pharyngitis, minophanyngitis, sinusitis, tracheitis,

com edld, cough/sore throat, ear, nose and throat infection, and head cold).
h. “0O§ fections™ was comprised of a variety of infections including, but not imited to, influenza, cellulitis,

herpes zoster, herpes simplex, and urinary tract infections.

Assessment report

EMA/CHMP/77370/2016

Page 67/88




Table 49: Infections Reported as SAEs (Safety Population)

Criginal submission Safety update
Preferred Term :NEE??J {NEgg?] {NEZ?Q]I {Mggiu
Any Infection SAE, n (%) 47 (20) 42 (18) 55 (23) 49 (20)
Lower Respiratory Tract Infections 24 (10) 21(9) 29 (12} 27 (11)
Bronchitis 2 (=1) 0 2(=1) 0
Lung Infection 1(=1) 6{3) 1(=1) 7 (3)
Pneumonia 21{9) 17 (7} 26 (11) 211(9)
Upper Respiratory Tract Infections T(3) 52 8(3) 6 (2)
Sepsis 5(2) 8(4) 10 (4) G (4)
Opportunisiic Infections a3 7{3) 8i{3) 1
Cther Infactions 18 (8) 17 (7} 22(9) . %@
Data Source: [Appendix to EMA Responsa-Table 3.0550]

’K\
\‘(\O

Progressive Multifocal Leukoencephalopathy 0
There were no cases of PML reported in this study. @
Hepatitis B Infection and Reactivation é

There was 1 case of HBV reactivation reported in this study for %ect (Subject 158) in the OFA
maintenance arm. Reactivation of HBV is a known AE of ofa ab treatment.

Mucocutaneous Reactions \

In the ofatumumab maintenance arm, treatment-r Qmucocutaneous reactions were reported in 8%
of subjects.

No cases of toxic epidermal necrolysis or S @—Johnson syndrome (SJS) were reported in this study.

Table 50: Mucocutaneous reaction rted as AEs (safety population)
(\ OFA Obs
(N=237) | (N=237)
Any Mucocutaneous Reacti \m%} - 68 (29) [ 36 (15)
Reaction treatment-relat 18 (&) HA
Reaction leading to ﬁ@nt dizcontinuation of study restment 1{=1) A
Feaction Ieadir‘q i 0 0
Reaction leads wiezion interruption/delay T3 A
Rizaction =G 73 (1)
Any Serio cutaneous Reaction, n (%] 2 [=1) 3
Serio #on treatment-related 1] MA
F idtus reaction 0 0
Fatal'serious reaction treatment-related 1] MA

[Data Source: m2.3.5.1 OME112517 C5R. Table 3.0710]
Abbreviations: MA=not applicable

One subject in the ofatumumab maintenance arm had a treatment-related mucocutaneous reaction that
led to treatment discontinuation:

Subject 176: 59 years, Grade 2 dermatitis allergic (non-serious), 56 days after the last dose; related

Five subjects had mucocutaneous reaction SAEs (ofatumumab maintenance: 2 subjects; Obs: 3 subjects.
None of these events were fatal or were considered to be treatment-related.
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Table 51: Serious mucocutaneous reactions (safety population)

Preferred Term OFA Obs
(M=237) (N=237)
Serious Mucocutaneous Reactions, n (%) 2 (<1) 31
Cellulitis (=1} 1(=1)
Elister 0 1«1}
Erythemna multiforme. ] 11}
Stomatitis 1= 0
[Data Source: ma.3.5.1 OMB112517 C5R Table 3.0740]
Tumor Lysis Syndrome 6
There were no cases of tumour lysis syndrome reported in this study. . %6

Cardiovascular Events \\

Table 52: Cardiovascular AEs (safety population)

Any Cardiac AE, n (%)
Cardiac AE within 50 Days of Last Treatment

Any Cardiac SAE, n [%)
Zardiac SAE within G0 Days of Last Treatment
Fatal Cardiac SAEs, n (%)

3 (1)

[Data Source: m5.3.5.1 OME112517 C5R Table 3.0924, Table 3.0925, Table

Abbreviaticns: AZ=adverss event; SAE=setious adverse event.

Subject 180: 79 years, Grade 5 heart f '@317 days after last dose, not related. The subject’s medical
ascular accident, pulmonary hypertension, atrial septal defect,

s thrombosis, and venous insufficiency. The cause of death was

history included diabetes mellitus, ce
left atrial dilatation, hypertension
noted as heart failure.

. W

The fatal cardiac SAE in the ofatumumab ma@

Three subjects in the Obs @\hag fatal cardiac SAEs:

Subject 307: 67 year
hypertension. The

*
arrest the follo ﬁg y.

@E: Table 10927 =nd Table 3.0820]

<

ears, Grade 5 cardiac arrest, 206 days after first visit.

Subject 26
Subje . 64 years, Grade 5 cerebrovascular accident 89 days after first visit.

Small Bowel Obstruction

nce arm was considered not treatment-related:

e 5 cardiac arrest, 883 days after first visit, medical history included
ject developed Grade 4 pneumonia, was hospitalized, and then died of cardiac

One subject in the ofatumumab maintenance arm had a fatal SAE and 2 subjects in the Obs arm had AEs

of small bowel obstruction during the study.

Subject 58: 76 years; Grade 5 small bowel obstruction 54 days after last dose; not related.
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Analysis of Adverse Events by Organ System or Syndrome

A higher proportion of subjects in the ofatumumab maintenance arm had AEs in the majority of System

Organ Class (SOC)s compared with the Obs arm.

Table 53: Summary of adverse events in study OMB112517 by SOC

System organ class

Any event

Infections and infestations

General disorders and administration site conditions

Blood and lymphatic system disorders

Respiratory, thoracic and mediastingl disorders

Gastrointestingl disorders

Skin and subcutaneous tissue disorders

Imjury, poisoning and procedural complications

Musculoskeletal and connective tissse disorders

Investigations

Mervous system disorders

ascular disorders

Meoplasms benign, malignant and unspecified (including cysts and
polyps)

Metabolizm and nutrition disorders

Psychiatric disorders

Immune system disorders

Cardiac disorders

Ear and labyrinth disorders

Renal and urinary disorders

Reproductive system and breast disorders

Eye disorders

Hepatobiliary disorders

Surgical and medical procedures

Endocrine disorders

Congenital, familial and genefic disorders 6
Social circumstances O

¢

OFA Obs
N=237) | (N=237)
206 @7) | 177 (75)
154(85) | 120(51) 6
77(32) 59 (25) @
76(32) 45 (19) . 6
75(32) 52 (22) \
72(30) 40 (17) K
67 (28) 38 (16) O
58 (24) 22(9) \Q
57 (24) 45 (19) :‘\,
51(22) 20 (N
47 (20) 24
31(13) 13
202 W0
27 (11 20 (8)
NV 156
6(3)
\ 6) 14.(8)
13 (5) 2 (<1)
) 25 12(5)
12(5) 6(3)
10 (4) 11(5)
8(3) 5(2)
3(1) 6(3)
2 (<1) 0
11 131
0 1<1)

