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1. Background information on the procedure

1.1. Type II group of variations

Pursuant to Article 7.2 of Commission Regulation (EC) No 1234/2008, Gilead Sciences International Ltd
submitted to the European Medicines Agency on 31 January 2017 an application for a group of
variations.

The following variations were requested in the group:

Variations requested Type Annexes
affected
C.I.13 C.I1.13 - Other variations not specifically covered Type I1 None

elsewhere in this Annex which involve the submission of
studies to the competent authority

C.I.13 C.I1.13 - Other variations not specifically covered Type I1 None
elsewhere in this Annex which involve the submission of
studies to the competent authority

C.l6.a C.I.6.a - Change(s) to therapeutic indication(s) - Addition | Type II | I and IIIB
of a new therapeutic indication or modification of an
approved one

C.1.6. Extension of Indication: Extension of the approved chronic lymphocytic leukemia (CLL) indication
for Zydelig to include its use in combination with bendamustine and rituximab based on the results of
the primary analysis of pivotal Study GS-US-312-0115 "a Phase 3, randomized, double-blind,
controlled study evaluating the efficacy and safety of idelalisib (GS-1101) in combination with
bendamustine and rituximab for previously treated chronic lymphocytic leukemia" as a consequence,
sections 4.1, 4.8, and 5.1 of the SmPC are updated. The Package Leaflet is updated in accordance.

In addition, the Marketing authorisation holder (MAH) took the opportunity to update the list of local
representatives in the Package Leaflet. The RMP version 2.2 has also been submitted.

C.I.13: Submission of the final report from study 101-08, a phase 2, single-arm study evaluated
idelalisib monotherapy and in combination with rituximab in elderly subjects with previously untreated
CLL or small lymphocytic lymphoma. Inclusion of this report provides additional safety data to support
the evaluation of the use of idelalisib in patients with CLL. Submission of this report is also made in
fulfilment of PAM0OS.

C.I1.13: Submission of the final report from study GS-US-312-0123, a phase 3 randomized study
evaluated idelalisib in combination with bendamustine and rituximab in subjects with previously
untreated CLL. Inclusion of this report is supportive of a complete safety evaluation concerning the
use of this combination in patients with CLL.

The group of variations proposed amendments to the Summary of Product Characteristics and Package
Leaflet.

Information on paediatric requirements

Pursuant to Article 8 of Regulation (EC) No 1901/2006, the application included an EMA Decision(s)
CW/1/2011 on the granting of a class waiver.
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Information relating to orphan market exclusivity
Similarity

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

Scientific advice

The MAH did not seek Scientific Advice at the CHMP.

2. Scientific discussion

2.1. Introduction

Zydelig (idelalisib [IDL]) is a competitive inhibitor of the adenosine triphosphate binding site of the
phosphatidylinositol 3 kinase p110d (PI3Kd) catalytic domain.

On 18 September 2014, the European Commission (EC) approved Zydelig for use in combination with
rituximab for the treatment of adult patients with CLL who have received at least 1 prior therapy, and
as first-line treatment for patients with CLL with genetic mutations (chromosome 17p13.1 deletion
[17p deletion] and/or TP53 mutation) who are unsuitable for chemo-immunotherapy.

The first-line indication was later modified following the conclusion of an Article 20 procedure to include
only those patients with CLL and 17p deletion or TP53 mutation who are not eligible for any other
therapies.

The Article 20 procedure was initiated due to an increased early fatality rate in studies GS-US-312-
0123, GS-US-313-0124 and GS-US-313-0125.

Incidence of deaths, fatal AEs and SAEs in studies GS-US-312-0123, GS-US-313-0124 and
GS-US-313-0125

GS-US-312-0123 G5-U5-313-0125 GS-Us-3132-0124
{1st lime CLL} {iINHL with median of 2 prior {IMHL with median of 1 prior
therapies) therapy)}

Idelalisib + Placebo + Idelalisib + BR Placebo + BR | Idelalisib + R Placebo + R

BR ER {n = 318) {n = 155 {n = 190) {n=83)

{n=15&) {n= 154}
All Deaths B% 3% 8% 5% 5% 1%
AE leading to B% 2% &% 3% 4% %%
death
SAES 1% 42% 72% 35% 48% 10%

BR = bendamustine plus ritunimab, R = rituamab

These studies were terminated early and the article 20 procedure resulted in a minor change in the
approved indications (see_above) and amendments to the SPC essentially focused on measures to
reduce the risk for infections, especially the risk for opportunistic infections (pneumocystis and CMV).
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The main underlying reasons for the unfavourable (early) benefit/risk in the studies referred to above
were considered to be: The favourable prognosis of the enrolled patients, the favourable risk profiles of
the control regimens and the add-on immune-toxicity of IDL, especially in relation to bendamustine +
rituximab (BR).

Applications were subsequently filed to support the use of IDL in combination with ofatumumab (O) in
patients with CLL based on the results of the Phase 3 Study GS-US-312-0119.

The present group of variations consist of:

- A variation application under C.I1.6 proposing to expand the CLL indication for IDL to include its
use in combination with bendamustine and rituximab (BR) based on the results of the primary
analysis of pivotal Study GS-US-312-0115, entitled “A Phase 3, Randomized, Double-Blind,
Placebo-Controlled Study Evaluating the Efficacy and Safety of Idelalisib (GS-1101) in
Combination with Bendamustine and Rituximab for Previously Treated Chronic Lymphocytic
Leukemia.”

- The submission - under the scope of C.1.13 - of the final report from study 101-08, a phase 2,
single-arm study evaluated idelalisib monotherapy and in combination with rituximab in elderly
subjects with previously untreated CLL or small lymphocytic lymphoma. Inclusion of this report
provides additional safety data to support the evaluation of the use of idelalisib in patients with
CLL. This submission is also made in fulfiiment of PAM0O8 of the MA.

- The submission - under the scope of C.1.13 - of the final report from study GS-US-312-0123, a
phase 3 randomized study evaluated idelalisib in combination with bendamustine and rituximab
in subjects with previously untreated CLL. Inclusion of this report is supportive of a complete
safety evaluation concerning the use of this combination in patients with CLL.

2.2. Non-clinical aspects
No new non-clinical data have been submitted in this application, which is considered acceptable.
2.2.1. Ecotoxicity/environmental risk assessment

This Type II variation for Zydelig includes the interim analysis of the pivotal Study GS-US-312-0115,
entitled “A Phase 3, Randomized, Double-Blind, Placebo Controlled Study Evaluating the Efficacy and
Safety of Idelalisib (GS 1101) in Combination with Bendamustine and Rituximab for Previously Treated
Chronic Lymphocytic Leukemia.” The data contained herein support expansion of the Zydelig CLL
indication statement with the addition of the following:

Zydelig is indicated in combination with bendamustine and rituximab for the treatment of adult
patients with CLL who have received at least one prior therapy.

An Environmental Risk Assessment (ERA) for Zydelig was included within the initial Marketing
Authorisation Application. This assessment covered the use of Zydelig for the treatment of adult
patients with indolent non-Hodgkin lymphoma refractory to rituximab and an alkylating agent and
relapsed chronic lymphocytic leukemia. On 08 December 2015, a type IB variation was submitted to
provide an updated environmental risk assessment for idelalisib with a Phase II assessment, as agreed
during the initial Marketing Authorisation Application and detailed in the cumulative letter of
recommendations.
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The EMA guideline “Guideline on the environmental risk assessment of medicinal products for human
use” [EMEA/CHMP/SWP/4447/00 corr 2] states that “the evaluation of the environmental impact
should be made if there is an increase in the environmental exposure, e.g., a new indication may result
in a significant increase in the extent of use.” Accordingly, a revised ERA is not submitted in the
context of this variation as the proposed revision to the approved CLL indication is for a new
combination within the currently approved patient populations. It is not anticipated that there would be
a significant increase in the extent of use.

Comment
The lack of an updated ERA is acceptable.
MS comment from {confidential information deleted}:

"We agree with the rapporteur and have an additional comment. The applicant acknowledged the
submission of a phase II environmental risk assessment in the marketing authorisation procedure
Zydelig EMEA/H/C/3843. The submission was announced for the fourth quarter of 2015. OMS
{confidential information deleted} would appreciate to receive the announced updated environmental
risk assessment including the study reports by the applicant or by the rapporteur.”

Rapp comment on {confidential information deleted} MS comment;

The requested updated environmental risk assessment and study reports have been submitted by the
MAH as part of a type IB variation, which was submitted in the g4 2015 (EMEA/H/C/3843/1B/20).
Consequently, the information requested by {confidential inforrmation deleted} is available in the
mentioned application. Since the updated ERA was submitted as a type IB variation it was approved
via CHMP silent adoption and consequently no CHMP AR were produced. No MS comments were
received in regard to the type IB variation. Since the studies have been approved and since they were
not submitted as part of this application they cannot be re-assessed or requested. Hence, the request
from {confidential inforrmation deleted} is not agreed upon.

Discussion on non-clinical aspects

No new non-clinical data have been submitted in this application, which is considered acceptable. The
ERA has not been updated since the context of this variation as the proposed revision to the approved
CLL indication is for a new combination within the currently approved patient populations.
Consequently, it is not anticipated that there would be a significant increase in the extent of use.

2.2.2. Conclusion on the non-clinical aspects

There are no non-clinical objections to this application.

Based on the updated data submitted in this application, the new/extended indication does not lead to
a significant increase in environmental exposure further to the use of idelalisib.

2.3. Clinical aspects

2.3.1. C.1.13: Submission of the final report from study GS-US-312-0123.

Study 312-0123 was a phase 3 randomized study evaluated idelalisib in combination with
bendamustine and rituximab (IDL+BR) vs. PI+BR in subjects with_previously untreated CLL.
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This study was terminated early due to a safety signal (EPAR EMEA/H/A-20/1439/C/003843/0023, July
2016, article 20 procedure). Because the factors contributing to the AEs were not completely
understood, the decision was made to terminate this study. Due to early study termination, the

prespecified efficacy analyses were not conducted.

Issues discussed in the article 20 procedure included whether the side effects of IDL+BR were
exaggerated in patients with treatment naive CLL vs. treatment experienced , i.e. that the apparently
unfavourable B/R first-line was not only related to the slow progression rate in the control (BR) arm.

Therefore this AR is focused on safety.

Safety

IDL/Placebo Exposure (Safety Analysis Set)

IDL + BR Placebo + BR
(N=126 N =184)

Dharstion of Exposure to IDL {months)*

M 156 154
Mean (500 27(6.2%) 135 (448
Median 121 14.5
1, 0% 31,150 122 166
lim, blax 4.2, 221 035,218

Cwmulattve Exposure to IDL, n (%)
=1 day 156 (100.0%) 154 (100.0%)
= 1 momths 133 {78.8%) 147 {95.5%3
= 4 months 111 {71.2%) 145 (94 2%
= & months 102 (635 4% 140 (90 5%
= 12 months 79 C506%) 123 (759 5%
= 18 months 10 (6.4%) 16 (10 4%

» 24 months { o
= 50 months { &
= 36 months l} i

BE = bendamustine + riumimab, IDL = idelalisib, Q1 = Brt guantle, 3 = thind guantile; St = standard deviatios

a  Duraticn of exposure for IDL {months) = {{last DL placebo dosing date — Srat IDL

acebo dosing date + 1Ty 304375,

The Bafety Anslvsis Ser incheded all subjects who receive = 1 dose of smdy westment, with trexmnent group designated according

1o e gonual tpenmoeot received.

Comment: Note the major difference in cumulative exposure already after 2 months. This is of course

also reflected in the cumulative number of doses.

Cumulative Mumber of Dioses
=1 156 {100.0%) 154 (100.0%%)
=2 156 {100.0%) 154 (100.0%%)
=4 141 (90.4%) 150 (97.4%)
-6 122 {78.2%) 146 (94.5%)
=3 111 (7L 141 (31.6)
- 10 95 (60.9) 133 (86.4)
=12 77 (49 4} 119 (77.3)
- 14 1 (0.6) 0
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Overall Summary of Adverse Events (Safety Analysis Set)

IDL + BE Fl+BE
Adverse Event Category, n (95} (% =126} (M =184)
Any AFE 156 (1000 133 (99.4)
IDL/Pl-Related AE 1380881y 110471 .43
Fitumimab-Felated AE 134 (79.5) 113747
Bendamustine-Faelated AE 140 (88.7) 140 (9053
wizrade 3 AE 156G (%60 124 (305
»zrade 3 IDL/Pl-Belated AE 122(78.2) 59{38.3)
» zrade 3 Eituwimab-Felated AE 93 (59.8) 58 (44.2)
»izrade 3 Bendammstine-Related AE 1210776} 85 (33.2
Hny BAE 113 (724 58 (44.2)
IDL/Pl-Related SAE T2 462y 300195}
Fitwximab-Related S3AE 34 34.8) 3220
Bendamustine-Falated 54F TE{EET) 32 {20.8)
AF L eading to IDL/PIl Dose Feaduchion 16 (103} 1442.1)
AFE Leading to IDL/Pl Dose Interruption 1150737 BE (44
AF Leading to IDL/Pl Discontinuation GOS0 12¢7.8)
AF 1 eading to Death 12em 3%

AE = gdverse event BE = beadammstioe + rinndmal; DL = idelalizib; Pl = placebo; SAE = serious adverse event

Relationship to stedy drag is determined by mvestigster; 4Es with missing relattonships were considerad to be related.

The Safety Analysis Set fnchuded all subjects who receive > 1 dose of shedy treatmment, with tresneent sroup designsted sccording
o the acmsl westment pecetved.

Comment: The investigators better differentiates IDL from Pl when it comes to higher grade

AE/SAE/discontinuations. This expected for some of the events, such as colitis and transaminitis.
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Adverse Events with = 4% Difference in the IDL + BR Group when Compared to the Placebo
+ BR Group by MedDRA PT (Safety Analysis Set)

Il + BR Placeho + BR
Freferved Term, o (%5} W = 1563 (W =154% Dnfference W}
Muzaber (%) of Subjects with Any AF with = 1%
Difference between Twe Groups 156 (100.6) 151 (98.1)
Pyrexia ETI558) 52(33.8) 2240
Rash 64 (4100 340221} 1.9
ALT Imcrensad 230147 (L 128
Hypokalasmua 23 (18.0) 33D 12.8
Dimthoss A6 (42.3) 46 (239 124
Fash maculo-papular EIRNL Ay 12 (7.5} 121
AST mereased 00128 (L3 11.5
Febrile neufropenia 3FRLY 16 (10.4) 108
Weight decreased 15122} 4{2.63 44
Anemia 45 (288 3 {19.5) %4
hueosal Inflammation 15{9.6) 1{0.63 .4
Asthenia 221410 %(5.8) &3
Vomiting AT(2AT M (156} i1
Diehydration 14 (5.0% ER R 7.0
Prneumonia NLE ${5E) 7.4
Unnary Tract Infection 184115} T{4.5) T4
Dvepnoes 24(15.4) JEREE Y £.9
Diry Sham 14 (2.0% 4(2.6) &4
Hypophosphatenma S35 1] 38
Diry Mouth 11471y 4(2.6) 4.5
Sepats F(58) (L3 4.5
Trensamimase Increased T 45 0 4.5
Chulls 1155 14¢2.1) 4.4

Comment: There are major differences between study arms, also in summary measures such as
weight decrease (12 vs. 3%) and dehydration (9 vs. 2%).

Deaths: There were more deaths in the IDL+BR arm: 12 /7.7%) vs. 3 (1.9%), thereof infectious

events 8 vs. 1.
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SAEs Reported for = 2% of Subjects in Either Treatment Group (Safety Analysis Set)

IDEL +BR Flacebo + BR.
Preferred Term (%) HW=158 W=154)
g PRSP ERR TN
B8RS 18 {104
L joRive
i [RER
258 {13
743 104
: §38) § {08
Meroperc Sepsis 5433 § {08
Pruzamondtis F33) iy
Tamour Lysts Svodroms EREN 4 {28}
A Firilladon 418 ERN RS
Fach 4728 LEA)
Urinary Tract Infection 4428 1)
R = hand ime + rifunimsak, DL = idelalis®, Pl =placcbe, SAE = samims advazie swsat
Th Eauty A i Bt Enchudies o] sulijects who rceive 2 | doss of snady gean it ¢ oup dexigmaed ing

AT were clmssiSed by : SledDEA verston IR0
Idudiple AEs wears conated. only omow per wnhject fir sach SO0 and PT.

Comment: Infectious events dominate.

Study drug discontinuation: Altogether 60 (39%) vs. 12 (8%) discontinued study drug, IDL vs. PI.

Treatment-Emergent Transaminase Elevations (Safety Analysis Set)

IDL +BE Pl+BR

(N =156) M=15
m{%) n {9%)
Subjects with any Grade 3 or 4 ALT or AST Elevation 41 26.3) 2{L3
Subjects with auy Grade 3 or 4 ALT Elevation 41 {263 213
Hubjects with sy Grade 3 or 4 AST Elevation X {leT) 2{1.%
Subjects with any Grade 3 or 4 ALT and A5T Elevation 26167 2{13}
Fesolved to Grade 1 or Less EL R 2{13}

ALT = alanime aminotansferase, AST = aspartate amunetransterase. BE = bendammstine + ntuxmab, IDL = idelabinb,

Pl =placebo

The Safety Analysis Set ineludes all subjects who recerve = 1 dose of siudy treatment, with treatment svoup designated aceording
o the actual eatment recerved.

One subject in the IDL + BR group (subject_ and no subject in the placebo + BR group
experienced AST or ALT > 3 x ULN with concurrent elevation of bilirubin > 2 x ULN and elevated (>
1.5 ULN) alkaline phosphatase.

Conclusions: A side by side comparison between studies 0123 and 0115 is warranted in order to try
to understand whether “first-line” is a risk factor per se for IDL add-on toxicity.