[Data Source: m5.3.5.1 OME112517 C5R. T% 130]

Serious adverse ev ({ aths/other significant events

Serious advers%qe

one-third of subjects had SAEs (OFA: 33%

Obs: 30%) during the study, with similar

Approxi t@ - : , : i i imi
prop@@of subjects in both arms. Of these, 22% occurred within 60 days after last dose/last

TreatmeRt/Obs Phase visit (OFA: 24%, Obs: 20%).
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Table 29. Serious Adverse Events Occurring in 21% of Subjects (Safety Population- Study

OMB112517)
Preferred Term OFA Obs
(N=237) (N=237)
Any Serious Event, n (%) 78 (33) 70 (30)
Pneumonia 18 (8) 14 (6)
Pyrexia 12 (5) 6 (3)
Febrile neutropenia 10 (4) 3(1)
Neutropenia 4(2) 3()
Upper respiratory tract infection 3(1) 2(<1)
Herpes zoster 3(1) 1(<1)
Sepsis 2 (1) 3(1)
Anemia 1(<1) 4(2) 6
Any Treatment-related Serious Event, n (%) 33 (14) NA @
Pneumonia 7(3) NA . %
Febrile neutropenia 5(2) NA \
Neutropenia 4(2) NA K
Pyrexia 3(1) NA O

Deaths &

The proportion of subjects that died during the study was simil oth arms (i.e. 14% in each arm)
(Table 26). No subject in the OFA arm died while in the Treat %bs Phase compared with 3 subjects
in the Obs arm. Causes of death in the Obs arm were cardi éﬁe (1 subject), disease under study (1

subject), and subdural hematoma in the setting of sup peutic international normalized ratio (INR)

and sepsis (1 subject).
Table 1. Deaths (Safety Population- Study OQ@Sl?)

x» OFA Obs
\C) (N=237) (N=237)
All Deaths, n (%) 6\) 32 (14) 34 (14)
Primary Cause of Death -
Disease Under Study. n (%) O 19 (8) 12 (5)
Other=, n - 13 22
Time to Death Group, n (%) -
On Treatment \ 0 3
=60 Days After Last Treatmem 2(<1) 2(<1)
=60 Days After Last Trea It 30(13) 29 (12)
Fatal SAEs, n(%) ’\t&‘
All Fatal SAEs o 8 (3%)e 19 (8%)
Fatal SAEs up t After Last Treatment/Visitd 3 (1%) 6 (3%)

@Q)
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Mote: "Alive at last contact' is based on data at end of study.

a. Other primary causes of death were: general deterioration, heart failure, multiorgan failure, pneumatitis,
prneumoniafflu, respiratory insufficiency with pneumonia, right leg soft tissue infection, SAE possibly related to
study medication (AE eCRF for Subject 27 noted “SAE possibly related fo study medication™ however, per the
SAE Report the subject had a fatal SAE of pulmonary sepsis which was considered not related [280 days after
last dose]. This discrepancy was noted at the time of this interim analysis and is being further investigated), septic
shock, sepficemia, small bowel obstruction, unrecovering condition following allogeneic transplantation, bilateral
pneumonia, cardiac arrest, cardiac arrest due to pneumonia, complications from a fall and myelodysplastic
syndromelacute myeloid leukemia, disease under study and pulmonary infection, diffuse large B-cell lymphoma,
dyspnea and hypoxia, fever and gasfric pain, heart failure due to heart muscle hypertrophy, immunosuppression
and respiratory infection which caused ARDS, prostate cancer, Pseudomonas aeruginosa pneumonia,
unspecified SAE not related to study medication, cerebrovascular accident and ventricular fibrillation, skin
melanoma, small cell lung carcinoma, subdural hematoma in setfing of supratherapeutic INR and sepsis,
transformed disease: plasmablastic lymphoma, urothelial cell cancer of urinary bladder, worsening of general
conditions and unknown cause. .

b.  On treatment for OFA was defined as the time from freatment initiation until the date of last dose +30 days. On

treatment for Obs was defined as the time from randomisation until the date of entry into the follow-up period =30

days.

Time fo death for <60 days after last treatment is based on date of death. 6
Data for ‘Fatal SAEs up fo 60 days after last treatment/visit’ is based on the SAE start date, not the date of death. @

e.  One subject died after the CSR cut-off date and is not included in the count of fatal SAEs (Subject 134: cause of

death was T-cell lymphoma and liver failure). The fatal event was counted in the total "Grade 5" event count in 0\6

Table 11. &
9@42517)
|

ap

Table 30. Fatal SAEs by System Organ Class (Safety Population- Study

System Organ Class OFA Obs
(N=237) (N3
All Fatal SAEs, n (%) 8(3)e 19
Infections and infestations 5(2) 7(3)
Cardiac disorders 1(<1) @ 3(1)
General disorders and administration site conditions 1(<1) 2(<1)
Gastrointestinal disorders 1(< Cb 1(<1)
Neoplasms benign, malignant and unspecified (including b 5 (2)e
cysts and polyps) \
Injury, poisoning and procedural complications 2 (1)
Nervous system disorders O 0 2(<1)
Respiratory, thoracic and mediastinal disorders \ 0 1(<1)

a. Subject 134 died of liver failure and T-cell lym &after CSR data cut-off date. These events are not included in
this table. The fatal event was counted in the to %ade 5” event count in Table 11.

b. Fatal SAEs in the neoplasms system orga sSification included bladder cancer, diffuse large B-cell lymphoma,
malignant melanoma, prostate cancer, and ell lung cancer.

O
\\
Q

Hematologic assessme%

Laboratory findings

*
Median neutrophil ®t baseline were similar between the arms. After study entry, neutrophil counts
ed closer to the baseline values for subjects in the OFA arm. In comparison,
creased above baseline values to higher values within the normal range for subjects

increased but ¢
neutrophil co
in the O

Medial moglobin counts were similar between the arms at baseline and over the duration of study.
Median values were within normal limits.

Median platelet counts were similar between the arms at baseline and during the duration of the study.
There were no noted differences in platelet counts over time between the 2 arms.

Biochemistry assessments

Liver function tests were assessed at baseline, over the course of therapy and in follow-up phase. The
majority of subjects in both arms had similar grades of liver function tests at baseline as well as worst
grades on study. Two subjects (<1%) in the OFA arm had a Grade 3 for liver parameters. One subject
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had an SAE of HBV re-activation and 1 subject had gallstones.

Subjects in both arms had similar baseline serum creatinine levels. There was no difference in worst
grade creatinine during the study, and none of the subjects had a worst grade of Grade 3 or 4 for renal
toxicity parameters.

Subjects in both arms had similar grades of electrolytes at baseline as well as worst grades on study.
Subjects in both arms had similar worst grade serum glucose while glucocorticoids were administered as
a premedication to only the OFA arm, steroids for various indications were reported as concomitant
medications for subjects in both arms.

%)

The Ig levels for both arms were similar at baseline, which were slightly decreased bdxl were within

Immunoglobulins

the normal levels. Over the course of the study, the Ig levels increased in the Obs le no increase

was observed in subjects in the OFA arm.
Median baseline levels were below the reference range for IgM in both arms, &IQA in the OFA arm.
Median serum levels of IgA remained below the reference range for the OF

Immunogenicity é

At baseline (Cycle 1 Week 1), 225 of 228 subjects were neg
be confirmed HAHA negative at baseline based on availabl

HAHA. Overall, 221 subjects could
concentration results at data cut-off. One

subject was confirmed positive at baseline (titer=32) whi ples at other time points were negative

At data cut-off, post-OFA HAHA data were avai or 205 of 237 subjects (86%). Of these 205
subjects, 185 (90%) had all negative HAHA result§with at least 1 OFA plasma concentration low enough
(<200 ug/mL) for the negative HAHA resulgs\gbe considered conclusive, and one subject who had
received prior OFA treatment was HAHA Caive at the 6-month FU visit (titer=16) while all other
samples were negative. 6

Formation of anti-OFA antibodies eported in <1% of subjects with CLL after treatment with OFA in
more than 550 subjects teste ss the CLL program (treatment periods ranging from 8 weeks to 2
years).

Vital signs O\QZ

*
Vital signs pal s (systolic and diastolic blood pressure, pulse, temperature) varied for subjects
within and be n the OFA and Obs arms throughout the study, but showed no apparent trends or
patterns ges from baseline. Most subjects had unchanged post-baseline vital signs at the majority
of as ts. Adverse events of hypertension or hypotension were reported infrequently during the

study, and the incidence of each AE was similar between arms.

Most subjects had an ECOG performance status of O at baseline and baseline ECOG scores were balanced
between the arms. The majority of subjects had an ECOG status of O or 1 during the study and did not
show a shift during the study.

Nearly all subjects had ECG results at screening that were read as normal or abnormal/not clinically
significant. Six subjects in the Obs arm (3%) had abnormal/clinically significant ECG results at screening.

Most subjects had normal liver and spleen assessments at screening and throughout the study. The low
proportion of subjects who had an enlarged liver or spleen at screening declined in both arms starting
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with Cycle 2 and for the remainder of the study, including follow-up.

AEs by age

The incidence of AEs in younger (<65 years) and older (265 years) subjects in the OFA arm in Study
OMB112517 is presented in.

Table 2. AEs Reported in at Least 10% of Subjects by Age Subgroups-Study OMB112517

Preferred term OFA Obs
(N=237) (N=237)

<65 years =65 years <65 years =65 years
: 120 17 17 120 %)
Any event 106 (88) 100 (85) 80 (68) 97 (81) . %
Upper respiratory tract infection 30 (25) 15(13) 10 (9) 13 (1) &\
Neutropenia 28 (23) 30 (26) 12(10) 12(10) (3
Pyrexia 26 (22) 12 (10) 10(9) 15(
Cough 25(21) 25(21) 8(7) 14 &%
Infusion related reaction? 17 (14) 22 (19) NA
Fatigue 18 (13) 11(9) 6 (5) %
Diarrhoea 15(13) 18 (15) 2(2) @(8}
Headache 15 (13) 7(6) 2(2) < 3(3)
Rash 13 (11) 10 (9) 6(5)@5 4(3)
Sinusitis 13 (11) 6 (5) 6 5(4)
Pneumonia 12 (10) 14 (12) Q 13(11)
Bronchitis 11(9) 10 (9) A@S) 12 (10)

a. Infusion-related reaction was reported as the verbatim term \tko)vﬁthout associated symptoms

Common AEs of upper RTI, pyrexia, and fatigue onrted more frequently in younger subjects than
the older ones in the OFA arm or either age 'groups in the Obs arm. Neutropenia, cough, and diarrhea
were reported more frequently in the OFA an@ ardless of age compared with the Obs arm. In the OFA
maintenance arm, the only common A ed at a higher incidence (>5% difference) in older subjects
compared with younger ones was in -related. AEs reported more frequently in younger subjects
compared with older subjects Wer{ r RTI, pyrexia, headache, and sinusitis.

AEs by gender

Overall, the proportion o@ects with any AE and the types of AEs reported were similar in both men
and women who Wgr? with ofatumumab, with the exception of AEs of neutropenia. Neutropenia
AEs were reported \ frequently in women (31%) than men (21%) in the OFA arm, and the incidence
of neutropenia ip”women treated with ofatumumab (31%) was approximately 5-times higher than in
women in the arm (6%0). The incidence of neutropenia in men in the OFA arm (21%) was also higher
than mefi Obs arm (12%), consistent with the overall safety population.

In the arm, the female subset reported a greater incidence (>5% difference) of neutropenia,
bronchitis, arthralgia, and sinusitis compared with males. Conversely, a higher proportion of males in the
OFA arm reported pruritus compared with females.

AEs by race

Subjects enrolled in Study OMB112517 were predominantly White (96%), which is consistent with the
typical epidemiology of subjects with relapsed CLL. Consequently, analysis of the safety profile of
ofatumumab by race subgroups was limited. No new safety issues were identified in non-White population
enrolled in the study.

AEs by body weight
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Adverse events in the OFA arm were similar between subgroups of subjects based on median BW at
screening (80 kg; range: 42 to 196 kg). In the OFA arm, the incidences of any AE or SAE observed in
subjects with BW <80 kg were 87% and 37%, respectively. These incidences were similar to those
observed in subjects with BW > 80 kg (86% and 31%, respectively). Safety results for subjects in the
Obs arm with BW <80 kg (any AE 78%; any SAE 37%) were also consistent with those reported in both
subgroups of the OFA arm.

The proportion of subjects with any AE was slightly higher in subjects in the OFA arm with BW<25th
percentile or >75th percentile, compared with OFA subjects with body weight >25th percentile and <75th
percentile. A similar pattern was observed across weight subgroups in the OFA arm with regard to any
SAE and AEsS/SAEs leading to permanent discontinuation of study treatment.

AEs by extrinsic factors
No significant differences in prevalence of AEs were identified with regards to prios pies or no
interpretation could be made due to the limited number of subjects in some sub (considering
chemoimmunotherapy, only alkylating monotherapy or other therapies). TIQafety profile of
ofatumumab was similar in subgroups of subjects based on the number o iok induction therapies
received. AEs in each of these subgroups were also consistent with the overa@X(

Yy population.

There were no important safety signals noted for subjects enrolled in the @y from different geographic

o

regions.

Safety Results Across Ofatumumab Monotherapy Studi

Ofatumumab monotherapy was evaluated in 6 clinical st with completed enrolment in subjects with
relapsed or refractory CLL. A total of 614 subjects fr, [Study OMB112517] (n=237), [Study Hx-CD20-
402] (n=33), [Study Hx-CD20- 406/0MB111773] 3), [Study GEN416/0MB111827] (n=29), [Study

OMB114242] (n=78), and [Study OMB112855}¢n=24) were included in the safety population.