Obviously patients are selected for inclusion in study 0115 based on tolerability to prior therapy. Here,
however, the BR arms may serve as “normalizer”. Due to major differences in time of exposure, data
per 2 months period could provide easier to interpret data.
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2.3.2. Final study report Study 101-08 (PAM008)

(from overview 2014)

A Phase 2 Single Arm Study to Investigate the Safety and Clinical Activity of idelalisib in
Combination with Rituximab in Elderly Patients with Previously Untreated Chronic
Lymphocytic Leukemia or Small Lymphocytic Lymphoma (interim analysis)

A total of 5 sites in the United States (US) participated in this study

First subject screened: 28-SEP-2010

Last subject observation: 22-MAR-2013

Eligibility

Patients = 65 years with CLL or SLL Binet Stage C or Rai Stage III or IV or active and symptomatic
disease and World Health Organization (WHO) performance status of < 2. Patients should have had no
prior therapy for CLL or SLL, except corticosteroids for symptom relief

Experimental/treatment

All subjects received idelalisib 150 mg BID orally on Days 1 through 28 of each 28-day cycle for 48
weeks and rituximab 375 mg/m2 intravenously weekly for 8 doses (Cycles 1 and 2). Subjects
completing Protocol 101-08 with a clinical response following 48 weeks of idelalisib treatment were
eligible to continue the treatment under a long-term extension protocol (101-99).

Primary endpoint: ORR. A result of 70% ORR with the addition of idelalisib to rituximab was

considered to be clinically meaningful for this study.

The mean and median age was about 71-72 years with a range from 65 to 90. Altogether 1/3 patients
did not complete 48 weeks of therapy thereof none for disease progression, but 17/64 for AEs.

Of high-risk criteria, unmutated IGHV was present in a majority (58%) of the subjects, whereas only
14 % were positive for TP53 Mutation/del (17p).

Results

Table 1: Overall Response Rate (ITT Analysis Set)

IDELA + Rituxiab
=64
e {W)
Total 17pTPE3 Mututivn® TCHY Muttion”
Either Neither Mmtnted Cnmotated

Best Overall Response =64} N =8 N=50 N =28} N=47

Congples Responmse S 3IGE 417y S21T 58

Partial Respogse 536828 § {66 T) A (B8.5) fefyct e

Htable Dizense & & 4 & U

Promessive Disease g & 1 i &

ot Evalusiile & 0 & & o

Foot Dione™ ERED 3] g 28 143 an
Crvarsll Besponse Raw' g R SL1000% SO 06.2s AT 36973y

5% T e 6.4 - 108 W58 ~505 TEL - 008 BE-900

The overall response rate of 97% is very high and included in this first-line elderly population CR in
about 14%. No subjects had a relapse while on the study.

Forty-nine of 50 subjects (98%) had lymph node response. Two subjects for whom the response
assessment was “not done” had withdrawn from the study due to dose limiting toxicity (Grade 3 rash,
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elevated ALT and AST and Grade 3 rash, respectively). The CR rate of 14 % indicates that BM biopsies
showed remaining tumour infiltration. After a median follow-up of 14+ months, PFS data are
immature, but there are no events of PD.

Update

e 07 June 2016 (Last Subject Observation) 21 April 2016 (Last Subject Observation for the
Primary Endpoint)

The results of the second of two cohorts (IDL alone) are now reported. Results in the IDL + rituximab
cohort were reported above.

In Cohort 2, eligible subjects received IDL 150 mg orally twice daily on Days 1 through 28 of each 28-
day cycle. Subjects were evaluated for response after Weeks 8, 16, 24, and every 12 weeks thereafter
according to modified standard criteria.

Cohort 2 was terminated early in March 2016 due to a safety signal demonstrating increased rates of
deaths and serious adverse events (SAEs), generally due to infections, in a pooled analysis conducted
by an independent Data Monitoring Committee (DMC) during regular review of 3 Phase 3 studies (GS-
US-312-0123, GS-US-313-0124, and GS-US-313-0125) evaluating the addition of IDL to standard
therapies in first-line CLL or early-line relapsed indolent non-Hodgkin lymphoma (iNHL). Subsequently,
a decision was made to terminate all ongoing studies treating first-line CLL and early-line iNHL
populations, which included Cohort 2 of Study 101-08.

Efficacy: Partial responses were seen in 36 subjects (87.8%) in Cohort 2, including 5 of 6 subjects
with 17p deletion and/or TP53 mutation. The KM estimate of median DOR was 22.5 months and
median PFS was 26.2 months.

Safety: The most common AEs were diarrhoea (28 subjects, 68.3%); nausea, pyrexia, and rash (14
subjects, 34.1%, each); and fatigue (13 subjects, 31.7%).

The most common AEs of = Grade 3 severity were diarrhoea (11 subjects, 26.8%), ALT increased (9
subjects, 22.0%), and AST increased (7 subjects, 17.1%).

Altogether 8 subjects (19.5%) had = Grade 3 infections. The median time to onset of the first >
Grade 3 infection was 24.8 weeks (range: 4.9 to 35.7 weeks). Three subjects permanently
discontinued IDL due to infections, including Grade 3 cellulitis (2 subjects) and Grade 5 pneumonia (1
subject; this event led to the subject’s death). No subject had a = Grade 3 AE of febrile neutropenia
during the study.

Fifteen subjects (36.6%) had = Grade 3 AEs of diarrhea/colitis (14 subjects with Grade 3 and 1 subject
with Grade 4 events). The median time to onset of the first = Grade 3 event of diarrhoea/colitis (n =
15) was 33.4 weeks (range: 6.1 to 92 weeks), and the median time to resolution of any = Grade 3
diarrhea/colitis (n = 14) was 1.5 weeks (range: 0.9 to 9.0 weeks). Nine subjects (22.0%) permanently
discontinued IDL due to = Grade 3 diarrhea or colitis.

Conclusions: Also monotherapy may seem rather poorly tolerated in elderly treatment naive CLL
patients not assumed to tolerate chemotherapy (22% discontinued due to diarrhea/colitis). This,
however, should be put in context of durable activity, median PFS > 2 years. Infectious events and
causality are hard to assess in the absence of a control group. Monotherapy is clearly very active.

PAMOOS is fulfilled.
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2.3.3. C.1.6. Extension of Indication pivotal Study GS-US-312-0115
2.3.3.1. Introduction

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

2.3.3.2. Pharmacokinetics

Population-PK GS-US-312-0115

A population pharmacokinetic (popPK) model has previously been developed in NONMEM7 for idelalisib
based on data from 10 clinical trials (101-01, 101-02, 101-04, 101-05, 101-06, 101-07, 101-08, 101-
09, 101-11, and 339-0101). The final model structure was a 2-compartment model with a first-order
absorption rate constant and absorption lag time. A popPK model for metabolite GS-563117 based on
6 studie (101-02, 101-05, 101-08, 101-09, 101-11, and 339-0101) has also been developed.

An external validation using PK data from phase 3 study GS-US-312-0115 and the final popPK model
for idelalisib and GS-563117 was conducted The plasma concentration data for 207 CLL patients in
study GS-US-312-0115 (Idelalisib 150 mg BID in combination with BR) were measured using the same
assay as was used for the studies in the model development dataset. The target population comprises
adults with previously treated CLL who have measurable lymphadenopathy, require treatment for CLL,
have received prior therapy containing a purine analog or bendamustine and an anti-CD20 monoclonal
antibody; are not refractory to bendamustine; have experienced CLL progression <36 months since
the completion of the last prior therapy; and are currently sufficiently fit to receive cytotoxic therapy,
and randomized in a 1:1 ratio to receive either idelalisib/bendamustine/rituximab combination therapy
(Arm A) or bendamustine/rituximab combination therapy (Arm B).

Predicted idelalisib and GS-563117 plasma concentrations for validation patients were obtained by
fixing the parameters in the structural and variance model to the parameter estimates in the final
model. The predicted IDELA /GS-563117 concentrations (PRED) were compared with the
corresponding observed IDELA/GS-563117 concentrations (DV) as well as the individual weighted
residuals (IWRES) or CWRES versus PRED or time.
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The general goodness-of-fit plots for the IDELA external validation
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Left: Individual predicted (IPRED) plasma IDELA concenfrations versus observed IDELA concentrations (upper) and population
predicied (PRED) plasma IDELA concentrations versus observed plasma IDELA concentrations (lower). Middle: mdividual
weighted residuals (IWEES) versus tune (upper and conditional weighted residuals (CWEES) versus time (lower). Right:
TWRES versus PRED (upper) and CWRES wersus PRED (lower). Points ave individual data. Red solid lines represent the unit
diagenal (left) or line at zero {middle and right). Blue dashed lines represent [(CWRES| of 6.

The previously developed model was used to create a prediction corrected visual predictive check
(pcVPC) using the parameter estimates from the previous model to show the time course of the
predicted mean and spread of concentrations (5th to 95th percentile) versus the new observed data.
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Figure 1.

Prediction-corrected VPC of IDELA plasina concentration versus
titne-after-previous-dose for validation patients
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Points are the observed plasma IDELA concentrations, solid red lines represent the median observed value, and dashed lines
represent 5th percentile and 95th percentiles of the observed values. Blue shaded areas represent the spread of the median
predicted valwes {5th to 95th percentile), and red shaded areas represent the spread (5th percentile and 95th percentile) of the
5% and 95th predicted percentile concentrations.

The MAH concluded that a good agreement between the predicted concentrations and the observed
concentrations was observed in the GOF plots and no bias was observed over time and across
predicted concentrations. Further, the MAH determined that the pcVPC plots show that the model
adequately describes the central tendency and the spread of the observed PK concentrations.

The impact of type of cancer/background treatment, age, gender, race, body weight, baseline CLcr,
aspartate aminotransferase (AST), and alanine aminotransferase (ALT) were tested. The MAH
concluded that none of the intrinsic factors evaluated affected idelalisib exposures, consistent with
previous data.

Table 2. shows parameter estimates for CL/F, Q/F, V¢/F and Vp/F to be compared with previously
reported in subjects with hematologic malignancies of 14.9 L/h, 11.8 L/h, 22.7 L, and 73.0 L for
idelalisib, and 4.39 L/h,1.28 L/h, 7.54 L, and 16.1 L for GS-563117 (for CL/F, Q/F, Vc/F and Vp/F
respectively). Table 3. shows idelalisib exposures from study GS-US-312-0115 (idelalisib with
background treatment) and for study 101-02 (idelalisib monotheraphy).
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Table 2.
IDL and GS-563117 Population PK Parameters in
Study G5-US-312-0115

Parameter Estimates Median (5™ - 958% percentiley
Study GH-US-312-0118

Parameter Description (N = 20Ty
IDIL.
Apparent Oral Clearance, CL/F (L) A (B50 - 25,4
Apparent Inter-Compartmental Clearance, QF ( thr}i FLE0RT0 - 1433
Spparent Central Volume, VJ/F (LY 194 (12,5 - 83,93
Apparent Peripheral Volmue, V/F (L) TO (405 -~ 1083
GS.563117
Apparent Oral Clearnce, CLF (L) 3000101~ 100
Apparent Inter-Compartmental Clearance, Q/F (L) P28 (123~ L3
Apparent Central Volume, V,/F (L) TAL4TT - 150
Apparent Peripheral Volame, WV/F (L) 161 (155 - L6653

Souree: QF 2016100

Table 3.
DL Exposures in Combination with Backeround Treatment versus
Monotherapy Across Disease Indication (PE Analysis Sets)
iDL + BR DL
(Study G5-US-312-0115; RR CLL) Mlonotherapy® (161-82; CLL/NHL)

IDL PE, Maeau {%CV) =207 N =61
AUCq, (ppeh/mL) 10,8117 (33.5)" 10,5981 (40.8)
e imziond 19597 (3143 1861.4 (417}
Cu (ng/ml) TLE (605 3813 (57.9)

The P snpabysis set inchaded subjects i the Safery Analysis Set who bad beseline and co-shudy messurements o provide

interpretable results, with testment group desiznated according fo the actusl treatment received.

a  Subjects in Smdy 10102 with CLL, non-Hodgkin bepboms, soute myvelotd leukends, or muhiple mrveloma whe recelved
DL 150 me twice datly monotherapy are molndsd

b AW, representy balf the AU, .. valees shown in the source whle.

Comment

The previously developed model was used for external validation of new data from study GS-US-312-
0115. This approach is reasonable to indicate that PK is similar to previous studies. However, the data
should also have been pooled with previous data and the model should have been updated and
covariate analysis and concomitant medication should have been tested as a covariate. From the
popPK report, this does not appear to have been conducted but in the clinical summary, updated
parameters such as CL/F can be found. Further, PK in the two different study arms,
idelalisib/bendamustine/rituximab combination therapy (Arm A) or bendamustine/rituximab
combination therapy (Arm B), should have been compared.

The table showing new parameters was found in the clinical summary report and popPK modeling
report was listed as reference, however the assessors are unable to find the table in the popPK report.
The results do indicate similar PK also for CLL patients. However it is again not clear if there may be a
difference between arm A and arm B.
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It is not agreed that no bias was observed over time and across predicted concentrations, there
appears to be a clear trend in PRED vs. DV plot and trends can be seen also in the VPC.

Population-PK 312-0123 and 313-0124 and 313-0125

Similarly to external validation described above, external validation was conducted for Phase 3 studies
GS-US-312-0123 (IDELA +bendamustine/rituximab in untreated CLL), GS-US-313-0124 (IDELA +
rituximab in relapsed/refractory iNHL), and GS-US-313-0125 (IDELA + bendamustine/rituximab in
relapsed/refractory iNHL). As before, the previously developed model was used. Predicted idelalisib and
GS-563117 plasma concentrations for validation patients were obtained by fixing the parameters in the
structural and variance model to the parameter estimates in the final model. The previously developed
model was used to create a prediction corrected visual predictive check.

Comment

The patient population in studies GS-US 312-0123 (untreated CLL), 313-0124/313-0125 (R/R iNHL)
does not represent the patient population in this procedure (previously treated CLL patients) and
therefor the value of the PK information from 312-0123 and 313-0124 and 313-0125 is limited for this
procedure.

Similar issues as for popPK analysis for study GS-US-312-0115 are seen in this popPK analysis. The
dataset and popPK model should have been updated and some clear model misspecification can be
seen in the VPCs.

AUC, Cmax and Ctau were presented for the 3 different studies using individual model parameters. The
VPCs and the calculated AUC, Cmax and Ctau indicate that PK appears to be fairly similar between the
3 studies.

Drug drug interaction

DDI for the new proposed combination

There is a lack of discussion about potential DDI between idelalisib/bendamustine/rituximab by the
MAH. The idelalisib and rituximab combination is already approved but bendamustine potential for DDI
with idelalisib should be discussed by the MAH.

Comment

In the GS-US-312-0115 study, 2 arms were studied, one with idelalisib/bendamustine/rituximab and
the other with idelalisib/rituximab. Thus, a general discussion on potential DDI of Bendamustine with
idelalisib or rituximab, supported by a presentation of the pharmacokinetics (PK) from the 2 different
arms is desired and should be provided by the MAH.

Cyp3A4 substrates

GS-563117, the primary oxidative metabolite of IDL, is a strong time-dependent CYP3A inhibitor.
Coadministration of IDL, 150 mg twice daily, increased the exposure to a single, 5 mg, oral dose of
midazolam (Cmax increased 2.4-fold and AUC increased 5.4-fold). The MAH proposes to change the
language in Section 7.2 to: “Avoid coadministration of Zydelig with sensitive or narrow therapeutic
index CYP3A substrates (e.g., pimozide, quinidine, ergotamine, dihydroergotamine, quetiapine,
lovastatin, simvastatin, sildenafil, midazolam, triazolam).” This recommendation seeks to balance the
significant therapeutic need for the use of co-medications and is consistent with the original FDA
Clinical Pharmacology division review comments.
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Comment

Acceptable from a clinical perspective.

2.3.3.3. PK/PD modelling

No full PK/PD modelling report can be found, only a report with PK/PD tables/figures which cannot be
fully assessed due to lack of information on how they were produced. In the clinical summary,
exposure/ response and safety/response is dicussed. Exposure/safety response analysis were
conducted using exposures derived from the popPK model. The efficacy metrics used to evaluate the
relationship included change in tumor size (sum of the products of the greatest perpendicular
diameters [SPD] of index lesions), best overall response (BOR), duration of response (DOR), PFS, and
lymph node response (LNR). The PK/PD relationship between IDL exposures and efficacy parameters is
discussed in detail in. Studies GS-US-312-0123 (IDL + BR in untreated CLL), GS-US-313-0124 (IDL +
R in relapsed/refractory iNHL), and GS-US-313-0125 (IDL + BR in relapsed/refractory iNHL) were
terminated early and not included in the exposure-efficacy analysis.

Overall, IDL exposure-efficacy analyses using data from Study GS-US-312-0115 showed a lack of
relationship between idelalisib exposure and various efficacy endpoints, indicating that idelalisib 150
mg twice in combination with BR produced robust and consistent therapeutic effects in subjects with
relapsed/refractory CLL across the exposure range observed. The MAH points out that hese results are
consistent with the results from exposure-efficacy analyses reported previously for subjects with CLL
and iNHL.

Safety parameters that were assessed included laboratory abnormalities of AST and ALT and all Grade
2> 3 AEs, including colitis, diarrhea, infection, neutropenia, pneumonia, pneumonitis, and skin rash for
Study GS-US-312-0115 (table v), and infection and neutropenia for Studies GS-US-312-0123, GS-US-
313-0124, and GS-US-313-0125.

Study GS-US-312-0115: G5-563117 Exposures for Subjects Receiving IDL 150 mg Twice Daily in
Combination with BR with Grade 3 or 4 Adverse Events

Any AE Newtropenia Diarrhea Rash Infection Freumonia Colitis Diarrbea/Colitis| Pnewmenitis
Mean Grade> 3 Grade> 3 Grade = 3 Grade 2 3 Grade = 3 Grade = 3 Grade 23 Grade z 3 Grade z 3
{9V} Yes No Yes Ne Yes Ne Yes No Yes No Yes Ne Yes No Yes Neo Yes Mo
M 124 13 151 56 19 188 13 194 80 127 24 183 2 205 21 186 3 204
Lace 4076.9 | 36364 | 40505 | 40477 | 42083 | 40345 | 4163.0 | 40429 | 45332 | 37404 | 50830 | 39151 | 24585 | 40066.0 | 40417 | 40515 | 5926.1 | 40229

fagiml) | (461 | (417 | (4821 | Gy | 39 | @51 | (3.9 | (461) | @6 | (4300 | (44.6) | (4500 | (36.0) | (45.7) | (54.9) | (449} | 229) | (6.1)

AUC,aq |82023.2(71384.1|817254(80356.5|62157.1|81274.0|84998.0| 81110991443 6(75000.1|101914.3| 78658 8| 49808 4| 81662 8| 79075.2| 81612 3 1193605 80796.1
fopshimL) | (501 | (429) | (523) | (42.5) | (62.6) | (48.6) | (4.1} | (503) | (513) | (463) | (483) | (49.1) | (3L.6) | (49.7) | (63.1) | (48.4) | (218) | (50.0)

An increase in the incidence of Grade 3 or 4 AE of infections was observed with higher IDL exposures
when administered in combination with BR. Similar results were observed for > Grade 3 infections
versus steady-state AUC0-24h. The median daily dose was identical between subjects with and without
2> Grade 3 infections.

Comment

Full assessment of PK/PD modeling was not possible due to lack of a PK/PD modeling report. The
results discussed in the clinical summary indicate a constant therapeutic effect.

An increase in the incidence of Grade 3 or 4 AEs of infections with higher idelalisib exposures was
observed across studies. Similar results were observed for Grade > 3 infections versus steady-state
AUCO0-24h.
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2.3.3.4. Conclusions on clinical pharmacology

The following measures are considered necessary to address issues related to clinical pharmacology:

¢ A discussion on potential DDI of Bendamustine with idelalisib and rituximab, supported by a
presentation of the pharmacokinetics from the 2 different arms in study GS-US-312-0115
should be provided by the MAH.

2.3.3.5. Clinical efficacy

Main study

Study GS-US-312-0115 is pivotal for this submission and was discussed in the article 20 procedure
including survival data (not part of the publication “Idelalisib Plus Bendamustine and Rituximab (BR) Is
Superior to BR Alone in Patients with Relapsed/Refractory Chronic Lymphocytic Leukemia: Results of a
Phase 3 Randomized Double-Blind Placebo-Controlled Study, Zelenetz et al. Blood 2015). At that time
available data were considered to be compatible with an acceptable risk.

¢ A Phase 3, Randomized, Double-Blind, Placebo-Controlled Study Evaluating the Efficacy and
Safety of Idelalisib (GS-1101) in Combination with Bendamustine and Rituximab for Previously
Treated Chronic Lymphocytic Leukemia.

Subjects were enrolled at total of 110 sites in the following countries: Australia, Belgium, Canada,
Croatia, Czech Republic, France, Greece, Hungary, Ireland, Italy, New Zealand, Poland, Portugal,
Romania, Russia, Spain, Turkey, United Kingdom, and United States.

Study Period: 15 June 2012 (First Subject Screened)
07 October 2015 (Last Subject Observation for the Primary Analysis)

02 May 2016 (Last Subject Observation for Follow-Up Assessments of Safety and Overall Survival
[0S])

Methods

Randomisation: 1:1, fixed-block centralized randomization
Stratification: 17p deletion and/or TP53 mutation in CLL cells (either versus neither [or
indeterminate]),

Immunoglobulin heavy chain variable region (IGHV) mutation (unmutated [or IGHV3-21] versus
mutated [or indeterminate])

Disease status (refractory [CLL progression < 6 months from completion of prior therapy] versus
relapsed [CLL progression = 6 months from completion of prior therapy])

Treatments
Rituximab: 375 mg/m2 intravenously on Day 1 in the first cycle and 500 mg/m2 intravenously on Day
1 of each of the subsequent 5 cycles (6 cycles total; 4 weeks per cycle).

Bendamustine: 70 mg/mZ2/infusion; bendamustine was given on Days 1 and 2 of each of the 6 planned
cycles.

Bendamustine and rituximab were administered until the earliest of subject withdrawal from study,
definitive progression of CLL, intolerable bendamustine- or rituximabrelated toxicity, pregnancy,
substantial noncompliance with study procedures, study discontinuation, or a maximum of 6 cycles.
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Idelalisib 150 mg taken orally (PO) twice daily (BID) or matching placebo PO BID was administered
continuously until the earliest of subject withdrawal from study, definitive progression of CLL,
intolerable toxicity, pregnancy, substantial noncompliance with study procedures, or study
discontinuation, even if bendamustine and/or rituximab were discontinued. The 150-mg dose was used
for initial therapy; a 100 mg twice daily dose was administered in those subjects who required a dose
reduction.

According to licensed dosages.
Study Procedures

Clinic/laboratory visits: every 2 weeks through Week 24 and every 6 weeks between Weeks 24 and 48,
past Week 48 every 12 weeks. Subjects were assessed for safety at each clinic visit.

Subjects were assessed for CLL disease status by physical and laboratory examinations at each clinic
visit and by computed tomography (CT) or magnetic resonance imaging (MRI) at Weeks 12, 24, 36,
and 48 and every 12 weeks thereafter until definitive progression.

Main eligibility criteria
¢ Diagnosis of B-cell CLL, IWCLL criteria.
e CLL that warrants treatment (IWCLL)

¢ Measurable lymphadenopathy (defined as the presence of = 1 nodal lesion that measures =
2.0 cm in the longest diameter [LD] and = 1.0 cm in the longest perpendicular diameter [LPD]
as assessed by CT or MRI)

e  Prior treatment for CLL comprising:

= 2 cycles of a regimen containing a purine analogue (eg, fludarabine, pentostatin, cladribine)
or bendamustine, and

=2 doses with a regimen containing an anti-CD20 monoclonal antibody (eg, rituximab,
ofatumumab, obinutuzumab)

¢ Documentation of CLL progression < 36 months since the completion of the last prior therapy
for CLL

+ Discontinuation of all therapy (including radiotherapy, chemotherapy, immunotherapy, or
investigational therapy) for the treatment of CLL = 3 weeks before randomization

¢ All acute toxic effects of any prior antitumor therapy resolved to Grade < 1 before
randomization (with the exception of alopecia [Grade 1 or 2 permitted], neurotoxicity [Grade 1
or 2 permitted], or bone marrow parameters [Grades 1 or 2 permitted])

¢ Karnofsky performance status (KPS) score of = 60
Outcomes/endpoints
Primary Endpoint:

PFS by IRC - defined as the interval from randomization to the earlier of the first documentation of
definitive disease progression or death from any cause; definitive disease progression is CLL
progression based on standard criteria other than lymphocytosis alone.
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Secondary Endpoints:

By IRC: Overall response rate (ORR), lymph node response (LNR) rate, OS, and complete response
(CR) rate (type 1 control).

For a CR, all of the following criteria were to be met:
¢ No evidence of new disease
o ALC in peripheral blood of < 4 x 109/L
¢ Regression of all index nodal masses to normal size < 1.5 cm in the LD
¢ Normal spleen and liver size

¢ Regression to normal of all nodal non-index disease and disappearance of all detectable non-
nodal, non-index diseas.e

¢ Morphologically negative bone marrow defined as < 30% of nucleated cells being lymphoid
cells and no lymphoid nodules in a bone marrow sample that is normo-cellular for age.

¢ Peripheral blood counts meeting all of the following criteria: ANC > 1.5 x 109/L without need
for exogenous growth factors. ANC values within 4 weeks postbaseline, within 2 weeks after
granulocyte-colony stimulating factor (G-CSF) or within 4 weeks after Neulasta were excluded
from the neutrophil response rate evaluation.

Platelet count = 100 x 109/L without need for exogenous growth factors. Platelet values within
4 weeks postbaseline or within 8 days after a transfusion were excluded from the platelet
response rate evaluation.

Hemoglobin = 110 g/L (11.0 g/dL) without red blood cell transfusions or need for exogenous
growth factors. Hemoglobin values within 4 weeks postbaseline, within 4 weeks of receiving
packed cell/whole blood transfusion or within 6 weeks receiving exogenous growth factors (eg,
Darbepoetin alfa) were excluded for the hemoglobin response evaluation.

"Patient Well-Being”

0S, change from baseline in HRQL domain and symptom scores based on FACT-Leu questionnaire,
Changes from baseline in KPS (no type 1 error controil).

Long-term, follow-up

Follow-up for survival was conducted at approximately 6-month intervals for 5 years, starting at the
end-of-study visit. Information gathered included medical status, antitumor treatments, secondary
malignancies, and survival.

Statistical methods
Please refer to the reporting of endpoints.

Amendments: There were altogether 9 protocol amendments, December 2012 - October 2016.

The study was opened was cross-over (a. 6, Dec 2015) but the possibility was removed in March 2016
due to safety concerns (article 20). Other amendments focused on updates on PK and DDI, safety
clarifications. In no case these changes threatened the integrity of the trial.
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Comment: The study is viewed as a standard-designed, add-on trial with proper background therapy
for the line of therapy. Outcome measures are standard, but it is noticed that OS was not selected as a
secondary endpoint (no protected alpha). This will not affect the reporting of OS data in the SPC,
whilst HRQoL (no alpha protection) are not accepted for inclusion in the SPC.

Results

Disposition of Subjects with Respect to continuation on Study based on Data through 02 May
2016 (ITT)

IDL +BR Fl+BERE Total
{0 =207} (% =208} W = 416}
Subject Disposition 1 o % ) 1 o %)
Fandomized 207 (1005 200 (1040 416 (100)
Bandomtzed but Mot Treated With Any Diug 0 & 0
Banderaized but Mot Treated With 0 103y 1002y
IDL /Placebo
Teeated with Any Diug® 207 (1005 200 (1040 416 (100)
Cigodng in Study TO33.8) 23{11.%% 932243
et Prisnary Study Endpodnt™ T3 {35.3) 142 (679} 215 (51.7)
Disease Progresson ST {27.%) 127 (6008} 134 {44 3}
Death 16 (7.7} 15 (7.2 3175
Dhiscontinaed Studv™ 54 (309 44 {21.1) 108 (26.0)
Avdvesae Event 271308 13 (6.2} 40 (9.5
Withdrawal by Subject 20973 B(3.3% 2B(6.T
Physdcian Decision T34 1991y 26 (6.3}
Crther 4719 314y TLLTY
Moncompliagnce with Stadsy Dhuag EZE o EX{IAy]
Cither Anticancer/Experimental 2{1. 1005y EXLIN
Therapv
Lest to Follow-Lip 105 & 102y

BE. = bendanmstne + nhvamab, IDL = idelalib, PL = placebe
2  Beason for discontimiation as deternumed by the mvestigator

b Any drnag refers to any protocol-specified drag, ie, bendamustine, nheamab, IDL., or placebo

Comment: There were more patients continuing on study in the experimental arm (34% vs. 11%).
Reasons for discontinuing study showed clear differences, for example, for PFS 35% vs. 68%.

Conduct of the study

The most frequently reported important protocol deviation was not_re-consenting the subject with a
revised ICF at the first opportunity (33.3% of subjects in the IDL + BR group and 26.3% of subjects in
the placebo+ BR group).
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Important Protocol Deviations (ITT)

IDL + BR PI+BR Total
Protocol Deviation, n { %) i =20T (= 209 (N =416}
Mumber of Subjects with at Least 1 Important 109 (52.7) 29 (42.6) 198 (47.6)

Protocol Deviation

Mumber of Subjects per Specific Deviation

Informed Consent Form: 60 (33.3) 35 (26.3) 124 20.%)
Cither 3T{17.9% 33 (15.8) TO(9.6)
Eligibility Criteria T34y G 4.3y 16 (3.8
Citlrer Treatment Complizoce Iasne 9{4.3) 324y 14 (3.4
TreatmentDosing Compliance T{3.4) T (3.3 14 (343
Excluded Concomitant Kledication Feceived 2{1.) 2(1% 415

Comment: Note that re-consenting was required in relation to the article 20 events.

Baseline data

Demographics: About 34 of the patients were male, around 90% Caucasians, median=mean age

about 63 years, KPS <70 in about 10%, 90 and above in about 60%.

CLL Disease History (ITT)

IDL + BR Pl +BR Total

Dsease Characteristie i =207T% (N = 208 (N =416)
Time Since Dhagnosis (vears)®

™ 207 208 415

hdean {300 7.3 (4503 o427 T2 (4.38)

hiedian 6.2 6.3 2
Rai Btage at Bcoreening, o (%)

0 I {03y 3243 & (1.4

I 42 {20 3% 41 (19.6) B3 (200}

o 63 (304 69 (330 132 (31.7)

nid 17 (8.2} 17 (8.1} 34 (8.2}

W 82 (30,63 T0 (335 152 (36.5)

Mot Available 2{1.m 7 {3.3) 922
Binet Stage at Screening, n (%)

A 18 (B.T) 26 (12.4y 44 (10.65)

B BT {4207 BS (42.46) 176 (42.3)

o GE{47.3) BD (42 63 I8T (45.0%

Mot Available 419 34243 L g

Comment: As expected for a next-line CLL study conducted in purine experienced patients with BR as

study background therapy.
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Subject Distribution by Stratification Factors (ITT)

IDL +BR PI+ER Total
{N=20T) {(W=108% (=418}
17p Deletion and/er TPS3 hutaticn Statos
17p Deletion and/or TP33 Mutation 69 (33.3) 68 (32.5) 137 (325
Weither 1 Tp Deletion nor TP33 Mutation 138{66.7T) 141 (67.5) 70671
IGHV Mutation Status
Mstated 34(16.4) 36{17.2) 0 {16.8)
Unmmstated 173(83.6) 173 (82.8) 346 (83.2)

Disease Status

Befractory

0338

68 (32.5)

138 (33.2)

Felapsed

137 (66.2)

141 (67.5)

278 (66.8)

The median (Q1, Q3) number of prior CLL regimens was 2.0 (1.0, 4.0) with a range of 1 to 13 prior
regimens received. The most common prior regimens were fludarabine + cyclophosphamide +
rituximab (66.8%; 278 subjects), fludarabine + cyclophosphamide (22.4%; 93 subjects), single-agent

chlorambucil (18.0%; 75 subjects), and bendamustine + rituximab (11.3%, 47 subjects).

The median (Q1, Q3) time since last prior regimen was 18.1 (4.8, 26.9) months for subjects in the IDL
+ BR group and 13.9 (5.9, 27.2) months for subjects in the placebo + BR group.
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Outcomes and estimation

Primary Endpoint: PFS by IRC Assessment, 07 October 2015 (ITT )

IDL + BR Pl1+EBR
(N =207} 1N =108
Dhamber (Vo) of Subjects with Evemnts B4 (40.6) 148 (71.3)
Diiseasze Progression G0 {29.0) 130 (62.2)
Dieath 24 {11.6) 19 (9.1}
Thsmber (¥5) of Subjects Censored 123 (59.4) 60 (28.7)
Chngodng B2 {39.6) 31 (14.8)
Dizcontinued Stmdy 39 {18.8) 27129
Feceived Another Aatitamor Treatooent 241.400 Z{1.0y
KNd Estimate of PFS (hdonths)®
1 (95% CI} 11 (8.3, 13.8) .9 ¢35, 8.1}
Median (93% CI) 208 (16.6, 26.4) 111489 11.1)
O3 (25%0 CI) 3003 (264, WNE) 16.1 (140, 19.3)
Eld of FFS Rate [§3% 1]
Ax 24 wesls B85 (83.0, 92.3) B2.1 (760, B6.T)
At 48 wesks T5.0 (68.0, B0.6) 50.5 (432, 57.5)
Adjusted HE. (95% CT)* .33 (0,25, .44
Pvalue® 6.540 » 107
= T itvpsinnaly, CT = confidence interval, HE. = hazard ratio, IDL = idelalisib, IRC = ndependent review conmuities,

Klvﬂ = Kz]:xlmuvl%.kxex, MR = not reached, PFS = progression-free sunvawval; Pl = placebe, Qi first cuartibe, OF = third quartile,
FES (months) = (mmmmms [date of PDY, date of death] — date of randomization + 134304375

b HE. amd 53% Cls are caloulated Lzsmgﬂ‘k& Cox proporiional hazards model, adj d for randomization swatification factors
a EEMC (1 iy deletionTPS3 mm 1, B5HY nm staties, and disease \mms\

B xalue i fmm satified log-rank te&t adjusted for randomization stratification factors.

i T

Comment: With event rates of 70% and 40% and the observed differences, the event curves are likely
to be stable and the results are considered convincing. Note that BR is administered for 6 four week
cycles, while IDL is administered until PD or unacceptable toxicity.

Due to the magnitude of the treatment effect investigator assessed PFS will not be requested.
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Forest plot PFS
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Comment: There are no conspicuous findings.
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Secondary and exploratory endpoints

ORR by IRC Assessment (ITT)

IDL +BR FI+EBR
i =207} (=109
Best Crverall Responsze, n (%)
Complete Response (CR) EXg i
gic;myﬂgte Besponse ‘l:?ﬂt]:l Incomplete 0 1(0.5)
viarrow Recovery (CB4}
Pasrtial Besponse (FR) 142 (68.6) 93 (44.5)
Stable Disease (3D} 4722y 83 (40.7}
Progressive Disease (FLY) L {05y 18 (1)
Mot Evaluable (NE) 14 (5.8} 11 (53}
CER? 145 {700y 94 (45.0}
95% CT° 63.3,76.2 381,320
Crdds Ratio for Owverall Response® 3.09
95% CI for Odds Batio 202,472
Pvalue 1054 % 107

ER. = bendanmstine + atwimal, CI = confidence mterval, IDL = welalistb, IRC = Independent Feview Commuties,

ORE. = overall response rate, Pl =placebo

a  ORR was the percentage of subjects who had best overall response of CR, CF1. or PR

b 95% CT for OBR was besed on the exact method.

¢ Qulds ratio, 95% CL, and p-value wers calonlated from the CMH Chi-square test stratified by siratification factors in EDC
{17p deletionTP53 notation, HoHY natation status, and disease statusy.

Eubjects wath CE, CR4, or PR whe mamiained the response for at least 12 weeks were defined to have confirmed response.