Study OMB112517 investigated ofatumu&aintenance treatment in subjects with relapsed CLL who
had responded to induction therapy a in remission (i.e. CR or PR). The remaining 5 studies (Hx-

CD20-402, Hx-CD20-406, GEN416 14242, and OMB112855) were conducted in subjects with
active CLL disease that was heavi -treated and refractory. These results were not integrated due to
differences in the enrolment a, subject population, study durations, and doses of ofatumumab

administered in the individLNst ies.

The majority of suty'e at least 1 AE during study participation regardless of ofatumumab dosing
regimen. More tha of subjects in each study also had AEs that were Grade =3 in severity, with the

exception of s% n Study Hx-CD20-402.
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Table 3. Overview of Adverse
(Safety Populations)

Events Across Ofatumumab Monotherapy Studies in CLL

Ofatumumab Monotherapy Studies in CLL, n (%)
402 408 416 242 855 517
2000 mg 2000 mg 2000 mg OFA Arm 2000 mg OFA Arm
(N=33) (N=223) (N=29) 2000 mg (N=14) 1000 mg
(N=78) (N=237)
Any event 27(82) 213 (96) 27(93) 71(91) 14 (100) 206 (87)
Any related event 26 (79) 149 (67) 20 (69) 49 (83) 13 (93) 147 (62)
Any event Grade =3 11(33) 139 (62) 23(79) 50 (84) 8 (57) 120 (51)
Adverse Events of Special Interest
Any infection event 16 (48) 162 (73) 23(79) 48 (59) 12 (86) 154 (65)
Infections Grade =3 3(9) 64 (29) 15(52) 23 (29) 6 (43) 47 (20)
Opportunistic infection 3(9) 26(12) 8(28) 7(9) 2(14) 3(10)
Any infusion-related event 25 (78) 153 (69) 21(72) 33 (42) 14 (100) (48)
Infusion-related Grade =3 2(8) 14.(6) 2(7) 4(9) 2(14) ?) 9(4)
Cytopenias . %
Any event associated with decreased 2 (6) 46 (21) 5(17) 23 (29) {& 67 (28)
neutrophil count
Any event associated with decreased 2 (6) 38 (17) 5(17) 20 (26) 014} 57 (24)
neutrophil count Grade =3 Y\
Any event associated with decreased Hb 2 (6) 46 (21) 4(14) 9(12) \\ 1(7) 9(4)
Any event associated with decreased Hb 1(3) 14 (6) 2(7) 7 % r 0 4(2)
Grade =3
Any event associated with decreased platelet 39 12(5) 2(7) % 1(7) 19 (8)
count
Any event associated with decreased 3(9) 9(4) 0 6 (8) 0 4(2)
platelet count Grade =3 A

Note: Dose of ofatumumab administered in each study is provided in

salvage therapy were not included.

a. Includes only subjects with events during the first 24 weeks f@!ment. Events reported during ofatumumab

;oss the ofatumumab monotherapy studies. The
dy was consistent with the disease status of enrolled

Infection AEs were common in subjects with C
incidence of serious and severe infections in e&s
subjects. Permanent discontinuation of study@a ment due to infection AEs was infrequent.

High proportion of subjects in each st d at least 1 infusion-related AEs, but most events were low
nd/or resulted in treatment discontinuation.

grade in severity, few cases were s

Drug Interactions O\Q

Although limited

ractions and other interactions

Safety related to drug-dg@

| drug-drug interaction data exist for ofatumumab, there are no known clinically

significant inte @ Ens of ofatumumab with other medicinal products. Ofatumumab does not have a
clinically. e@wt effect on the PK of chlorambucil or its active metabolite, phenylacetic acid mustard.

Adver

nts by Type and Number of Prior Therapies

There were more AEs observed in subjects that received ‘only alkylating monotherapy’ as the most recent

prior therapy to ofatumumab, although the absolute numbers were small (ofatumumab: 14 subjects,
Obs: 9 subjects). The most common AE of this population was infusion-related reactions (64%0). In
contrast, neutropenia was the most common AE for subjects that received chemoimmunotherapy (29%)

or ‘other therapy’ (30%o).
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Table 70: Key safety summary by type of most recent prior treatment (Safety population)

OFA Obs
{N=23T) (N=237)
Subgroup: Type of Prior Treatment — Chemoimmunotherapy. n (%)
n 190 150
Any AE 166 (BT) | 144 (7R)
AE Grade =2 ] 70 (37
Meutropenia Grade =3 47129 23012
Infusion-related Grade =3 LELY [
Infections Grade =3 40 (213 3317
AE leading to death R)! 16 8)
Subgroup: Type of Prior Treatment - Only Alkylating Monotherapy,
O
n 14 9
Any AE w100 | 66N %)
AE Grade =3 9 (54) 333 N %
Neutropenia Grade =3 2(14) 1(11) N\
Infusion-related Grade =3 ] N, K
Infections Grade =3 5135 ] O
AE leading to death 2(14] 0 \Q
Subgroup: Type of Prior Treatment - Other Prior Treatment, n {7 \'
f 3 3 \)
Any AE 2609 i b
AE Grade =2 13139 18132
Meutropenia Grade =3 &) )]
Infusicn-relzted Grade =3 1(3)
Infactions Grade =3 216) (16)
AE lzading to death N I

[Disf3 Source: m33.5.1 OME912317 C5R Table 3.1300]

Abbreviations: AE=adverse event, NA=not apglicsble. \O\
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Table 71: Key safety summary by number of previous induction therapies (Safety population)

OFA Obs
(N=21T) (N=23T)
Subgroup: Mumber of Previous Induction Therapies -
2 Induction Treatments, n (%)
n 168 165
Any AE 146 (87 123 (74)
AE Grade =2 25 (51) 58135
Meutropenia Grade =3 42(25) 143
Infusion-relzted Grade =3 6 (d) N
Infections Grade =32 332 27118 6
AE lzading to death 6 (d) 1303
Subgroup: Number of Previous Induction Therapies - @
3 Induction Treatments, n (%) . %
n 5 63 \
iny AE 57(88) | 43(78) \
AE Grade =3 BE) | 25(40) O
Meutropenia Grade =3 1525 11017 Q
Infusion-relsted Grade =3 3(5) NA \
Infections Grade =3 14(22) 10(16) 0
AE leading to death 23 38 A
Subgroup: Number of Previous Induction Therapies - - b
(Other Induction Treatments, n (%) K
" 4
Any AE 379 @
AE Grade =] 11(2%) ‘@'25]
Meutropenia Grade =3 0 !
Infusion-related Grade =3 @ &,
Infections Grade =3 \ 2 (25)
AE leading to death N 1(13)

[Dsfs Source: m23.5.1 OME912317 C5R Table 3.1320]

Aboreviations: AE=adverse event, NA=nct apolicsble Q
Discontinuation due to adverse ev t0

Eight percent of subjects in the maintenance arm had AEs leading to permanent treatment
discontinuation. The AEs tha K to discontinuation of OFA included neutropenia (3 subjects),
hypersensitivity (2 subjects); d pneumonia (2 subjects); and all remaining AEs leading to

discontinuation were repo@ for Single subjects only.