Orherorise, response sfatus was categonized as 3D,

An additional 22 subjects in the IDL + BR group and 8 subjects in the placebo + BR group potentially
could have met the criteria for CR, but did not undergo a bone marrow biopsy.

Time to response: Among subjects who responded, the median (Q1, Q3) TTR was 2.9 (2.8, 3.3)
months for both treatment groups (IDL + BR, N = 145; placebo + BR, N = 94).

Lymph Node Response Rate by IRC Assessment (ITT)

IDL + BR PI+BR
(N=207) (2 =208
LR Rate® 1867192 (96.9) 1207197 (60.9)
95% C1 for LNE. Eate® 3.3, 98.8 537,678
Odds Ratic® 2872
@5% CT for Crdds Ratin 10,48 78.72
P-value 1.681 « 107

BE = bendanmmstine + nheoamab, CI = confidence uerval, IDL = delabisth, LINF. = bymph node response, PL = placebo
Amnalysis only meboaded subjects in the TTT analysis set who had both baseline and at least 1 evahuable posthaseline SPD.
&  LNF ratewas defined as the percentage of subjects who achisved 2 = 50% dercresse from baseline in the SFD of
iudex lyroph nodes. (Denorunator is the mumther of subjects with baseline and at least 1 postbaseline messurement )
b 85% CI for response rate was based on the exact methed.
¢ Cidds ratio, 5% C1, and p-value was caloulated from the COVH Chi-sguare test stratified by statification factors in EDC
{17 deletion’TPS3 mostation, TGHV mtation status, and disease status).
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Splenomegaly and Hepatomegaly Response Rates (ITT)

IDL + BR PI+BR
(M =20T} =200
Splencmegaly Response Rate® 125/148 (B4.5%) 80/141 (56.7%)
95% CT° 776, 399 431,650
Hepatomegaly Response Fate® 399 (57.6%) 47108 (43. 1%
95% CT 472,675 33.7,53.0

a

BE = bendanwstine + nnsdmal, CT = confidence mterval, DL = idelalisib, Pl = placebo
a  Analyms only included subjects who had splencmegaly at baselme and had at least | evaluable postbaseline spleen

meanwement. Besponders were subjects with & 30% decrease (mivanmun 2 oo from basehne m the enlargement of the

ﬂpleenmlﬁ@l%’ﬂﬁrmx 12 om by mmagmg

[ %o CI for the response mie was based on  the exact method
o @nﬂlwm ouly inchuded subjects who had hepatomegaly at baseline and had at least 1 evalusble postbaselne liver

measumement. Fesponders wers sulbyects with 5 50% decrease {mininmmm 2 ooy} from baseline m the enlar
m its LVD or to = 18 oo by imagimg,

ALC, Platelet, Hemoglobin, and ANC Response Rates (ITT)

gement of the liver

IDL + BR Pl+BR
(X =207) (N = 200)
ALC Response Rate® 169/170 (99.4%) 158/165 (95.8%4)
95% CT* 96.8. 100 013, 98.3
Platelet Response Rate® 71/80 (88.8%) 49/63 (77.8%)
95% CT* 79.7, 04.7 65.5.87.3
Hemoglobin Response Rate® 58/66 (37.9%) 0771 (70.4%)
95% CT* 77.5. 04.6 58.4, 80.7
ANC Response Rate® 24/28 (85.7%) 26/32 (81.3%)
95% CT* 67.3, 96.0 63.6.92.8

ALC = sbsolate Iymphocvte count; ANC = absohute newtrophal comt, BR = bendanmistine + ntvamab, C1 = confidence interval,

DL = idelalizth, Pl =placebo,

a  Analysis m:l} incladed subjects who had lanphoecytosis (ALC =

-4 w1

"[L) at baseline snd had ATC values 28 days

posthaseline. Fesponders were mubjects whe sclueved on-study ALC =4 = 10°L o = 0% decrease n ALC from baseline,

[ =

85% 1 for the response rate was based on the exact method.
Analysis only included subjects who had thrombocytopenia (platelet count = 100 x 10°L}) at baseline and had platelet values

28 days posthaseline. Responders were subjects who achieved on-study platelet commt of = 100 = 10%L or = 50% increase in

phteki count from baseline.

d  Analysis only included mityects who had aners (hemoglobin < 110 gL {11 g/d1]) at baseline and had hemoglobm vahies
28 darvs posthaseline. Fesponders were sulbjects who achieved r:rm_mﬁj, hemoglobin » 110 gL (11 /ML) or = 3% mcrease

u h&meglmbm from baselme.

2 Amlwm oy meluded subjects who had nentropema (ANC <15 % 10%L) at baseline and had 2390 values 28 days

pmtbﬂa»ehm Fesponders were suljects who aclieved on-study ANC of =

baseline,

1.5 % 10°L oz = 0% increase in ADC From
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Waterfall Plot of Best Percent Change from Baseline in SPD per IRC Assessment: IDL + BR
Group (ITT)

i

Bext B4 uags bu 3P0

DL+ BE {p=bl
B = bendemmztive, IDL = idelalizh, IRC = independent review committee, B = ritmimab, SPD= sum of the products of g

perpendicular &

Waterfall Plot of Best Percent Change from Baseline in SPD per IRC Assessment:
Placebo + BR Group (ITT)

Best Yl hangain 85D

Placubs + BB vy

Comment: Irrespective of response parameter, IDL shows a major add-on effect to BR. The only
exception of interest is CR, but note that the frequency might be underestimated due to missing bone
marrow data (22 vs. 8 individuals).

MRD is not mentioned in the protocol or the study report .

Note absence of progression as best response in the IDL+BR arm.
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Overall Survival based on Data through 02 May 2016 (ITT)

IDL +BR Fl+BR
X =207} (N =109}
Mumber (%) of Subjects with Events F3{25.8) F0(33.5)
Dieath 33 {25.4) T(33.5)
Numiber {%0) of Subjects Censoned 154 (74.4) 138 (66.5)
Eiscontinned Stady 84 {40.4) 116{33.3)
Cngoing FO {338 By
KW Estimate of (35 (Months)®
(955 CT) 23.5 (16 WE3 15.7{13.2, 203}
hdedian (83% CT) NE (NE. NE) 406 (316, WR)
Q5 (25% CI) NE (MR, WE3 MWE (406, MR
Adjusted HR (93% CT)° 0.67 (0.47, 0.063
Pwalpe from Stratified Log-Faak Test 3637w 107
Pvalue from Unstratified Log-Rank Test 5.874 107

ER = bendanmistine + dfpdmab, I = confidence mterval, HE,. = hazard rafio, IDL = idelalisit, KM = Kaplan Meter, KR =not

reached. Pl =placebo, OF = overall survival, Q1 = first quartile, 3 = third quartile

a OS5 {months) = {date of death — date of randeemization + 13/ 304375

b Hazard ratio amd 953% CT were caloulated using the Cox proportional hazards medel. adjusted for randomization
siratification facters {17p deletionTRS3 nmtation, IGHV mutation status, and disease status).
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Comment: Note that 40 and 55% has discontinmued the study and were censored in the OS analysis.
After discontinuation, follow-up for survival was undertaken every 6 months. It is unclear if all patients
accepted to participate in the long term OS follow-up and if missingness is an issue, reasons for
censoring is thus unknown I patients who left the study.

Data are considered immature.

Assessment report
EMA/202018/2018 Page 35/140




Forest Plot for Overall Survival based on Data through 02 May 2016 (ITT)
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Ancillary analyses

Efficacy Analysis by 17 p deletion and/or TP53 Mutation Status

This study included 137 subjects with 17p deletion and/or TP53 mutation (69 in the IDL + BR group
and 68 Pl + BR), and 279 subjects with neither 17p deletion nor TP53 mutation (138 IDL + BR and
141 PI + BR group). Efficacy results for both groups are summarized in the table below.

Efficacy Results by 17p Deletion and/or TP53 Mutation Status (ITT Analysis Set, Study GS-
US-312-0115)
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Endpoint Mdeasure)

Subjects with 17p Deletion

Subjects with Xeither 17p Deletion

and/or TP53 Mutation nor TP53 Mutation
IDL+EBR PI+BR IDL+BR PI+BR
N =69} N =68) ¥ =138) M =141}

ENI estimate of PFFS, median
{35% CI) months?
{data through 07 Cct 2015}

11.3 (5.8, 16.6) £3(59,8.5)

24.6(19.5,30.3)

11.2{11.1,13.6)

PFS, unadjusted HE (5% CI)F
{data through 07 Oct 2013)

0.27(0.18,039)

dds ratio for Crverall
Response {253% CIF
{data through 07 Cct 20135)

467 (225,070

2.45 (147, 4.06)

(dds ratio for LWE. (25% CIF
{data through 07 Cet 2013)

3120291, 98.82)

2281 {5336,9701)

08, Unadjusted HR {93% CI#
{data through 07 Oct 2013}

0.61 (0.36,1.03)

0.65 (0.36, 1.18)

08, Unadjusted HR (03% CId
{data through 02 May 2016)

0.7{0.43,1.15)

D67(0.4,1.12)

Kl estimate of DO, median
{95% CTymonths®£ &
{data through 07 Qct 2013}

11.1 10.3
(10.8, NE) (3.6,13.7)

[&J

23 11.2

(20.0,27.2) (8.6, 16.6)

b

BE. = bendamustine + ritamab; DOR = duration of response; HE = hazard ratio; IDL =idelalisib; EM = Eaplan-hieter;
LMER = lymph neds response rate; MR = not reached; 05 = overall survivel; PFS = pmgresswn ﬁ’ﬂe survival

L1 T T I = W o T e -

PFE (monthsz) = (minimum [datf- of PO date of death] —
HR znd %5% Clz are calenlated using the Cox proportional harards model without any 5d_}ustmem_
Cdds ratio and 93% CI were calenlated without any adjusment
HE and 95% CI were calevlated usimg the Cox pwp»ﬂm@nal harards model without any adjustments.

EJOR{m@n&ls} (mmunum [date of PD date of death] — date of st documented C‘R CBi, or PR+ 1)/ 3004375
Anglysis meluded only subjects wha achieved 3 CR, CRi, ot PR.
Subjects with CR, CRY, or PR who mamtained the response for atlzast 12 weeks were defimed to have confumed response.

Otheraise, response status was categorized a5 5D

— date of rtendomization + 1)/ 30.437
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Efficacy analysis by only 17p deletion status Efficacy results for subjects with 17p deletion (n=38 IDL +
BR and n=40 Pl + BR) or without (n=169 IDL + BR and n=169 Pl + BR) are summarized in the
following table:Efficacy Results by only 17p Deletion Status (Study GS-US-312-0115)

Subjects with 17p Deletion Subjects without 17p Deletion
IDL+BE PI+BR IDL+BE PIHBR
Endpoint {(Measure) (¥ =138} 6 = 403 (¥ =169} {4 = 169}
EM estimnate of FFE, median
{85% CI) months® 11.0(79,13.3) 5034, 84y 246195303 11.1{10.8,11.5)
{data throngh 07 Oct 2013}
PFS, unadjusted HE (§5% CI¥ . .
(data thmu]ghﬁi? Oct ém 53 ) J62{037, 1.04% 0.29{0.21,040
dds ratio for Crverall
Response{95% CIF 474177, 1265} 264 (1.68,4.18)
{data through 07 Oct 2013
s rati 1 MOS0 CTE
(Ddifi m@;@g&:&g;‘ﬁl} 4267 (8.44,215.82) 18,38 (6.46, 52.28)
O8, Unadjusted HE {95% CI¥ , a . R ,
(da.ta th.rmllghﬂ? Gct(ﬁﬂlij a 0.72{036,1.42) 0.63 (040, 1.06)
08, Unadjusted HR {395% CI , e a4 ,
(da.ta thm]ughﬂ‘ﬁ Maifmiﬁ\ s 0790042, 148y 0.67 (043, 1.04)
KM estimate of DOR., median 11.1 136 228 112
{95% CT) months® £ 2 2 s 4 157 . , -
(datatl‘u’bughﬂ? Oct 2015 {80,237 {54,157 {20.0, MR} {84,162}

BE. = bendamustme + rituxemab; DOR =duration of response; HE = hazaed ratio; IDL =1delabizsb; K = Kaplan-heter;

LNR = lvinph node response rate; WE = not reached; O8 = overall survival; PFS = progression free survival

PFS {months} = (mintmum [date of PD, date of death] — date of randomization + 1%/ 304373,

HE and 95% Cls are caleulated using the Cox proportiona] hazards model without any adjustment.

Odds ratie and 95% Cl were caleulated without any adpstment.

HE and 95% CI were calculated usmg the Cox propoctional harerds medel without any adjpstments.

DOE (months) = (mmmum [date of PV, date of death] — date of fust documented CR, CRy, ox PR+ 1)/ 304373

Analysis molnded enly subgects whe achieved 2 CR, CRy, or FR.

Subgects with CF,, CR4, or FR. who mamtamed the response for ot least 12 weeks were defimed to have confrmed response.
Otherwise, response status was categorized as 8D

L1 (T T I PR -]

Comments

The improvement in PFS with IDL + BR was lower for patients with 17p deletion and/or TP53 mutation
(3 months) and patients with 17p deletion (5.1 months), compared to the overall study population (9.7
months). KM curves for 17p deletion patients have been provided, but should also be presented for
patients with or without 17p deletion and/or TP53 mutation. Furthermore, the applicant is asked to
discuss the observed differences in PFS improvement between these two patient groups.

The ORR was 60.9% with IDL + BR vs. 25% with placebo + BR in patients with 17p deletion and/or
TP53 mutation. In patients with 17p deletion, the ORR was 57.9% vs 22.5%, respectively.

No significant differences in OS have been observed for both patient groups.

HRQOL
EQ-5D, KPS, FACT-Leu: No specific hypotheses were tested and there was no alpha protection. No
differences between treatment arms were demonstrated.
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Summary of main study

The following table summarises the efficacy results from the main studies supporting the present
application and should be read in conjunction with the discussion on clinical efficacy as well as the
benefit risk assessment (see later sections).

Study GS-US-312-0115

Population: CLL previously treated with purine analogue and anti-CD20 MoAb, with progressive disease
warranting therapy (IWCLL)

Study period: 15 June 2012 (First Subject Screened)

02 May 2016 (Assessments of Safety and Overall Survival). The study is ongoing.

Design: Double blind: Bendamustine + rituximab +IDL/Placebo in labelled dosages

Randomisation: 1:1, fixed-block centralized randomization
Stratification: 17p deletion and/or TP53 mutation in CLL cells

Immunoglobulin heavy chain variable region (IGHV) mutation

Disease status: refractory versus relapsed

Outcome measures:
Primary PFS by IRC

Secondary Overall response rate (ORR), lymph node response (LNR) rate, and complete response
(CR) rate (type 1 control).

Additional OS (formally no control of alpha), HRQoL, etc.
IDL + BR Pl + BR
PFS (N =207) (N = 209)
Number (%) of Subjects with Events 84 (40.6) 149 (71.3)
Disease Progression 60 (29.0) 130 (62.2)
Death 24 (11.6) 19 (9.1)
KM Estimate of PFS (Months)?
Median (95% CI) 20.8 (16.6, 26.4) 11.1 (8.9, 11.1)
At 24 weeks 88.5 (83.0, 92.3) 82.1 (76.0, 86.7)
At 48 weeks 75.0 (68.0, 80.6) 50.5 (43.2, 57.5)
Adjusted HR (95% CI)® 0.33 (0.25, 0.44)
P-value 6.540 x 107®
IDL + BR Pl + BR
OS (02 May 2016) (N = 207) (N = 209)
Number (%) of Subjects with Events 53 (25.6) 70 (33.5)
KM Estimate of OS (Months)?®
Q1 (95% CI) 23.5 (16, NR) 15.7 (13.2, 20.3)
Median (95% CI) NR (NR, NR) 40.6 (31.6, NR)
Adjusted HR (95% CI)® 0.67 (0.47, 0.96)
P-value from Stratified Log-Rank Test 0.0364
IDL + BR Pl + BR
Response Rate (N = 207) (N = 209)
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Best Overall Response, n (%)?
Complete Response (CR) 3(1.4) 0
Partial Response (PR) 142 (68.6) 93 (44.5)
Progressive Disease (PD) 1 (0.5) 19 (9.1)
ORR (CR+CRi+PR) 145 (70.0) 94 (45.0)
95% CI¢ 63.3, 76.2 38.1, 52.0

Analysis performed across trials

Enrolment Criteria for Studies GS-US-312-0115, GS-US-312-0119, GS-US-312-0116

Study GS-US-312-0115

Study GS-US-312-0119

Study GS-US-312-0116

Relapsed CLL with prior treatment

with the following:

. > 2 cycles of a regimen
containing a purine analog
(eg, fludarabine, pentostatin,
cladribine) or bendamustine,
and

. > 2 doses with a regimen
containing an anti-CD20
monoclonal antibody
(eg, rituximab, ofatumumab,
obinutuzumab)

Relapsed CLL with prior treatment
comprising therapy with either of
the following given alone or in
combination:
e A purine analog
(eg, fludarabine, pentostatin,
cladribine) administered for
> 2 cycles of cytotoxic
treatment or
. Bendamustine administered for
> 2 cycles of treatment

Relapsed CLL with prior treatment

with any of the following:

. > 1 regimen containing a
therapeutic anti-CD20
monoclonal antibody
administered for 2 2 doses of
antibody treatment

. > 1 cytotoxic agent
administered for > 2 cycles of
cytotoxic treatment

Sufficiently fit to receive cytotoxic
chemotherapy, including ANC

> 1.5 x 10%/L, platelets > 75 x
10°/L, and hemoglobin > 100 g/L
(10.0 g/dL or 6.2 mmol/L) (although
> Grade 2 neutropenia,
thrombocytopenia, or anemia was
permitted if abnormality was related
to bone marrow involvement with
CLL [as documented by bone
marrow biopsy/aspirate obtained
since the last prior therapy]

Creatinine clearance = 40 mL/min
No restrictions regarding CIRS score

No restrictions regarding
myelotoxicity; creatinine clearance
> 30 ml/min; any CIRS score