*
Post marketing e nce
*

The first mar approval of ofatumumab was in the United States in October 2009 for treatment of
CLL patj efractory to fludarabine and alemtuzumab. Per September 2014, the cumulative
post g exposure to ofatumumab was estimated to be approximately 7269 patients (data from
IMS -Intercontinental Medical Statistics). As of December 2014, a total of 825 spontaneous and post-
marketing reports from 29 countries were received by the Company. Within these reports, there were a
total of 2206 AEs (serious and non-serious).

The ten most commonly reported AE’'s were; pyrexia (4%), infusion related reaction (3%), rash (3%),
urticaria (2%), dyspnoea (2%), neutropenia (2%), chills (2%), disease progression (2%), pruritus (2%)
and off-label use (3%). Seven of these AEs were descriptive of infusion reactions, a well-characterized
and expected event associated with ofatumumab treatment.

Of the 825 reports from spontaneous and PMS activities in-scope for this analysis, 118 (14%) were fatal.
Distribution of AEs by system organ class (SOC) for 502 reports were presented in Table below, which
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included also the 118 cases with fatal outcome.

Table 4. Distribution of events per System Organ Class (5% cut-off)

MedDRA Preferred Term Adverse Events n (%)
All Preferred Terms 502 (100)
General disorders and administration site conditions 103 (21%)
Infections and infestations 92 (18%)
Respiratory, thoracic and mediastinal disorders 46 (9%)

Blood and lymphatic system disorders 43 (9%)
Investigations 33 (T%)
Gastrointestinal disorders 27 (5%)

a. These 502 adverse events were contained in the total 118 spontaneous and PMS reports with a fatal

are in-scope for this evaluation as of the data lock point. . %

e which

Safety in the High-risk group

Noting that in this study subjects on active treatment are compared to su@on observation, the
safety profile in this high risk group is acceptable and comparable betwéenharms. Despite a greater
incidence of overall AEs, there was a lower incidence of SAEs and a si incidence of grade = 3 AEs

reported with ofatumumab. K

e Table -17 Overview of adverse events

High/Very Him@‘ Overall population
Ofatumumab | Obs®rvation | Ofatumumab | Observation
N=78 N=64 N=239 N=241
Adverse Events — n (%) 72 (92) N 50(78) 217 (91) 188 (78)
AEs related to treatment 49 N' NA 156 (65) NA
AEs leading to treatment @ NA 24 (10) 0
discontinuation
AEs leading infusion interrupt/delay (46) NA 98 (41) NA
AEs grade = 3 _ ('\ 49 (63) 38 (59) 132 (55) 96 (40)
SAES —n (%) \V 36 (46) 34 (53) 90 (38) 81 (34)
SAE related to treatment Q 8 (10) NA 35 (15) NA
Fatal SAEs \ 12 (19) 14 (6) 21 (9)
NA 0 NA

10 (13)
Fatal SAEs related to tr@ 0
. \
N

The incidence &ws was similar between arms (Table 1-14); there was no death on treatment in the
ofatumumal * While there were more deaths due to infections in the ofatumumab arm, these
occur@ er end of treatment and are mostly confounded by post-treatment anticancer therapy.

e Table -18 Overview of Deaths

High Risk Group Overall population

Ofatumumab
N=78

Observation
N=64

Ofatumumab
N=239

Observation
N=241
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High Risk Group Overall population
Ofatumumab Observation Ofatumumab Observation
N=78 N=64 N=239 N=241

Status at end of study — n (%)

Died 30 (38) 25 (39) 51 (21) 42 (17)

Alive, Follow-up ongoing 41 (53) 35 (55) 168 (70) 168 (70)

Alive, Follow-up Ended 7(9) 4 (6) 20 (8) 31 (13)
Primary cause of death —n (%)

Disease Under study 18 (23) 13 (20) 31(13) 19 (8)

Fatal infection SAEs 8 (10) 4 (6) 10 (4) 7 (3)

Other (mostly single SAES) 4 (5) 8 (13) 8 (3) 1)
Time to Death — n (%)

On Treatment 0 1(2) 0 . %@ Q)

< 60 Days after last treatment 1(2) 1(2) 2 (<1) <\ 2 (<1)

>60 days after last treatment 29 (37) 23 (36) 49 (21) A NN 37 (15)

\J

O

A higher incidence of overall AEs of neutropenia was observed in theQ umab arm, however

neutropenia SAEs were lower compared to the observation arm (Ta@ 5) and the grade = 3
neutropenia AEs were comparable (Table 1-16). The frequencies of f(ril eutropenia and neutropenic
sepsis were similar between the two arms. @

e Table -19 Overview of AEs associated with d@ d neutrophil count
N a

High RiskWp Overall population
Ofatumumabc Observation Ofatumumab Observation
N=78 N\ N=64 N=239 N=241
Neutropenia Adverse Events — n (%) 2 1)\ M 14 (22) 75 (31) 30 (12)
Neutropenia ( 13 (20) 64 (27) 25 (10)
Febrile neutropenia ) 3(5) 14 (6) 7 (3)
Neutrophil count decreased b 1(1) 0 7 (3) 3(1)
Neutropenic sepsis C.’ 1(1) 1(2) 1(<1) 1(<1)
{\rl:;ttrrr?gr?tma AEs related to stujy Q& 15 (19) NA 48 (20) NA
SAES —n (%) N\ 5 (6) 6 (9) 16 (7) 8 (3)
Neutropenia @' 1(1) 3(5) 4(2) 3(1)
Febrile neutropenia * Q 4 (5) 3(5) 13 (5) 5(2)
Neutropenic s s() 1(1) 1(2) 1(<1) 1(<1)
Neutropenia Sﬂ&ted to treatment 2(3) NA 8 (3) NA
Q ble -20 Grade 3 and above AEs associated with decreased neutrophil count
v High Risk Group Overall population
Ofatumumab Observation Ofatumumab Observation
N=78 N=64 N=239 N=241
e e ey | we | e | oz
Febrile neutropenia 34) 2(3) 11 (5) 6 (2)
Neutropenia 17 (22) 12 (19) 55 (23) 22 (9)
Neutropenic sepsis 1(1) 1(2) 1(<1) 1(<1)
Neutrophil count decreased 0 0 4(2) 2 (<1)
Grade 2 3 drug-related AEs associated 15 (19) 0 45 (19) NA
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High Risk Group Overall population
Ofatumumab Observation Ofatumumab Observation
N=78 N=64 N=239 N=241

with decreased neutrophils — n (%)

Grade 2 3 SAEs associated with

decreased neutrophils — n (%) 409 5(8) 15 (6) 7@
Febrile neutropenia 3(4) 2(3) 11 (5) 4(2)
Neutropenia 1(1) 3(5) 4(2) 3(1)
Neutropenic sepsis 1(1) 1(2) 1(<1) 1(<1)

Grade 2 3 drug-related SAEs

associated with decreased neutrophils 23) 0 8 (3)

—-n (%)

&)

<
Infection AEs in the High risk group have a similar pattern to those reported in the$ | population
he

(Table 1-17), although the incidence of deaths due to infections was slightly high ofatumumab
arm vs. the observation arm; however these occurred more than 30 days a ast dose of study
treatment, i.e. in the post maintenance treatment survival follow-up and were y confounded by next

therapies, as presented in RSI 2.