Unfit to receive cytotoxic therapy
because of chemotherapy-induced
myelotoxicity or creatinine clearance
> 30 and < 60 mL/min or
comorbidities as measured by CIRS
score > 6

Karnofsky performance score of
> 60

Karnofsky performance score of
> 60

Karnofsky performance score of
> 40

CIRS = cumulative illness rating scale; ANC = absolute neutrophil count
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OS for Individual Phase 3 Studies (ITT Analysis Sets)

Study G5-US-312-0117
Brudy G5-US-312-0115 (by Initial Randomization in
(Data through 02 May 2016) |  Study GS-US-312-0119 Study GS-US-312-0116)
IDL + BR PI+BR mL+0 O Alone L +R PI+R
N=1207 N =200 N=174 N=87 N =110 N=110
Number (%) of Subjects Who Died 53 (25.6) 70 (33.5) 63 (36.2) 32 (36.8) 38 (34.5) 49 (44.5)
Number (%) of Subjects Censored 53 (25.6) 70 (33.5) 111 (63.8) 55 (63.2) 72 (65.5) 61 (55.5)
Ongoing 154 (74.4) | 139 (66.5) 34 (19.5) (LT 10 (9.1) 13 (11.8)
Discontinued Study 84 (40.6) 116 (55.5) 77 (44.3) 54 (62.1) 62 (56.4) 48 (43.6)
¥l Estimate of OS (Months)2
Q1 (95% CT) 23.5 (16, NR)[15.7 (13.2, 20.3)[18.2 (12.3, 22.9)[12.7 (6.0, 19.3)[20.5 (15.4, 25.4)] 0.2 (7.3, 12.6)
Median {95% CI) NE (NE. NE)|40.6 (31.6, NE) | NE {31.5, NE) (30.2 (23.0. NE)| WR (28.5, NR) |37.3 {16.0, NR)
Q3 (95% CI) NR (NR. NR)| NR (40.6, NR) | NR (NR. NR) | NR (NR. MR) | NR (NR, NR) | NR (NR, NR)
Adjusted Hazard Ratio (95% CI) 0.67 (D.47. 0.96)® 0.74 (0.48, 1.143® 0.63 (0.41, 0.96)¢
P-walue From Stratified Log-Rank Test 10364 01005 {0028

PFS for Individual Phase 3 Studies (ITT)

Smdy GSUS-312-0115 Smdy GS-US-312-0119 brudy GS-TUS-312-0116
IDL + BR Pl+BR IDL + O O Alone IDL + R FI+R
=207 N =200 X=1T74 N=87 X=110 N=116
Mumber (%) of Subjects with Events £4 (40.6) 149 (71.3) 103 {592} 57 (65.5) 25 (22.7) 70 (63.6)
Disease Progression 60 (29.0) 130 (62.2) 76 (43.7) 51(58.6) 17 {15.5) 62 (56.4)
Death 24 (11.6) 19 (.13 27 (15.5) 6 {5.9) 8 (7.3} g (733
Number (%} of Subjects Censored 123 (59 .43 60 (28.7) 71 (40.8) 30 (34.5) 85 (77.3) 40 (36.4)
Completed Studyw/Crossed over to _ . _ . - [
Open Tabel IDT. A MNA A MNA 69 (62.7) 33 (30.0)
Ongoing £2 (39.6) 31(14.8) 28 (16.1) 1{1.13 - -
Discontinued Study 30 (18.8) 27 (128} 37(21.3) 28 (32.3) 16 {14.5) F(6.43
Received Another Antitumor - e .
Treaterent {103 b X R o 1¢1.13 o o
hiigsed = 2 Consecutive Tirmor o o 534 a o o
hleasurements -
EW Estimate of PFS (Mhdonthsy®
o me e . . . 5.6 10.7 35
(D50 (E3.13 35 53
Q1 (95% CT) L1(83.136) | 69(6.81) | 25 y5g | 3501853 | g3 134 (15 38
o cn 20.8 11.1 16.6 .- 19.4 6.5
Median (33% CI (16.6,26.4) {E9,11.1) ase,21m | BOGTED L a5 wmy (Ao, 7.3
e 30.3 16.1 311249, 9.I(82, MR 23
— (24.9, (5.2,
Q3 (33% CD) (264 NEY | (140,193 NE) 16.4) (194.NB) | (2.1.109)
Adjusted Hazard Ratio (85% CT) 0.33 (0.25, 0.44% 0.24(0.17,0.35) 0.15(0.09, 0.24)%
i‘f;me from Stratified Log-Rank < 000018 < 000018 < 9.0001%

2.3.3.6. Discussion on clinical efficacy (Rapporteur)

Study 312-0115 is a standard, well-conducted add-on study of IDL vs. placebo on a background of
bendamustine+ rituximab in patients previously treated with a purine analogue and an anti-CD20
MoADb.

In patients likely to tolerate bendamustine + rituximab, e.g. based on tolerability to prior lines of
therapy, this is an appropriate design, also in del17p/TP53 CLL when the study was initiated. Patients
were pre-treated with a median of two prior regimens, about 1/3 were characterised as refractory and
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similarly 1/3 showed del.17p/TP53. There were no imbalances of likely importance. Information as
regards the last prior regimen is requested (OC). If bendamustine was part of the last regimen, ORR
and PFS on study therapies should be reported.

In terms of standard outcome measures, superiority in terms of ORR and PFS has been convincingly
demonstrated. It should be noticed that BR was administered for six cycles followed by IDL or placebo
only. It is therefore of importance that a survival benefit has been shown, even though only borderline
(p=0.036). Survival data are immature at an event rate of about 30%, however, and the event rate
per time period is low, i.e. it is less likely that a meaningful increase is reachable within this procedure.
Clarification should be provided as regards sampling of survival data after study discontinuation,
especially missingness. Time to next-line therapy and selected next-line regimens should be submitted.

The conducted subgroup analyses raise no concerns, but the submitted forest plots should be
resubmitted with medians added.

2.3.3.7. Conclusions on the clinical efficacy

Superior efficacy in terms of ORR and PFS has been convincingly demonstrated. Due to the design
(and toxicity) survival data are considered essential.

2.3.3.8. Discussion on clinical efficacy (CoRapporteur)

The positive efficacy results of pivotal study GS-US-312-015 suggest a clinically relevant improvement
in PFS, OS and ORR for the IDL +BR combination compared to placebo + BR. However, the precise
target population of the triple combination is unclear in the context of the already approved idelalisib
indication for relapsed and refractory CLL patients that encompasses the current study population. This
is in particular relevant considering the adverse safety profile of the triple combination relative to the
PFS results in the 0115 study population vs those in the non-fit population treated with IDL + R. This
will be further discussed in the B/R section of this report, but, for reference, in the IDL + R study GS-
US-312-0116, median PFS was 19.4 months in the IDL + R arm, compared to 6.5 months for placebo
+ R, which indicates an improvement in median PFS of 12.9 month due to the addition of IDL. A lower
improvement in median PFS was observed for the addition of IDL to the BR backbone in pivotal study
GS-US-312-0115. For the secondary endpoints ORR, and OS, as well as HRQoL the results showed the
same pattern. Importantly, for the IDL + R regime, the treatment effect was equally profound in the
adverse genetics subgroups of 17p deletion and/or TP53 mutation, while the clinical benefit in terms of
PFS in this patient group seems to be lower with IDL + BR.

The study population of the current pivotal trial with IDL + BR (eligible for chemotherapy) differed
from the study population for the IDL + R study 0116 (non-eligible for chemotherapy). Acknowledging
the uncertainties associated with cross-study comparison, for the more fit IDL + BR study population
with less comorbidities and less advanced disease, improved efficacy results would have been
expected compared to results for the non-fit IDL + R study population. The clinical benefit of the
addition of bendamustine to the approved IDL + R combination is thus uncertain in relation to the
applied for indication and the question is whether patients eligible for chemotherapy would not also
benefit from IDL + R alone.

2.3.3.9. Conclusions on clinical efficacy

Altogether, in pivotal study GS-US-312-015 statistically significant increases in PFS, OS, and ORR were
observed for the combination of IDL with BR compared to placebo + BR. However, the clinical benefit
of the addition of bendamustine to the approved IDL + R combination is uncertain in the applied for
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indication. The applicant should discuss the precise target population of the triple combination, in the
context of the results observed for relapsed/refractory CLL for the already approved idelalisib
indication.

2.3.3.10. Clinical safety

Introduction

Serious infections, including opportunistic infections, constitute the main concern in the treatment with
IDL, especially in combination with other immune-suppressive agents such as bendamustine and anti-
CD20 MoAbs. Late colitis in need of steroid therapy, such as budesonide, is a specific IDL reaction.
Severe skin toxicity is also seen especially when combined with other drugs known to elicit this type of
toxicity (SJS and TEN)
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Study Drug Exposure (Safety Analysis Set)
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Comment: Note that BR was to be administered for 6 cycles (a8 4 weeks) followed by placebo or IDL.
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Overall Summary of Adverse Events (Safety Analysis Set)

IDL +BR Pi+EBR
Adverse Event Category, n {%0) =207} {28 =20
Any AE 207 {1003 203 (97.1)
IDL/Pl-Related AE 170 (82.1) 125 {59.8)
Fitnximab-Felated AE 145 (70,05 145 (59.4)
Bendanmstine-Related AE 168 (81.25 173 {R2.8)
= (rade 3 AE 196 (94.7) 163 (78.0%
= Grade 3 IDL/Pl-Felated AE 141 (58.1) 58 (32.5)
= (3rade 3 Rinwmimab-Related AE 105 (30.7) 83 (3.7
= Grade 3 Bendammstine-Related AE 148 (71.5) 120 {57.4)
Auavy BAE 47 (710 94 (450
IDL/Fl-Related SAE 75 (36.2) 28(13.4)
Fitnximab -Felated SAE 48(23.2} 2E(13.4)
Bendanmstine Felated SAE TO(33.8) 40(19.1}
AE Leading to IDL/P1 Diose Reduction 34 {164y 13 {6.2)
AE Leading to IDL/Pl Dose Intermption 122 (5899 49 (2343
AE Leading to IDL/P] Discontinuation 68 (32.9) 31(14.8)
AE 1 eading to Death 25{12.1y 19 9.1}

BE =bendanmstine + nhoimsh, IDL = idelalisib, MA = not applicable, PL = placebo
Belationship to study dmg was deternuned by mveshgator; AEs with nussing relaonslups were considered to be related.

Comment: "Relatedness” was determined by the investigators. With respect to”any AE” it is of interest
to notice the similarity between treatment arms for bendamustin and rituximab related AEs and the
clear difference with respect to SAE and grade =3, a reasonable interpretation being that IDL adds to

BR “related” AE. Overall IDL adds considerably to the toxicity of BR.
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Adverse Events Reported for = 10% of Subjects in Either Treatment Group by Decreasing

SOC and PT (Safety Analysis Set)

Swstem Organ Class
Preferved Termm, m (%)

IDL + BR
N = 207)

Pl+BR
(¥ = 209)

Mumber of Subjects with AFs

207 {100.0%

203 {97.1)

Blood and Lvmphatic System Disorders

160 (77.3)

146 (69.9)

Mewtropenia

132 (63.8)

114 {54.5)

Amnaemia

55 (26.6)

S0 (239

Febrile Meutropenia

49 (23.7)

13 (6.2)

Thrombocyiopenia

43 (208

45 (224

Infections and Infestations

150 (72.5)

125 (59.8)

Proevaucnia

50 ¢24.2)

27 (1299

Upper Bespirstory Tract Infection

36 (17.4)

24 (11.5)

Gastrointestinal Disorders

138 (66.7)

127 (60.8)

Diarthoea B4 (405 47 (225
MNausea 57 (27.5) 73 (34.9)
Vomiting 34 (16,43 31¢14.8)
Constipation 32(15.5) 35 (16.7)

General Disorders and Adnuinistration Site Conditions

132 (63.8)

118 (56.5)

Pyrexia

o0 (43.5)

53 (30.17

Fatigne

43 (205

52 (4.9

Chills

23¢11.13

13 (6.2

Asthenia

22 (10.6)

21 (10.0)

Respiratory, Thoracic and Mediastinal Disorders

97 (46.9)

92 (44.0)

Cough 49237 48 (2300
Dryspuoea (LG 28 (13.4)

Skin and Subcutaneous Tissue Disorders

103 (40.8)

81 (38.8)

Rash 35(16.9) 2B (134
Investigations 00 {43.5) 46 (2203

Alamine Aminotransferase Increased 32{15.5) 314
Weight Decreased 21 {101y 2037
hletabolism and Mutritton Disorders T4 (337 46 (2203
Decreased Appetite 22 (10.6) 15(7.2)
Musculoskeletal and Counective Tissue Disorders 65 (31,4 53 (26.3)
Arthralgia 25 {121y 1617}
Mervous Svstem Disorders 56 (2713 54 (2583
Headache 20097 22 (10.5)
Injury, Potsoning and Procedural Complications 43 (20.8) 290282y
nsicn Related Reaction 311509 49(23.4)

Comment: Note the major increase in infectious events including febrile neutropenia.
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= Grade 3 AEs Reported for = 2% of Subjects in Either Treatment Group by Decreasing SOC
and PT (Safety Analysis Set)

System Chegan Class IBL + BR P1+ER
Preferved Term, n (%%} {IN =207} i =209y

Number of Subjects with > Grade 3 AE 196 (94.7) 163 (78.0)

Blood fAnd Lvmphatic Svsiem Disorders 148 (72.0% 129{61.7)

Neutropenia 124 (50.9) 99 (47.4)
Febrile Neuntropenia 49237y 13 (6.2}

Anaemia 32(15.5) 27 (12.8)

Thrombocytopenia 27 (13.0) 26 (12.4)

Leukopenis 12 (5.8 2 4.3
Granulocytopenia §{2.9 & (2.9

Aptoimenzne Hasmolyvtic Aosenua O 524

Infections and Infestations B3 (41.1) 34 (258

Pnennyonis 29 {1400 17 (8.1)
Sepuis 12 (5.8
Urinary Tract Infection bR}

Ext
e

b

End
=
e e e

Lower Bespiratory Tract Infection 4019

Mentropenic Sepsiz 3{14)

Fod

e
AR
Ll b | M
# | et |

[0 = = I O
. g
[

Bespiratory Tract Infection 3l

Septic Shock Si24)

e

P
=]

s
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Investigations 5402610 {43
Alanine Aminotransferaze Increased 22 {10.5) 1{0.5)
Aspartate Aminotransferase Increaved 11 {333 0
Transanvoases Increased 235 &
Mentrophil Count Decreased G629 1{0.3)
Platelet Conmt Diecreased & (2.5 1{0.5})

Crastrotntestinal Disorders IB(18.4) 13 (6.2}
Diarchoea 234121 4 (1.9}
Abdoounal Pain 3243 1{0.5})

Creperal Disorders and Adménistration Site Conditions 25121} 23{11.9
Pyrexia 13 (7.2} T{3.3)
Fatigue T34y 5{2.43
Asthenia 1{0.5} & (2.0

Bespiratory, Thoracic and Mediastinal Disorders 22{10.6) 18 (8.4
Dryspnoea {23 {38
Pulmonary Embolism 314y & (2.9

hetabolizm and Nutrition Disorders 23{11.1} 14 (6.7
Hypolaalaemia 50240 & (2.9
Diecreased Appetite 2.4 0

Blin And Svbewtansons Tissue Disorders 18{8. 7 1 {05}
Fash &2 0

Iyjury, Potsoning and Procedural Complications 943 T35
Infusion Related Reaction 524 4{1.9%

Comment: The apparent discrepancy between the rather minor increase in grade =3 neutropenia and
the major increase in neutropenic fever and other infections is worth noting.
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Incidence of infectious events by Time Interval (Safety Analysis Set)

0 to 12 Weeks |12 to 24 Weeled= 24 to 36 Weekds 36 to 45 Weekd= 48 to 60 Weeld
IDL + IDL + L+ IDL+ DL+
Adverse Event, BE. |PI+BER BE |P1+ ER |PI+BR] BR (Bl+ BR |Pi+BE]

n (%) IEE‘E=24]“7§(E‘T=ZML =0T =00 =0T =T N0 T =00 (=0T =20
Infection
All Grades OO a0y | 63200 | TRAGT | 1200 | 407173 | 457170 | 317144 | 290143 | 213534 | 197108
o R (43,55 | (3010 | (408 | (305 | 285 | 265 | 215 | (2033 | (64 | (174
o Cirade 3 A000T | 200200 | 487187 | 2003 D10 | 11144 | 0143 | 100134 | 109
=Cmded | o3y |ase | Lay ©5 | 06 | @) | 09 | 64
Febnle Nentropenia
\ -~ ZRO207 | B200 | 157192 | 5200 | 3047 | X1 | Ail44 ;
AlGnds |35 | g | o8 | e | an |an |6 | ° °
e 1a 2B207 | ®200 | 15482 | 5200 | 372 | I | 5144 ;
=bnmde3 35| ey | on | en | an |an | 6| © o
ChIV
P SEHT | e | s1e2 3172 1714% | 171534
Alnds | oy |do |es| " |as| ° | ? |en|an| °
o Cirmde 2 2T | M8 | 4092 1172 17143 o
zOmded iy | |2 | % | we | © O lon| 9 0
PP
. ; 17167 2172
Al Grades 0 i} (0.5} 1] 1.7 L] i} i Q ]
e ; 1192 1172
= {arade 3 { & (0.5 L] (063 a & ] b {

Comment: As any grade include less relevant events such as common cold, etc. the focus is on grade
>3.

Up to week 24, the increase in grade =3 infections and febrile neutropenia look as expected. The
rather high incidence also after week 24 in the true placebo arm might look surprising but could relate
to the prolonged immunosuppresive effects of bendamustine/rituximab and the underlying disease.

Rather few indivuduals had CMV/PJP infections. It is uclear how investigators adhered to
recommendations as regards prophylaxis.