(o

e Table -21 Overview of infection events K
Y
High Risk Grou Qv Overall population
Ofatumumab 0] &v\tiﬂﬂ Ofatumumab Observation
N=78 a~ =64 N=239 N=241

Infection Adverse Events —n (%) 56 (72) \ 38 (59) 174 (73) 136 (56)

Infection AEs related to treatment 20 (26) NA 61 (26) NA

Infection AEs leading to treatment 1(2) Q NA 7(3) NA

discontinuation

Infection AEs leading infusion @ NA 39 (16) NA

interrupt/delay

Infection AEs = Grade 3 Ql 27) 24 (38) 54 (23) 44 (18)
Infection SAEs — n (%) 21 (27) 26 (41) 55 (23) 49 (20)

Infection SAEs related to treatment & 5 (6) NA 22 (9) NA

Fatal infection SAEs 8 (10) 4(6) 10 (%) 7(3)

Fatal infection SAEs relate% 0 NA 0 NA

treatment

N Q"
O
2.6.1. Dis@ion on clinical safety

<&

In this y, 237 subjects were exposed to ofatumumab and in this application the safety experience of
the subjects is compared to the current safety profile of OFA which is based on 2603 oncology patients
including 1555 CLL patients receiving ofatumumab in clinical trials (through December 2014). The
number of patients exposed in this trial is regarded sufficient to evaluate the safety of maintenance
ofatumumab in the current study.

Overall, the most common AEs observed were neutropenia, cough, upper respiratory tract infections,
infusion reactions and pyrexia. This pattern of AEs is expected based on previous safety experience with
ofatumumab. The common infusion reactions are sought alleviated by administration of steroids prior to
ofatumumab infusion.
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In case of a mild or moderate ADR, the infusion should be interrupted and restarted at half of the infusion
rate at the time of interruption, when the patient’s condition is stable. If the infusion rate had not been
increased from the starting rate of 12 ml/hour prior to interrupting due to an ADR, the infusion should be
restarted at 12 ml/hour, the standard starting infusion rate. The infusion rate can continue to be
increased according to standard procedures, according to physician discretion and patient tolerance (not
to exceed increasing the rate every 30 minutes).

In case of a severe ADR, the infusion should be interrupted and restarted at 12 ml/hour, when the
patient’s condition is stable. The infusion rate can continue to be increased according to standard
procedures, according to physician discretion and patient tolerance (not to exceed increasing the rate
every 30 minutes).

The most frequently reported SAEs were in the Infections and Infestations SOC. No cases @ML, toxic
epidermal necrolysis, Stevens-Johnson syndrome or tumour lysis syndrome were reporté( his study.

With regard to special populations, no safety signals of concern were detected in rel to Age, Gender,
Race or Body Weight. The safety of ofatumumab during Pregnancy an on has not been
established.

No known clinically significant interactions of ofatumumab have been de . Overall, 40% of subjects
experienced AEs leading to dose delays or interruptions Wherf % of subjects permanently
discontinued treatment due to AEs. This is considered acceptable. @

When looking at the subgroup of patients defined as “high r% numbers of AEs between arms are

slightly changed compared with the overall population. e overall group, there was a greater

incidence of overall AEs in the ofatumumab arm. There ower incidence of SAEs and nearly a similar
incidence of grade > 3 AEs reported with ofatumuﬁl. he incidence of deaths was similar between
arms, and there was no death on treatment in the umab arm.

Concerning neutropenia, a higher incidenceNof overall AEs of neutropenia was observed in the
ofatumumab arm, however neutropenia S

the grade = 3 neutropenia AEs were ¢ é
sepsis were similar between the two

ere slightly lower compared to the observation arm and
ble. The frequencies of febrile neutropenia and neutropenic

Overall, the safety profile of o & mab in the present study is considered in line with expectations
based on previous safety _ex nce with ofatumumab. The safety profile must be evaluated in the
clinical context that main% ce therapy is currently not recommended for CLL.

. Q
O
2.6.2. Coné\ions on clinical safety

The safe @dings observed in the ofatumumab maintenance treatment population (n=237) in the
pivotal dy OMB112517 were consistent with the well-established safety profile of ofatumumab,
including main safety issues such as infusion reactions, neutropenia and infections. No new or unexpected
safety signals were detected in relation to the maintenance treatment, and most AEs observed in the

study were in general manageable.

2.6.3. PSUR cycle

The PSUR cycle remains unchanged.
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2.7. Risk management plan

The CHMP received the following PRAC Advice on the submitted Risk Management Plan (RMP).

The PRAC considered that the RMP version 12 (dated 15 June 2015) is acceptable. In addition, several
revisions were recommended to be taken into account within the next RMP update, as outlined below.
The PRAC endorsed PRAC Rapporteur Updated Assessment Report is attached.

The CHMP, having considered the data submitted in the application was of the opinion that due to the
concerns identified with the proposed new indication, the update of the RMP cannot be agreed at this
stage. Revisions of the RMP that may be warranted due to availability of additional data are

recommended to be taken into account within the next RMP update. 6
2.8. Update of the Product information ’\%
As a consequence of this new indication, sections 4.1, 4.2, 4.8, 5.1 and 5.2 of the were proposed

to be updated. \
2.8.1. User consultation é

A justification for not performing a full user consultation with %ﬂtient groups on the package leaflet
has been submitted by the applicant and has been founc%@ ble for the following reasons:
brhi

Amendments proposed for the PL as a result of this ssion are minimal and are not considered to
require further consultation with target patient gr he only change that has been made as a result
of this submission is the addition of sentences, spegific to the maintenance indication in Section 3. How to
use ARZERRA. This change would not be expfc%to impact readability of the PL.

There are no proposed changes to any E@ection of the PL.

3. Benefit-Risk Bal Q

Benefits @\
. Q
Beneficial effei:t \

The primary e&tl’was PFS. A PFS gain in favour of maintenance was shown with a median of 29.44
i

vs. 15.24 m nvestigator-assessment) and 30.36 vs. 14.75 months (IRC assessment).
Of the s ry endpoints, the median OS has not been reached in any arm. The time to next therapy
(as de ined from the time of randomization) was improved by ofatumumab maintenance treatment as

compared to no further treatment. Data on PFS2 were scarce.