Diarrhoea/Colitis

Through the cut-off date (02 May 2016), 28 subjects (13.5%) in the IDL + BR group and 4 subjects
(1.9%) in the placebo + BR group had = Grade 3 diarrhoea and/or colitis

In the IDL + BR group, the median (Q1, Q3) time to onset of the first = Grade 3 event of
diarrhoea/colitis (N = 28) was 38.6 (11.1, 79.6) weeks, and the median (Q1, Q3) time to resolution of
highest grade diarrhoea/colitis (N = 23) was 2.0 (0.9, 4.3) weeks.

In the placebo + BR group, the median (Q1, Q3) time to onset of the first = Grade 3 event of
diarrhoea/colitis (N = 4) was 16.4 (10.4, 29.6) weeks, and the median (Q1, Q3) time to resolution of
highest grade diarrhoea/colitis (= Grade 3) (N = 4) was 0.9 (0.4, 1.8) weeks.

In the IDL + BR group, 4 subjects had their study drug dose reduced, 16 subjects had an interruption
in study drug, and 4 subjects discontinued IDL due to = Grade 3 diarrhoea and/or colitis.

In the placebo + BR group, 2 subjects (1.0%) had an interruption in study drug, and no subject had a
dose reduction or discontinued the study drug
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No deaths due to diarrhoea and/or colitis were reported in this study.

Comment: Data essentially confirm results in prior trials; delayed onset of colitis.

Skin toxicity

Altogether13 subjects (6.3%) in the IDL + BR group and no subject in the placebo+BR group had =
Grade 3 rash. Two subjects had their study drug dose reduced, 4 subjects had an interruption in study
drug, and 3 subjects discontinued IDL due to = Grade 3 rash.

One death was reported in the IDL + BR group which was attributed to SJS. Subject_had
begun taking acyclovir on Study Day 13 in response to mucosal lesions at 2 anatomical sites and
developed papular eruptions and hyperemia of skin, pruritus and fever. She was hospitalized on Study
Day 14 and study drug (IDL/placebo) was withdrawn on that day. Three days later the subject was
diagnosed with SJS and died on Study Day 28. The investigator assessed the event as unrelated to
study drug or BR and potentially associated with acyclovir. Cases of SJS and toxic epidermal necrolysis
(TEN) with fatal outcomes have been reported when IDL was administered concomitantly with other
medications associated with these syndromes.

On study day 313 a subject developed a rash after recently starting on azithromycin followed by
levofloxacin. Additional concomitant medications included acyclovir, furosemide, and omeprazole. A
diagnosis of SJS was made and the subject was treated with steroids and the event was considered
resolved on Study Day 313.

No case of TEN was reported in this study.

Comment: Skin toxicity including SJS is captured by sections 4.4 and 4.8.

CLL Transformation and Second Malignancies Adjusted for Exposure (Safety Analysis Set)

DL +BR PI+EBE
{N=20T} (N =200
MNumber of Drug Incidence | Number of Incidence
Subjects Exposure at Rate per Subjects | Drug Exposure Rate per
with Rislc Person Year with at Rislo Person Year
Events {Person Year} (950 CT) Events {Person Year) {85% CT)
0. 0.03
L aticn 4 288.9 (0.0038, 7 2132 (0.0132,
‘ 04354 106763
Second 0.10 0.07
N 7 2671 {00668, 14 7.6 {0.0569,
Malignancies 0.1471) 0.1132)

Comment: As expected, skin malignancies dominated. There was no increase in number of
transformations.

Deaths

In the IDL + BR group, 33 subjects died on study (deaths between randomization and within 30 days
following end of study) and 20 subjects died during long-term follow-up.

In the placebo + BR group, 32 subjects died on study and 39 subjects who died during long-term
follow-up.
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Events were those expected in patients with advanced CLL. The most common events leading to death
were pneumonia (2.4% of the IDL + BR group and 2.4% of the placebo + BR group) and sepsis (1.4%
of the IDL + BR group and 1.0% of the placebo + BR group).

Comment: No signal

SAEs Reported for = 2% of Subjects in Either Treatment Group (Safety Analysis Set)

I + BR P1+EBR

Preferred Term, n (%) (=107} {4 = 20%)
Mumber of Subjects (%) with any SAE 147 {71.0% 94 (430
Febrile Neutropenia 43 (20.8) 10 (4.8%
Paevmonia 3174 16 (.73
Pyrexia 25 {12.1) 1153}
Sepuis 10 {4.83 4(1.9)
Diarrhosa 12(5.8) 1(0.5)
Meutropenia {43} 314
Anzemia 6 (2.9} 3(24)
Lower Bespivatory Tract Infection G (2.9) F{24y
Meutropenic Sepais 3(1.4) (2.9}
Eespiratory Tract Infection {4 {24y
Urinary Tract Infection 3(2.4) 315
Pulmeomary Emibolism 2{1.0y 524
Bronchitiz 1¢0.5) 3 (2.4}
Septic Shock 5243 1{0.5)
Squamons Cell Carcinoms 1005 F{2.4)

BE. =bepdammstine + nsdmeb, DL = idelalisib, Pl =placsbe
AEs were classified by PT using MedDEA version 19.0.
Subjects who experienced roaltiple events within the same FT wers counted once per PT.

Comment: The difference in SAEs is driven by difference in infectious events.
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AEs Leading to Study Drug Discontinuation in = 2 Subjects Total (Safety Analysis Set)

IDL +BR PF1+BRE
Preferred Term, n (%) N =107y i =210
Mumiber of Subjects (%0} with AEs Teading to IDL/FL 68 (32.9y 31 {148
Discontination
Poepvmonia 11 (33} 5{2.4)
Pyrexia 4419y 2{1.0
Diarrhoea 524 0
Febrile Mentropenia 3{14 2{1.m
Sepsis 3{14y 2{1.0
Anpemia 2(1.0y 105
Colitis {14 O
Hepatoceliular Ijury 3{14) 0
Meuntropenta {14y a
Thrombocytopenia 3{1.4) 0
Abdominal Pain (1.0 0
Acute Myocardial Infarction & 2§10y
Asthenia o 2{1.0
Antoarmune hasmelytic anasmua £ 2{1.0
Cough 2{1.0 o
Lung Adenocsocinmms 105} 1{0.5)
Mausea 2{1.n il
Pancytopents 241 0
Prevmonia Cytomegaloviral 105 103y
Poeumonitis 2{1.0% 0
Prorims 1{035) 15y
Beasparatory Failuwre 1 {05} 1 {5y
Besparatory Tract Infection 1 {05} 1{0.5)
WVomiting 210y 0

Comment: The overall discontinuation rates are high. Reporting by the induction period IDL/PL+BR vs.
the continuation period IDL/PL would be of value (OC)

Overall, 16.4% (34 subjects) of the IDL + BR group and 6.2% (13 subjects) of the placebo + BR group
had AEs leading to dose reduction of study drug (IDL/placebo).

The most frequently reported AEs leading to reduction of study drug were increased ALT (2.9% IDL +
BR) and (0.5% placebo + BR) and diarrhoea (3.9% IDL + BR and 0.5% placebo + BR).

All other AEs leading to dose reduction of study drug occurred in < 2% of either treatment group.
Adverse Events Leading to IDL Dose Interruption

Among subjects in the IDL + BR group, 122 of 207 subjects (58.9%) had an AE that led to IDL dose
interruption. Adverse events leading to IDL dose interruption reported for = 5% of subjects included
diarrhoea (28 subjects, 13.5%), ALT increased (19 subjects, 9.2%), febrile neutropenia (15 subjects,
7.2%), and pneumonia (11 subjects, 5.3%).
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Adverse Events Leading to IDL Dose Interruption Reported for = 2%

IDL -~ BR
%= 207y
Preferved Term o (%)
Subjects with Any AE Leading to IDL Dose 122589
Dudenuption
Dishoes I8¢5
fve A fornse I d 1392
Prsmnonts 1135
Felatle Mewtropania won
Pyrewia H4D
A i : W48
Meutropaia S5,
Colits 20
Fatigue ER LR
Rask S
Trossmminmes bwressed 29
Debydration 2{m
B i J i Prawmon LR
Abdonival Pain 105
Sepats L0y
Prewmonitis R (e8]

Assessors comment

According to the protocol of study GS-US-312-0115, if a subject experiences an adverse event that is
suspected to be related to study drug (idelalisib/placebo) during the course of study treatment, then
study drug administration may be held, as necessary, until the adverse event resolves or stabilizes to
an acceptable degree. If permanent discontinuation is not required, the study drug may be reinstituted
at either the starting dose level (150 mg/dose BID) or at Dose Level -1 (100 mg/dose BID). Rituximab
doses will not be modified during the study. If a subject experiences an adverse event that is
suspected to be bendamustine-related and requires a dose modification during the course of study
therapy, then the bendamustine dose should be reduced by 1 dose level.

The number of subjects with dose discontinuations, dose reductions and interruptions was high with
IDL + BR treatment. The median time to the dose interruption and the duration of the dose
interruption has not been provided. A subject could have had multiple dose modifications (note: the
number of subjects have been reported not the number of events). According to the protocol
reescalation of the dose is not needed, even if there is minimal or no toxicity with the reduced dose (at
the discretion of the investigator). As such, dose re-escalation was only performed in 9 subjects
(4.3%) with IDL + BR in study GS-US-312-0115. It is uncertain to what aspect the dose modifications
of IDL + BR have influenced the percentage of expected doses taken and the number of days (or
infusions) with treatment.

Assessment report
EMA/202018/2018 Page 53/140




Laboratory findings

Treatment-Emergent Transaminase Elevations (Safety Analysis Set)

IDL+BR PI+BR
(=17} (=209}
n { %) n (%)
Subjects with any Grade 3 or 4 ALT or AST Elevation 47227 B35
Subjects with any Grade 3 or 4 ALT Elevation 44 (21.3) 629
Subjects with any Grade 3 or 4 AST Elevation 32135 7(3.3)
Subyects with any Grade 3 or 4 ALT and AST Elevation 28014 324
Besolved to Grade [ or Less 44 (21.3) B {38
Subjects Rechallenged after Dose Interruption 35{169 4(1.%)
Rechallenged at 150 mg BID 3L 2{1.0
Becwrence of Grade 3 or 4 ALT or AST Elevation 3{24) 0
Eesolved to Grade 1 or Less 4019 0
Rechallenged at 100 mg BID 12{38) 210
Recurence of Grade 3 or 4 ALT or AST Elevation 4019} 105}
Besolved to (zrade 1 or Less 4019 0

Comment: The increased frequency in the IDL arm is obvious. Of note, re-challenge at the same dose
(150 mg) was successful in 18/23 subjects.

Median (Q1, Q3) ALT (U/L) over Time, Safety Analysis Set
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Comment: The gradual increase up to weeks 8-10 followed by a “plateau” on IDL monotherapy is
noteworthy.

The around w. 8-10 peak has similarities with the colitis peak and might inform about the underlying
mechanisms.
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Haematology

BR and IDL+BR are undoubtedly myelosuppressive, as demonstrated in the overviews of ARs, at the
same time response to therapy is associated with haematological improvement in case of CLL-related
haematotoxicity. This is illustrated here by the shift table for IDL+BR and the figure below.

Shift from Baseline to worst CTCAE Severity Grade Safety Analysis Set, Haemoglobin

IDL + B/B
Bageline Sewerity Srade [a)
Grade & Grade 1 Erade I Erads 3 Grads 4 Mimzimg Total

Barsmeter: Hemoglebdn {Anemis) 97 &8 35 T @ [ 287
Worst Srade [bi

Grade ¥ 23 4 23.7%) i{ 1.5% & & o o 24 { LL1.&%)

Grade 1 46 { 47.4%) 33 { 48.3%) 30 8.8 & o o B2 { 39.8%)

Grade 2 LE { L®.6%) L% ( 27.5%) 15 { 42.9%) 5 ( TL.4%) o o 57 § 27.5%)

Grade 3 Lo f EO.3%) 14  20.6%) 17 [ 48.8%) 2§ IZB.6%) o o 43 { 20.B%)

Grade 4 L L] & & o o L]

Mizsing L i{ 1.5% & & o o i{ 0.5%

Median (Q1, Q3) Hemoglobin (g/L) over Time (Safety Analysis Set - Subjects with
Abnormality at Baseline and at Least 1 Postbaseline Measurement)
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Treatment-Emergent Hematologic Abnormalities
Neutropenia (all grades) was the most common treatment-emergent hematologic abnormality overall,
occurring in 89.9% (186 subjects) of the IDL + BR group and in 90.0% (188 subjects) of the placebo
+ BR group. Grade 3 or 4 neutropenia was observed in 72.9% (151 subjects) of the IDL + BR group
and in 63.2% (132 subjects) of the placebo + BR group.
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GS-US-312-0115: Summary of Treatment-Emergent Hematology Abnormalities In
Either Treatment Group, Subjects with Any Disease Type or Therapy Regimen.

IDL + BR M+ER

Farameter’, m (%} {8 =207 =209
Hemeglobin Decreased (Anaemia}

Any Grade 134 (389 136822

= rrade 3 41 (19.8) kT
Lymphooviz Urunt Inceeased

Any Grade B39 2 {487

» Grade 3 KRRy 4{1.9
Lymphoryte Ceunt Decreased

Any Grade 155 (749 144 (629

= rrade 3 103 (49.8) B4 (4500
Heurophil Count Decreased

Any Grade 186 (B89 185 (30.00

» Grade 3 15172 131832y
Flatelet Connt Decraazed

Any Grade 105 (307 108 (317

= rrade 3 42 {203} IF(18T
Leunkoeytes {(White Blood Cell Decreased)

Any Grade 169 (81463 167 (199}

» Grade 3 24 (4543 91 (43.5)

BE = bendamustine + ritnimab, IDL = idelslisik, Pl = placebo

& Worst zade sf post baseline; baseline was he last observation on or befiore the first dose of snudy dmg.
Grades were olained per CTCAE version 4.03.

Somrce: Section 151, Table 82,2

The most commonly observed (> 10% incidence) Grade 3 or 4 hematologic laboratory abnormalities
included the following: neutrophil count decreased (39.6%), lymphocyte count decreased (33.4%),
leukocytes decreased (22.3%), and platelet count decreased (11.5%) (table 62, Summary of clinical
safety).

Treatment-Emergent Neutropenia

Among subjects with any disease type or therapy regimen (N = 1952), the incidence of treatment-
emergent neutropenia laboratory abnormalities of any grade was 61.6%, and the incidence of Grade 3
or 4 events was 39.6% (ISS Table 8.2.4). The median time to onset for Grade 3 or 4 neutropenia was
1.6 months, with a KM estimate of median time to resolution of 3.9 weeks (ISS Table 8.15.4). Among
subjects with CLL in Studies GS-US-312-0115, GS-US-312-0116, and GS-US-312-0119, the incidence
of treatment-emergent neutropenia laboratory abnormalities of any grade was high and similar
between the IDL + BR and placebo + BR groups, with 89.9% and 90.0% of subjects in the respective
groups having treatment-emergent neutropenia. The incidence of neutropenia laboratory abnormalities
of any grade was lower in the IDL + R, placebo + R, IDL + O, and O alone groups, occurring in 63.6%,
55.6%, 72.8%, and 58.1% of subjects, respectively. The incidence of Grade 3 or 4 treatment-
emergent neutropenia in the IDL + BR group was higher than in the placebo + BR group, with 72.9%
and 63.2% of subjects in the respective groups having such events. The incidence of Grade 3 or 4
treatment-emergent neutropenia was lower in the IDL + R, placebo + R, IDL + O, and O alone groups,
occurring in 41.8%, 29.6%, 49.1%, and 32.6% of subjects, respectively. The prevalence of Grade 3 or
4 treatment-emergent neutropenia was generally highest during the first 12 weeks on study and
decreased thereafter.
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Incidence of Laboratory Abnormalities of Neutropenia, Subjects with CLL in Studies
GS-US-312-0115, GS-US-312-0116, and GS-US-312-0119

IDL +BR BR IDL+-R E DL+ 0 i
(=207 {5 = 209 (M=110 =108 =175 {14 = B8
HWeutropenia, n £%af
Ay Change Posthaseline 186 (89.9) 1882000 T {636 &G (5563 126 (72 8} 50 (38.1)
Ay Grade Bord 151729 13208323 46 (41.8) 32{29.6) B5 (49.13 I8 (31.6)
Grade 3 43217 62(28.0) E e 150167 T2l 35D
Grade 4 106512 TG335) 04182 14 013.00 48277y 15¢17.4)

DL+ BE=1DL + bendomostne + mnsinab o Srady G5-UE-312-0115; BE. = placebe + bendsmmstne and rinodmes’ i Snedy G5-U8-312-0115;
DL + 7 = IBL + mtwcinaal in Shedy G8-UE-312-01 14; B = placebe + dnwcimsb in Smdy GE-US-3120114 [BL + 0 = DL + ofstomenab in Smedy G5-U8-312-011%;
= gfnmmanab slons in Srady GE-US-3120119

T: et Ialy ity = sbnormality o by | grade s with frome fizst dese to 30 days afer last dose.

For sulsiects in Smdy (35-US-312-001 16 wihe recefved open-lobe] TEL., sk dhomormality = shoorusbity = oy 1 grmde compared with baseline from
first study trestment dose to the day before the firsr dose of open-label DL,

Souree: IS5 Talde 823

Assessors comment

It is noticed that a significant proportion of patients in IDL + BR and BR arm have treatment-emergent
haematological abnormalities, although this is to be expected in subjects with CLL, inclusion criteria
were set for adequate neutrophil and platelet counts as well as Hb level. With respect to neutropenia
the incidence in de BR based regimens is increased compared to R or O based regimen including the
grade 3-4 neutropenia. It is known that haematologic toxicities occur with bendamustine treatment in
CLL such as neutropenia, thrombocytopenia, and anaemia, however, the triple combination IDL + BR
increases the risk for grade 4 neutropenia.
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GS-US-312-0115: Summary of Treatment-Emergent Serum Chemistry Abnormalities: Events
with Any Occurrence of = Grade 3 Severity

IDL +BR Fi+BR

Parsmeter”, 5 (90) (N =20 8 = 208
Albuenin Decreased

Auy Gradie O €140

o drrade 3 F{hAY Q

§ T

Sy Crrndde GTEIN 211

& Cirade 3 314 ¢
ALT Incresved

Aoy G 138 0853 HT L1

i Giradie 3 44213 B29%
AST Incyensed

Ay Grade 113 €538 1% 551

o Girada § R OES T 3.3}
Bilivabin Tecresyad

Ay Grade 49T 38 (18.2)

> Grade 3 1605% 2010}
Al Coresesed Coloinn Tocvsased

Apy Grade S [ iy

w Cirade 3 105y Q
A ;i d Caleines

Ay Goadie 1455 21 (0@

i Cirade 3 E ¢S] {00y
Cholesterol High

Ay Crade ImEY Sy

o Crade 3 1{0.5) @
Creatinine eresved

Ay Grade 1465 23 (1L

o Girade 3 @ [
I C

Any Gepde QLS &3 30,13

i Chrmde 3 105y 1]

Blood chemistry laboratory abnormalities > Grade 3 observed in = 5% of subjects with any disease
type or therapy regimen (N = 1952) in either treatment group, are summarized in the above. The
most commonly observed (> 10% incidence) Grade 3 or 4 chemistry laboratory abnormalities were
phosphate decreased (in IDL+BR only), ALT increased and AST increased. ALT increase and AST
increase was also observed in the cohort ‘subjects with any disease type or therapy regimen’.

There are no new physical findings or other unreported observations related to safety in this
supplemental application.

Assessors comment

Patients with ongoing hepatitis, liver cirrhosis, portal hypertension, or liver injury were excluded from
study GS-US-312-0115 and thus constitute an area of missing information.

The laboratory abnormalities in relation to idelalisib exposure should be further elucidated with respect
to potassium, albumin and phosphate.
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Special populations

Age

In the pivotal Study GS-US-312-0115, an additional analysis of ADRs, defined as AEs assessed by the
investigator as related to treatment with IDL, was performed for subjects who received IDL + BR
treatment in 3 age groups: < 65 (N = 131), 65to < 75 (N = 60), and 75 to < 85 (N = 16) years of
age. The overall incidence of ADRs was similar across the 3 age groups. Categories of ADRs with a
higher incidence in the oldest age group (75 to < 85 years of age) compared with either of the

2 younger age groups were as follows:

All serious ADRs: < 65 years (45 subjects, 34.4%), 65 to < 75 years (20 subjects, 33.3%), 75 to
< 85 years (10 subjects, 62.5%)

Fatal serious ADRs: < 65 years (2 subjects, 1.5%), 65 to < 75 years (1 subject, 1.7%), 75 to < 85
years (1 subject, 6.3%)

AEs leading to drop-outs (study drug withdrawn): < 65 years (19 subjects, 14.5%), 65 to < 75 years
(11 subjects, 18.3%), 75 to < 85 years (4 subjects, 25.0%)

Infections and infestations SOC: < 65 years (28 subjects, 21.4%), 65 to < 75 years (15 subjects,
25.0%), 75 to < 85 years (9 subjects, 56.3%)

Sum of postural hypotension, falls, black outs, syncope, dizziness, ataxia, and fractures: < 65 years (2
subjects, 1.5%), 65 to < 75 years (1 subject, 1.7%), 75 to < 85 years (1 subject, 6.3%)

Comment: The IDL+BR regimen appears poorly tolerated in patients >75 years of age, but the sample

is very small.

There were no apparent gender or race related differences.

Cross-study comparison

Adverse Events = Grade 3 selected by the assessor in Studies GS-US-312-0115,
GS-US-312-0116, and GS-US-312-0119 (Safety Analysis Set)

IDL + BR Pl + BR IDL+ R Pl+ R IDL+ O O Alone

(N=207) | (N=209) | (N=110) | (N=108) | (N=173) (N = 86)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%)
Subjects with Any = Grade 3 | 196 (94.7) 163 (78.0) 81 (73.6) 58 (53.7) 160 (92.5) 48 (55.8)
AE
Pneumonia 29 (14.0) 17 (8.1) 11 (10.0) 10 (9.3) 28 (16.2) 7 (8.1)
Febrile Neutropenia 49 (23.7) 13 (6.2) 5 (4.5) 5(4.6) 21 (12.1) 3 (3.5)
Diarrhoea 25 (12.1) 4 (1.9) 10 (9.1) 0 41 (23.7) 1(1.2)
Alanine Aminotransferase 22 (10.6) 1 (0.5) 4 (3.6) 0 14 (8.1) 0
Increased
Sepsis 12 (5.8) 6 (2.9) 6 (5.5) 3(2.8) 13 (7.5) 1(1.2)
Colitis 3(1.4) 0 5 (4.5) 0 14 (8.1) 0
Infusion Related Reaction 5(2.4) 4 (1.9) 0 4 (3.7) 5(2.9) 1(1.2)
Aspartate Aminotransferase 11 (5.3) 0 1 (0.9) 0 6 (3.5) 0
Increased
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IDL + BR Pl + BR IDL+ R Pl+ R IDL+ O O Alone

(N=207) | (N=209) | (N=110) | (N=108) | (N=173) (N = 86)
Preferred Term n (%) n (%) n (%) n (%) n (%) n (%)
Urinary Tract Infection 5(2.4) 4 (1.9) 1 (0.9) 2(1.9) 6 (3.5) 0
Neutropenic Sepsis 3(1.4) 6 (2.9) 2 (1.8) 0 4 (2.3) 2(2.3)
Pneumonitis 4 (1.9) 0 4 (3.6) 1 (0.9) 8 (4.6) 0
Pneumocystis jirovecii 2 (1.0) 0 4 (3.6) 1 (0.9) 9 (5.2) 0
pneumonia
Septic Shock 5(2.4) 1 (0.5) 0 2(1.9) 5(2.9) 1(1.2)
Transaminases Increased 8 (3.9) 0 3(2.7) 1 (0.9) 2(1.2) 0
Rash 6 (2.9) 0 1 (0.9) 0 5(2.9) 1(1.2)
Respiratory Tract Infection 3(1.4) 5(2.4) 0 1 (0.9) 2(1.2) 2(2.3)
Autoimmune Haemolytic 0 5(2.4) 0 0 1 (0.6) 0
Anaemia
Rash Maculo-Papular 1 (0.5) 0 1 (0.9) 0 4 (2.3) 0

2.3.3.11. Discussion on clinical safety (Rapporteur)

Qualitatively there are no new adverse reactions identified, but quantitatively there is a non-trivial
increase in adverse reactions grade =3 and SAEs compared with BR.

Any SAE is thus increased from 45 to 70%, grade =3 events from 78 to 95%. AEs leading to
IDL/placebo discontinuation were reported in 33% vs. 15%. Data on dose reductions/discontinuations
with respect to BR will be asked for.

Grade =3 infectious events were increased from 26 to 41%. Skin, diarrhoea and hepatic events were
also relevantly increased. The events of pneumocystis or CMV infectious events, however, were low in
both treatment arms. Adherence to prophylactic measures should be discussed.

To increase the understanding, AEs should be reported separately for BR+IDL and BR+PI for the period
of combination therapy and IDL and placebo during the maintenance period.

2.3.3.12. Conclusions on clinical safety

IDL+BR cannot be characterised as a well-tolerated CLL regimen, but the SPC is considered to provide
reasonable guidance.

2.3.3.13. CoRapp Safety Discussion:

The safety evaluation to expand the CLL indication for Zydelig to include its use in combination with
bendamustine and rituximab (BR) is based on the results of the primary analysis of pivotal Study GS-
US-312-0115 and supported by data from other IDL monotherapy or combination therapy studies
(combination with rituximab or ofatumumab). Study GS-US-312-0115 was stopped early as
recommended by the DMC based on efficacy of the formal interim analysis (at 75% of the PFS events).
Demographics and baseline characteristics in study GS-US-312-0115 represent an elderly fit CLL
population. In comparison to the other combination therapy studies (GS-US-312-0116, and GS-US-
312-0119), study GS-US-312-0115 set out specific inclusion criteria for haematopoietic laboratory
parameters (ANC = 1.5 10 9/L, platelets =75 10 9/L and Hb =10 g/dI).
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In study GS-US-312-0115 the type of AEs reported >10% of subjects are in line with what is expected
from the studied population (CLL), the wuse of IDL, bendamustine, and/or rituximab, e.g.
gastrointestinal AEs, myelosuppression, infusion related and infection related AEs. In the IDL + BR arm
23.7% of subjects reported febrile neutropenia (compared to 6.2% in BR alone), even when adjusted
for exposure duration the incidence rate for febrile neutropenia was increased compared to BR alone
(adjusted incidence rate 0.20 (IDL+BR) versus 0.06).

The combination of idelalisib with bendamustine rituximab gives rise to grade 3 AEs (94.7%) and SAEs
(71.0%). This is reflected in high rates of dose interruption and frequently give rise to dose
modifications (dose interruptions, dose reduction or dose discontinuation). Serious AEs were reported
for 71.0% in the IDL + BR group compared to 45% in the placebo + BR group. The preferred terms
with >5% of subjects were febrile neutropenia (IDL + BR 20.8%), pneumonia (IDL + BR 17.4%),
pyrexia (IDL + BR 12.1%).

A slightly higher frequency of on study deaths was observed in the IDL + BR arm compared to BR, 25
of 207 subjects (12.1%) in the IDL + BR group and 22 of 209 subjects (10.5%) in the placebo + BR
group died while receiving treatment or within 30 days of the last dose of treatment. In comparison,
death due to an AE was reported for IDL + R 3.6% and IDL + O 15%. Deaths due to PD were not
reported as AEs or SAEs. Adverse events leading to death reported for > 1 subject were mainly in the
SOC infections and infestations, e.g. pneumonia (5 subjects, 2.4%), sepsis (3 subjects, 1.4%), and
septic shock (2 subjects, 1.0%).

It is noticed that a significant proportion of patients in IDL + BR and BR arm have treatment-emergent
haematological abnormalities, although this could be expected in subjects with CLL, inclusion criteria
were set for adequate neutrophil and platelet counts as well as Hb level. It is known that hematologic
toxicities occur with bendamustine treatment in CLL such as neutropenia, thrombocytopenia, and
anaemia. For subjects with CLL in Studies GS-US-312-0115, GS-US-312-0116, and GS-US-312-0119,
the incidence of treatment-emergent neutropenia laboratory abnormalities of any grade was high and
similar between the IDL + BR and placebo + BR groups, with 89.9% and 90.0% of subjects in the
respective groups having treatment-emergent neutropenia. The incidence of Grade 3 or 4 treatment-
emergent neutropenia in the IDL + BR group was higher than in the placebo + BR group, with 72.9%
and 63.2%. Neutrophil count monitoring is recommended in the SmPC. In the event of severe
neutropenia, treatment should be interrupted and may be restarted at a lower dose upon resolution.
Noticeable, dose interruption due to neutropenia was only reported in 3.9%, whereas discontinuations
or dose reductions were reported <2% of the cases.

The identified risks for idelalisib treatment, including transaminase elevations, severe diarrhoea/colitis,
pneumonitis, neutropenia, and rash, were generally more frequently seen in the idelalisib + BR arm
compared to BR alone. In study GS-US-312-0115, 28 subjects (13.5%) in the IDL + BR group and 4
subjects (1.9%) in the placebo + BR group had = Grade 3 diarrhoea and/or Colitis. It appears that the
majority of = Grade 3 Diarrhoea and/or Colitis could be resolved with a dose reduction or dose
interruption.

Severe infections (= Grade 3) were observed in a large proportion of the patients, e.g. 52.2% IBR and
28.7% BR (study GS-US-312-0115) including 14 death in IDL+BR and 10 death in BR due to
infections. Following the safety signal, the AEI list was expanded to include additional infection terms
(specifically = Grade 3 infection, = Grade 3 febrile neutropenia, any grade CMV infection, and any
grade PJP) and the protocol was amended to included mandated prophylaxis for PJP, CMV surveillance
and increased monitoring. In study GS-US-312-0115, 7 subjects (3.4%) in the IDL + BR group and 2
subjects (1.0%) in the placebo + BR group had pneumonitis (any grade). Even so, 4 subjects (1.9%)
in the IDL + BR group (no subject in placebo + BR) had PIP of any grade. One subject ||| Gz
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had PJP infection while receiving PJP prophylaxis (within 4 weeks of start prophylaxis). In study GS-US
312-0115: 13 subjects (6.3%) in the IDL + BR group and 3 subjects (1.4%) in the placebo + BR group
had CMV of any grade.

The number of subjects with dose discontinuations, dose reductions and interruptions due to AEs was
high with IDL + BR treatment (respective 32.9%, 16,4%, and 58,9%). The main AEs (=5%) leading to
dose modification were pneumonia, ALT increase, febrile neutropenia, and diarrhoea with IDL + BR
treatment. The median time to and duration of the dose interruption has not been provided. A subject
could have had multiple dose modifications. According to the protocol reescalation of the dose is not
needed, even if there is minimal or no toxicity with the reduced dose (at the discretion of the
investigator). As such, dose re-escalation was only performed in 9 subjects (4.3%) with IDL + BR in
study GS-US-312-0115. It is uncertain to what aspect the dose modifications of idelalisib + BR have
influenced the percentage of expected doses taken compared to the actual dosages taken, as this
reflects the tolerability of the treatment. Moreover, it is not known how many AEs leading to dose
modification where due to bendamustine toxicity.

Analysis of safety data by age group (< 65, 65 to < 75, and 75 to < 85), revealed no clear differences
for younger or older subjects in the duration of exposure to IDL+BR, as well as in the rates of AEs,
SAEs, or AEs leading to IDL discontinuation or death. A separate safety analysis for IDL+BR treatment
in 17p patients was not performed.

2.3.3.14. CoRapp conclusion on clinical safety

In general, the safety findings of idelalisib combined with bendamustine rituximab are consistent with
the known safety profile of idelalisib, when combined with rituximab or ofatumumab in previously
treated CLL patients. No new safety issues have been raised. The most frequently reported AEs
assessed by the investigator as related to study drug (IDL + BR) were neutropenia, diarrhoea, and
alanine aminotransferase increased.

The tolerability of IDL+BR gives rise to dose reductions or drug discontinuation due to AEs and high
incidence rates of >grade 3 AEs and SAEs even in a generally more fit (e.g. younger with a shorter
disease duration) study population in Study GS-US-312-0115 than subjects in Studies GS-US-312-
0116 and GS-US-312-0119. Although a head-to-head comparison with IDL + R has not been
performed, it appears that the addition of bendamustine to IDL+R leads to increased toxicity.

2.3.4. PSUR cycle

The PSUR cycle remains unchanged.

2.3.5. Direct Healthcare Professional Communication

Not warranted
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2.3.6. Update of SmPC
Refer to appended SmPC
2.3.7. Risk management plan

RMP version 2.2 is dated 23 January 2017.

Summary Table of Safety Concerns

Tranzaminase elevation

Severs dimrhoss/colifis

Poeumomtis

Heutropenia

Important Identified Rizks Fash

Stevens-Johnson syndrome — Toxie epidermal necvolysis

Senous mschons ineluding opportumshie wfections swch as PIP and CMV

Off-label use (Brst hine CLL therapy in patients without 1 7p deletion/TPI3
mutation, early hine (NHL therapy)

Feproductive toxicity meludmg teratopenicity

Drug-diug mieracton with CYPIA inducers

Importani Potential Bisks Drug-drug mberacthon with CYP3A substrates

Photosensitivity

Sk cancer

Development of drug resistance

Camcinogenicity

Long-term safety

Safety m patients with severe hepatic impanment

Safety i patients wath severe renal mmpatment

Miming Information Safety m patents with chronie active hepatitis

Safety m patients with concomutant mmmnization

Immunological effects and anto-1mmyumity
Safety m children
Safety of breastfesding

Dirug-drug mteraction with oral contraceptive

Comment: For important identified risks; rash and SJS may be replaced with “Severe toxic skin
reactions, including SJS and TEN” and replace transaminase elevations with “severe transaminase
elevations”, similarly neutropenia with “severe neutropenia”.

Please refer to appended SmPC and leaflet.

2.3.8. User consultation

A justification for not performing a user consultation with target patient groups on the package leaflet
has been submitted by the applicant and has been found acceptable by the Rapporteur and Co-
rapporteur.
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Justification submitted by the MAH:

"This change includes only a very minor alteration in wording to reflect the new combination of
idelalisib with bendamustine and rituximab and does not significantly impact the readability of the
package leaflet. In accordance with this assessment, readability testing has not been performed on the
package leaflet submitted in this variation.”

2.3.9. Quick Response (QR) code

N.a.

3. Benefit-Risk Balance

Proposed indication: Zydelig is indicated in combination with bendamustine and rituximab for the
treatment of adult patients with CLL who have received at least one prior therapy.

A single pivotal study has been submitted in support of the claimed indication. Patients with resistant
or refractory CLL who had been exposed to a purine analogue and an anti-CD20 MoAb were enrolled
and the study compared IDL vs. placebo on top of BR followed by IDL or placebo until progression, etc.
Patients with dell17p/TP53 positive disease were enrolled, but BR background is considered acceptable
as the study was initiated in 2012.

Benefits

The aims of treatment of CLL include improved survival and a reduction in disease-related signs and
symptoms such as cytopenias and B-symptoms. ORR and PFS benefits are likely to reflect at least
symptomatic benefit.

Beneficial effects

With respect to ORR and PFS (primary e.p.), study data appear convincing. The ORR rates were 70 vs.
45% and as regards PFS the HR was 0.33 (p<0.0001) with a median difference of about 10 months
(21 vs. 11 months) at event rates of 40 and 70%. Improvements in cytopaenia were also
demonstrated.

Uncertainty in the knowledge about the beneficial effects

Due to the design, maintenance IDL vs. placebo (and the toxicity profile), benefit beyond PFS1 is
essential and OS obviously remains the most convincing outcome measure. The event rate in the OS
analysis, however, was only about 30% and the p-value borderline (0.036, HR 0.66).

In response to the Lol an updated analysis with cut-off 31 March 2017 was submitted. At event rates
of 36 and 41 %, the HR increased to 0.8 at a p-value 0.2.