Maintenance therapy with ofatumumab is associated with a prolongation in TTNT (38.0 months vs. 29.2
months) (HR 0.68; 95% CI: 0.51, 0.90; p=0.0054) but of smaller magnitude than the increase in PFS.

Most patients (94%) had no B-symptoms at baseline and this continued in both arms throughout the
follow-up period, with slightly varying results at each visit. There was a trend of increased depletion in
the ofatumumab arm during maintenance treatment, but numbers were scarce at the later visits.

Baseline values were similar for both arms in PRO evaluations. The completion rate was higher in the
ofatumumab maintenance arm, as patients only completed questionnaires if they remained on treatment.
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Health-related quality of life assessments showed no statistical difference or clinically relevant difference
between the arms at any time point. The B-symptoms Index analysis, showed a statistically significant
difference in favour of ofatumumab compared with no further treatment (p=0.002) but an analysis on
whether the results were clinically relevant, has not been performed.

In the high- risk subgroup the median PFS in the ofatumumab arm was 23.2 months compared with 5.5
months in the observation arm (HR 0.47 [0.31, 0.71], p-value <0.0001). The sensitivity analysis of PFS
by IRC is supportive of the primary endpoint (median 23.2 months OFA vs. 7.4 months no further
treatment, HR 0.55 [95% CI: 0.35, 0.85]). A significantly shorter median PFS was observed when CT
scans were considered, based on both investigator-assessed and IRC-assessed PFS, but with HRs ranging
from 0.55 to 0.67. In the OS analysis approximately 40% of the patients in the subgroup had event,
but also in this subgroup, no differences in OS can be seen (HR 0.86 [0.51, 1.48]). The OS re still
regarded as immature.

>
The median TTNToD showed a prolongation of approximately 7 months with ofat }nab treatment
(median months OFA 18.8 vs. 11.5 Obs, HR 0.54 [0.36, 0.83]). With approximatel@% events, mainly
deaths, PFS2 numbers are still immature, KM medians are 43.8 and 33.2 n@(HR 0.79 [95% CI:

0.47, 1.33]). 0
Uncertainty in the knowledge about the beneficial effects @
In the CHMP scientific advice from 2009 it was clearly stated PFS endpoint could not stand alone
in a maintenance therapy study. Currently, no clinical t% t

CLL. Due to a relatively short follow-up with a median of 20 months a potential effect on OS cannot
be detected. It is recognised that OS is a difficult en ints in a disease with a relatively indolent course

guideline recommends maintenance for

occurring mainly in elderly people. Moreover, th le size calculation was based on the number of
PFS events, and enrolment was prematurelysstopped when the primary objective was met. Therefore,
there is a risk that the submitted study is under. ered for the OS endpoint.

There are no additional data showing median 16.1 months gain in PFS and median 8.8 months
gain in TTNT is translated into furth fits for the patients who received maintenance treatment. The
latter pertains in particular to th Qof OS data. No PFS2 data are available. When given ofatumumab
as maintenance treatment, thij X\tment might no longer be an option when a symptomatic relapse
arises at a later stage. Thi&&n of a potential “loss of chance” remains unresolved due to immature

data. @,

Since the difference’\ edian PFS (ofatumumab 29.44 mo, Obs 15.24 mo, gain 14.2 mo) was not fully
translated into & quently longer median “time to next anti-cancer therapy” (ofatumumab 37.98 mo,
Obs 31.11 mo it 6.9 mo). These data seem to indicate that there is a shorter time from progression to
start of pe tment in the ofatumumab arm (8.5 mo) as compared to the Obs arm (15.9 mo). This
can b explained by different event definitions and censoring rules. The Applicant is also referring
to diffe es in clinical practice as an important factor that explains the discrepancy in the PFS and TTNT
estimates. This concerns primarily the decision on when to start next therapy. Of notice is that a large
proportion of the patients (ofatumumab 45%, Obs 37%) had PD but did not start next therapy.
Furthermore, a much larger proportion of the patients in the ofatumumab arm (31%) as compared to the
Obs arm (5%) had no documented progression but started next therapy. The question of investigator
bias in this open label trial cannot be completely ruled out.
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Risks

Unfavourable effects

Clinical safety of ofatumumab maintenance treatment is primarily derived from 237 patients based on the
interim analysis of the pivotal trial OMB112517. At the time of cut-off for the interim analysis 50% of the
patients had received maintenance treatment for 16 months while only 25% of the subjects had received
all planned cycles.

AEs occurred more frequently in the ofatumumab arm compared to the Obs arm (87% vs 75%,
respectively). Most commonly reported AEs in both arms included neutropenia, cough, upper respiratory
tract infection and pyrexia, except from infusion reactions which were naturally observed o in the
ofatumumab arm. However, the frequencies of these AEs were in general higher in ofatumumat%\ than

in the Obs arm.

>
There was an imbalance in frequency of neutropenia observed in the ofatumumab ar @J) compared

to the Obs arm (10%) which led to a higher frequency of grade> 3 neutro (21% vs 9%,
respectively). The frequency of febrile neutropenia was lower in both arms, bu htly higher in the
ofatumumab arm (5% vs 2%). This holds true also for SAEs related to febri tropenia (4% vs 1%,

respectively).

The imbalance in frequency of neutropenia between the arms see &e reflected in an increased
frequency of infectious AEs in the ofatumumab arm (65%) com rﬁ with the obs arm (51%). The
proportion of subjects with serious infectious AEs was however rable between the arms. The most
common infectious AEs were respiratory tract infections (RTfs e ofatumumab arm (64%) vs Obs
arm (45%). This imbalance was driven by the upper R IQ e ofatumumab arm (38%) than the Obs
arm (24%). There was also an imbalance in the categgx “other infections” reported (ofatumumab:
39%, Obs: 25%), which included infections like infl@a, cellulitis, herpes zoster, herpes simplex, and
urinary tract infections.

During the study, patients in the active arr&eived more blood- and blood supportive care products
(mainly G-CSFs) and anti-infective mediciﬁ consistent with the higher incidence of neutropenia and
infection in the ofatumumab maintena

Infusion related AEs were observ@h a frequency of 46% in the ofatumumab arm. Of these events,
only 28% were considered treQ t-related and 18% resulted in in treatment delay/interruption. Most

infusion-related reactions were mild to moderate severity and primarily occurred on the first day of
Cycle 1 (25%), and then d to <~2-10% at other cycles
The frequency of grﬁ@ AEs was also higher in the ofatumumab arm than the Obs arm (51% vs 36%,

respectively). Howgver; the observed SAEs were comparable between the arms. Furthermore, the fatal
AEs were less \ent in the OFA arm (3%) than the Obs arm (8%).

Uncegtal In the knowledge about the unfavourable effects

There are no important uncertainties in the knowledge about the unfavourable effects.

Since no new safety signals have been detected and the adverse event profile is well-known for
ofatumumab as for other anti-CD20 antibodies, the safety of ofatumumab should be viewed in the
context that patients with CLL currently do not receive maintenance therapy.
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Effects Table

Table 77: Effects Table for ofatumumab / maintenance CLL (data cut-off: 19 June 2014)

Short Treatment Control Uncertainties/ References

Description Strength of
evidence

Favourable Effects

Progression- Median 29.44 15.24 HR = 0.5 (95%CI:
PFS free survival in (26.18, (11.79, 0.38, 0.66),
months 34.17) 18.76) p<0.0001
Time and Median 37.98 31.11 HR=0.66 (95%ClI
response to in (28.29, NE) (21.62, NE) 0.47, (0] >
next-line months p=0.0108 K\
therapy
No d
N
Unfavourable Effects 0‘
N(%) 120 (51%) 85 (36%)
Grade = 3 @
AEs

N(%) 58 (24%) 24 (10%é

Neutropenia

Any N(%) 154 (65%) 12
Infection

Treatment N (%) 52 (22%) \O
related

infections O

Infusion N(%) 67 (28@ 0

related AEs \
Benefit-Risk Balance 60

Importance of favourable and\] ourable effects
A PFS gain of 14-15 months
for a new treatment conc&Nn aintenance therapy the evidence should be compelling, meaning that

e viewed as a favourable outcome in most cancer studies, however

PFS needs to be supporte@ other outcome measures for efficacy, preferably OS.

>
Even if the safetyé} tumumab is well-known, the risk of neutropenic complications and other known
igcr

anti-CD20 eﬁezt\

Benefit '@alance

eased and this burden must be taken into the context of a maintenance therapy.

The i ment in the primary endpoint, investigator-assessed PFS for the ofatumumab maintenance
not bei supported by robust OS data cannot be considered sufficient to outweigh the risk of the
additional safety burden of Arzerra in the context of the indication as maintenance treatment for adult
patients with CLL at high risk of relapse who are in complete or partial response after at least two lines of
induction therapy.

Discussion on the Benefit-Risk Balance

“Consolidation/maintenance” is a field of active research (many trials are underway) although
combination treatments may be more relevant to address patients at very high-risk of progression.
Concerning the added value of maintenance treatment, only an effect on PFS has been observed.
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However, the clinical relevance of this effect is doubtful because progression is often asymptomatic and
can be managed with acceptable (including recently approved) treatment options that are fairly well
tolerated. Thus, treatment-free periods associated with watchful waiting and avoiding severe and life-
threatening toxicity are considered more clinically important rather than delaying progression. In the
absence of an effect on OS or HRQoL, the maintenance regimen proposed cannot be considered to be
clinically justified.

In terms of magnitude, the improvement in PFS for this high-risk (HR) without 17p deletion, is
substantial, however, the relevance of PFS as a clinically relevant endpoint is questioned. This is due to
the indolent nature of the disease and the availability of acceptable further treatments. Thus, progression

(as defined) is not expected to result in significant deterioration of symptoms or quality of life s
clinical relevance of this endpoint is questioned. Indeed, if CT scans are considered in the defijmi
progression, the magnitude of improvement is much smaller (about 4 months difference, i
Thus, the activity of ofatumumab seems to affect predominantly circulating leukaemia \ ther than
lymph nodes. Lastly, there are no data in cytogenetic high-risk patients ( e.g p53, d which respond
worse to treatment). It is possible that TTNT reflects symptomatic progression ct agrees with the
PFS taking into account CTScans. Therefore, the magnitude of improvement is smaller compared to
PFS as defined in the protocol. There is no clear effect on OS or time witho for therapy. Itis
unlikely that a longer follow-up will reveal small differences in view of s b!&ent treatments that can
affect overall survival. Also, a theoretical risk that ofatumumab mai nce could delay subsequent
effective treatments cannot be ruled out (although a dramatic eff ms unlikely based on the current

data).

Furthermore, apart from a clear decrease in fatigue, the@?ces observed in terms of HRQoL are of
small magnitude and below the conventional thresholds fork¢linical significance. Indeed many patients
that entered into the study were asymptomatic, exce r the presence of B symptoms in a relatively
high proportion of patients. However, B symptomsiare expected to quickly disappear in patients with PR

or VGPR.

In principle, the observed safety profil u ave been considered acceptable if a clearly relevant
clinical benefit could have been establi n terms of OS. However, this is not the case in the present
assessment and therefore the ObS{ oxicity cannot be considered acceptable.

i

Even if the safety of ofatumu
aN

anti-CD20 effects is increa&
where the alternative wo e treatment-free periods associated with watchful waiting. Without a clear
clinical benefit the n'\ y outweigh the observed benefits since the majority of the patients receiving

ofatumumab mzu'n€nj

Taken togethe® benefit of the maintenance treatment is not considered to outweigh the risk.

<

4. mmendations

well-known, the risk of neutropenic complications and other known
this burden must be taken into the context of a maintenance therapy,

ce sooner or later will require new therapy.

Similarity with authorised orphan medicinal products

The CHMP by consensus is of the opinion that Arzerra is not similar to Imbruvica or Gazyvaro within the
meaning of Article 3 of Commission Regulation (EC) No. 847/200. See appendix 1.

Outcome

Based on the review of the submitted data, the CHMP considers the following variation not acceptable and

Assessment report
EMA/CHMP/77370/2016 Page 87/88



therefore does not recommend, by a majority of 23 out of 30 votes, the variation to the terms of the

Marketing Authorisation, concerning the following change:

Variation rejected

Type

C.l.6.a C.1.6.a - Change(s) to therapeutic indication(s) - Addition
of a new therapeutic indication or modification of an
approved one

Type 11

Extension of Indication to include maintenance therapy in Chronic Lymphocytic Leukaemia (CLL) based on

the interim analysis of the pivotal study OMB112517 (PROLONG).

Grounds for refusal:

*

quantify the translation of that effect to other clinical outcomes, in partiw@

Furthermore, the impact on clinical symptoms and quality of life remai e
clinically relevant benefit for ofatumumab maintenance treatment i e

both for the broad, initially applied indication and the subsequentl@p

O

%,
&
- Although an improvement in PFS was observed in the pivotal trial, there is ir@nt evidence to
, also PFS2.

rtain. Therefore a
roposed population,
lied indication in high-risk
population defined by the CLL-IPI prognostic index is not coré&red demonstrated.

- Although no new safety signals have been detected a@dverse reaction profile is well-
known - most common adverse reactions being \ reactions, neutropenia and upper
um

respiratory tract infections- the safety of ofat

b is not acceptable in the context of a

maintenance therapy where the alternative, be treatment-free periods associated with

watchful waiting.

X

Therefore, the benefit- risk balance of %ln the proposed indication as maintenance treatment for
adult patients with CLL at high risk of e who are in complete or partial response after at least two

lines of induction therapy; is Cons{ negative.

. Q\
0\0\
%)
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