Survival data were mainly gathered off-study and a “missingness” analysis was requested. Based on
the May 2016 cut-off it was found that 30 patients out of 84 individuals (36%) eligible for long-term
follow up (LTFU) declined participation or left TFU in the idelalisib arm vs. 24/116 (21%) in the control

group.
PFS2 data were also submitted and the results were seemingly favourable, HR 0.57. In the IDL arm,

however, the percentage of deaths was 81% and in the control 64% (q7). Furthermore in 40% and
30% of patients are reported as next-line “unknown” (vs. next-line yes or no)
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Risks

This is an add-on study to an acceptable background therapy in patients likely to tolerate BR. Thus the
risk is confined to adverse reactions.

Unfavourable effects

There is a clinically relevant increase in SAEs and grade >3 events, especially infectious events (please
refer to table below) and the discontinuation rates due to AEs are high (IDL 33%, placebo 15%).

Uncertainty in the knowledge about the unfavourable effects

To improve the understanding there is a need to separate the “induction” phase from the

“maintenance” phase.

Effects Table

Favourable Effects

0S (02 May 2016)

Number (%) of Subjects with
Events

KM Estimate of OS (Months)®

01 (95% CI)

Median (95% CI)

Adjusted HR (95% CI)*

P-value from Stratified Log-

Rank Test

0S (31 March 2017)

Number (%) of Subjects with
Events

KM Estimate of OS (Months)®

Q1 (95% CI)

Median (95% CI)

Adjusted HR (95% CI1)?

P-value from Stratified L og-Rank

Test

PFS (07 October 2015)

Number (%) of Subjects with
Events

Disease Progression

IDL + BR
(N = 207)

53 (25.6) 70 (33.5)
15.7 (13.2,

23.5 (16, NR)
20.3)
NR (NR, NR) 40.6 (31.6,
NR)

0.67 (0.47, 0.96)

IDL + BR
(N = 207)

75 (36.2) 86 (41.1)

21.4 (15.2;
27.5)

NR (40.1, NR)

15.7 (13.2,
20.3)

43.1 (384,
NR)

0.8 (0.59; 1.09)

0.20

IDL + BR
(N = 207)
84 (40.6)

149 (71.3)

130 (62.2)

Uncertainties/
Strength of evidence

Borderline statistically
significant

Immature

Uncertainty about
missingness in follow-up
after end of study

Note shift in HR and loss of
“significance”

Data unstable, i.e. still
immature.

In the idelalisib arm 30/84
patients eligible for long
term follow-up did not
participate in LTFU

In the control corresponding
figures were 24/116

Convincing

References

Study report
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Death
KM Estimate of PES (Months)?

Median (95% CI)

At 24 weeks
At 48 weeks

Adjusted HR (95% CI)®

P-value®

ORR (07 October 2015)
Best Overall Response, n (%)°
Complete Response (CR)
Partial Response (PR)
Progressive Disease (PD)
ORR (CR+CRi+PR)
95% CI°

20.8 (16.6,
26.4)
88.5 (83.0,
92.3)
75.0 (68.0,
80.6)

Uncertainties/
Strength of evidence

19 (9.1)

11.1 (89,
11.1)

82.1 (76.0,
86.7)

50.5 (43.2,
57.5)

0.33 (0.25, 0.44)
6.540 « 1010

IDL + BR
(N = 207)

3(1.4)
142 (68.6)
1 (0.5)
145 (70.0)
63.3, 76.2

Unfavourable Effects (02 May 2016)

Adverse Events = Grade 3
Preferred Term

Pneumonia

Diarrhoea

IDL + BR
(N = 207)
n (%)

29 (14.0)

25 (12.1)

Pl + BR
(N = 209)

Convincing
Note small proportion of CR

93 (44.5)
19 (9.1)

94 (45.0)

38.1,52.0

Pl + BR
(N = 209)
n (%)

. Clinically relevant increase
n severe ADRs.

' High discontinuation rates

17 (8.1)

References
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Uncertainties/ References
Strength of evidence

Pneumonitis

Septic Shock

Benefit-Risk Balance

C.1.6. Extension of indication of Zydelig in combination with Bendamustine and rituximab in
patients with relapsed CLL

In order to outbalance the clinically relevant increase in = Grade 3 infectious events, hepatic events,
colitis and skin toxicity as reflected in the high discontinuation rate in the IDL arm and apparent
increase in deaths, reliable and stable OS data are needed for a proper B/R assessment. Reliability,
however, is questioned due to missing data in long term follow-up and maturity is questioned due to
the shift in OS HR from 0.66 to 0.8.

As the meaning of progression on maintenance differs from progression on placebo, favourable
outcome data beyond PFS1 are needed. Submitted PFS2 data are at this stage non-interpretable (see
above). Time to first and second next-line therapy may provide some reassurance as regards benefit
beyond PFS1.

- Following the assessment of the extension of indication, the benefit/risk was
considered negative.

- Inresponse to the second list of outstanding issues, the application for the extension
of indication for Zydelig (idelalisib) in combination with bendamustine and rituximab
for the treatment of adult patients with relapsed chronic lymphocytic leukemia (CLL)
has been withdrawn by the MAH.

C.1.13. Submission of interim report from study 101-08: a Phase 2 Single Arm Study to
Investigate the Safety and Clinical Activity of idelalisib in Combination with Rituximab in Elderly
Patients with Previously Untreated Chronic Lymphocytic Leukemia or Small Lymphocytic Lymphoma

Monotherapy may seem rather poorly tolerated in elderly treatment naive CLL patients not assumed to
tolerate chemotherapy (22% discontinued due to diarrhea/colitis). This, however, should be put in
context of durable activity, median PFS > 2 years. Infectious events and causality are hard to assess in
the absence of a control group. Monotherapy is clearly very active.

- This submission fulfils PAM 008 adopted during the initial MAA.

Submission of the final report from study GS-US-312-0123: a phase 3 randomized study
evaluating idelalisib in combination with bendamustine and rituximab (IDL+BR) vs. PI+BR in subjects
with previously untreated CLL.

This study was terminated early due to a safety signal (EPAR EMEA/H/A-20/1439/C/003843/0023, July
2016, article 20 procedure). Due to early study termination, the pre-specified efficacy analyses were
not conducted.
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The idelalisib development program experience to date does not support a by-line, overall increased
add-on toxicity. The underlying mechanism for the increased early infectious events and associated
fatalities seen in the idelalisib front-line CLL studies does not appear attributable to a single identified
factor (eg severe neutropenia, decreased CD4+ counts, con-committant bendamustine administration),
but is more likely due to heightened immunomodulatory effects experienced by some patients with a
treatment-naive immune system.

- Following the withdrawal of the extension of indication (C.1.6) and assessment of the
submissions under C.I.13 - the overall B/R of Zydelig remains positive.

4. Recommendations

The following application has been withdrawn by the MAH in response to the second list of outstanding
issues:

Variation withdrawn Type Annexes
affected
C.l6.a C.I.6.a - Change(s) to therapeutic indication(s) - Addition | Type II | I and IIIB

of a new therapeutic indication or modification of an
approved one

C.1.6. Extension of Indication: Extension of the approved chronic lymphocytic leukemia (CLL) indication
for Zydelig to include its use in combination with bendamustine and rituximab based on the results of
the primary analysis of pivotal Study GS-US-312-0115 "a Phase 3, randomized, double-blind,
controlled study evaluating the efficacy and safety of idelalisib (GS-1101) in combination with
bendamustine and rituximab for previously treated chronic lymphocytic leukemia" as a consequence,
sections 4.1, 4.8, and 5.1 of the SmPC are updated. The Package Leaflet is updated in accordance.

In addition, the Marketing authorisation holder (MAH) took the opportunity to update the list of local
representatives in the Package Leaflet. The RMP version 2.2 has also been submitted. After withdrawal
of C.1.6, based on the review of the submitted data, the CHMP considers the following group of
variations acceptable and therefore recommends the variations to the terms of the Marketing
Authorisation, concerning the following changes:

Variations accepted Type Annexes
affected
C.I.13 C.I1.13 - Other variations not specifically covered Type I1 None

elsewhere in this Annex which involve the submission of
studies to the competent authority

C.I.13 C.I1.13 - Other variations not specifically covered Type I1 None
elsewhere in this Annex which involve the submission of
studies to the competent authority

C.I.13: Submission of the final report from study 101-08, a phase 2, single-arm study evaluated
idelalisib monotherapy and in combination with rituximab in elderly subjects with previously untreated
CLL or small lymphocytic lymphoma. Inclusion of this report provides additional safety data to support
the evaluation of the use of idelalisib in patients with CLL. Submission of this report is also made in
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fulfilment of PAM0O0S.

C.I.13: Submission of the final report from study GS-US-312-0123, a phase 3 randomized study
evaluated idelalisib in combination with bendamustine and rituximab in subjects with previously
untreated CLL. Inclusion of this report is supportive of a complete safety evaluation concerning the
use of this combination in patients with CLL.
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Annex 1: 15t Request for supplementary information

Clinical pharmacology aspects

Other concerns

1.

A discussion on potential DDI of Bendamustine with idelalisib and rituximab, supported by a
presentation of the pharmacokinetics from the 2 different arms in study GS-US-312-0115
should be provided by the MAH.

Clinical efficacy aspects

Other concerns

10.

11.

Due to the toxicity of IDL add-on to BR and the maintenance phase comparing IDL with
placebo, as mature as possible survival data within this procedure are considered essential
for the proper assessment of benefit-risk. Fully acknowledging that the event rate over time
is low, nevertheless please submit a survival update.

After end of study, survival data were collected every 6 months. Please provide details as
regards patients not accepting to be included in the survival follow-up and missing data in
relation to the data cut-off.

Part of the pivotal study population previously received BR treatment (14.5% in the IDL +
BR arm, 8.1% in the placebo arm). According to current treatment guidelines, first line
treatment may be repeated if the relapse or progression occurs at least 24-36 months after
chemo-immunotherapy and if the 17p deletion was excluded. Information as regards last
prior regimen prior to enrolment should be provided. If bendamustine was part of the last
prior regimen, please discuss the activity of the study regimens in these patients. This is of
special relevance in case of too early re-treatment (within e.g. 24 months).

The applicant is asked to discuss whether this was the case in patients previously treated
with BR.

Please provide data on time from PD to next-line therapy.

To further substantiate the efficacy of IDL+ BR, the applicant is asked to present PFS2 data,
if available, or time to next subsequent and second subsequent therapy if not, as well as the
type of subsequent other anticancer therapies.

Please resubmit the forest plots including also medians (for the EPAR).
If data on MRD were collected, please report.

The proposed indication is for patients “who have received at least one prior therapy”.
However, most included patients received 2 or more prior treatments, and the applicant is
requested to present the proportion of patients that received only 1 prior therapy.

In section 4.2 of the SmPC it is recommended to reduce the dose to 100 mg twice daily after
a dose interruption. The applicant is asked to explain why a large percentage of patients that
interrupted study treatment was rechallenged at a dose level of 150 mg BID, and to discuss

the frequency of further dose modifications and treatment discontinuations after rechallenge.
The median time to dose interruption, the number of dose interruptions per subject, and the
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12,

13.

14.

15

16.

17.

18.

19.

20.

duration of the dose interruption should be provided. The applicant should discuss whether
the presented efficacy results are still representative for the 150 mg twice daily dose taking
into account the percentage of expected doses to be taken and the number of days (or
infusions) with treatment.

The applicant is asked to present and discuss PFS KM curves for patients with or without 17p
deletion and/or TP53 mutation. The applicant is furthermore asked to discuss the observed
differences in PFS and OS results between the 17p deletion patient group and the 17p
deletion and/or TP53 mutation patient group.

In 12.9% of placebo treated patients (vs. 0% in the IDL + BR treatment group) the reason

for study discontinuation was study wide unblinding. It is not known why this occurred, and
whether the blinding was sufficiently preserved throughout the study. The applicant is asked
to elaborate.

Disposition of patients has been presented several times by the applicant, with slightly
different frequencies. The applicant is asked to clarify which data regarding the patient flow
in study GS-US-312-0115 is correct.

. The applicant stated that 75% of PFS events had occurred at the time of the interim

analysis, which exceeds the planned frequency of 66%. Based on the number of events
presented in Table ‘Primary Endpoint: PFS by IRC Assessment, 07 October 2015 (ITT), the
actual frequency of PFS events seemed to be lower (56%). The applicant is asked to clarify.

The applicant stated that an increase of 10 points in Karnofsky Perfomance Status (KPS) has
been observed for the IDL + BR treated patients. This would be similar to the 10 points
increase observed with IDL + R alone. However, based on the median scores provided in
Table 15 (baseline 90, best change from baseline/highest value 90), an improvement of 0
points is expected, as is the case for the placebo + BR treated patients. The applicant is
asked to clarify.

Efficacy results in study GS-US-312-0115 have been presented for patients <65 and =65
years of age, safety results have been presented for 3 age groups: (< 65 (N = 131), 65 to <
75 (N = 60), and 75 to < 85 (N = 16) years of age). Since the median age of the intended
target population is relatively high, the applicant is asked to present efficacy results for
these 3 age groups as well.

The per protocol analysis set was added to the pivotal study protocol as an amendment in
Dec 2012. However, results of the pre-specified sensitivity analyses with the PP analysis set
for the primary and secondary endpoints were not presented, and the applicant is asked to
submit these data and discuss whether results were comparable to the ITT analysis set.

In the study report of the pivotal study, the applicant stated that a separate biomarker
analysis plan will be prepared to detail pharmacodynamics and biomarker analyses.
Biomarker results, however, could not be found in the dossier and the applicant is requested
to submit information regarding disease-associated biomarkers, and to discuss potential
mechanisms of resistance to IDL, based on published and in house data, e.g. in relation to
PI3K mutation status.

PI3K mutations have been reported in a humber of malignancies (Chaloub Ann Rev Pathol
2009). Please discuss if this is a concern in the treatment with IDL that would justify
assessing PI3K status in patients with resistance to IDL.
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21.

22,

Is there a difference in baseline characteristics in the IDL+BR arm between patients with
events of PFS <6 months, >6 months and <18 months and > 18 months? To contextualise,
similar data may be reported for the PI4+BR arm.

The applicant is asked to present results of the objective health resource utilization
associated with the addition of IDL to BR, as these results could not be found.

Clinical safety aspects

Other concerns

23.

24,

25,

26.

27.

28.

29,

30.

31.

Safety data should be reported separately for the induction phase (IDL/placebo +BR) and
the maintenance phase (IDL vs. placebo). This should include the reporting of =grade 3
events, dose reductions, interruptions and discontinuation for all drugs separately and if
combined (IDL, placebo, bendamustine and rituximab).

Please provide details as regards adherence to PJP and CMV prophylaxis.

Adverse reactions led to the stopping of all first-line studies. Please compare adverse events
of special interest per 2 months period IDL+BR vs. BR in studies 0015 and 0023. Please also
discuss whether there is a “true” increase in add-on toxicity related to line of therapy and if

so if there are underlying mechanisms making this plausible.

In the protocol of study GS-US-312-0115 it was stated (in the section of dose modifications)
that tumour lysis syndrome (TLS) had occurred in 5% of subjects treated with idelalisib in
combination with bendamustine or bendamustine rituximab. In the safety summary and in
the interim CSR of study GS-US-312-0115 no cases of TLS have been reported. The
applicant is requested to clarify.

It has not been reported whether cases of overdose in study GS-US-312-0115 have
occurred. If so, narratives should be provided.

The laboratory abnormalities observed in study GS-US-312-0115 related to IDL + BR
exposure should be further elucidated with respect to potassium, albumin and phosphate.

Neutrophil count monitoring is recommended in the SmPC. In the event of severe
neutropenia, treatment should be interrupted and may be restarted at a lower dose upon
resolution. Noticeable, dose interruption due to neutropenia was only reported in 3.9%,
whereas discontinuations or dose reductions were reported <2% of the cases. As such the
applicant is requested to report what measures where taken to address the severe cases of
neutropenia (e.g. concomitant medication) and to what extent these cases resolved
spontaneously.

Data cut-off for the interim study report of study GS-US-312-0115 was 02 May 2016, as
such a full update of safety from study GS-US-312-0115, including patients in long-term
follow-up, is requested.

Is there a relationship between degree of neutropenia and onset of pneumonia, colitis and
pyrexia?
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RMP
Other concerns
32. Please revise the safety concerns:

For important identified risks; rash and SJS may be replaced with “"Severe toxic skin reactions,
including SJS and TEN” and replace transaminase elevations with “severe transaminase
elevations”, similarly neutropenia with “severe neutropenia”.

Assessment of the responses to the 1°' Request for
Supplementary Information

Clinical pharmacology aspects

Other concerns

Question 1

A discussion on potential DDI of Bendamustine with idelalisib and rituximab, supported by a
presentation of the pharmacokinetics from the 2 different arms in study GS-US-312-0115
should be provided by the MAH.

Summary of MAH answer

The Study GS-US-312-0115 Protocol (Amendment 9) included the following secondary

objective: to characterize the effect of bendamustine and rituximab (BR) on IDL exposure through
evaluations of IDL plasma concentrations over time. No analysis of bendamustine or rituximab was
planned, as no drug-drug interactions (DDIs) were anticipated based on in vitro studies. Bendamustine
is primarily metabolized by cytochrome P450 (CYP) 1A2 via hydrolysis to 2 minor metabolites with low
activity. IDL does not inhibit CYP1A2, thus is not anticipated to affect the metabolism of bendamustine.
Therefore, bendamustine plasma concentrations were not evaluated. Idelalisib is primarily metabolized
by aldehyde oxidase (AO) and CYP3A4. Bendamustine is not a CYP3A4 inhibitor and is not anticipated
to affect the metabolism of IDL through that pathway. However, the possible interaction of
bendamustine with AO is unknown; therefore, the potential effect of bendamustine on IDL
pharmacokinetics (PK) was evaluated in this study. Plasma samples were collected predose and at 1.5
hours postdose on Days 1, 29, 57, 85, 113, 141, and 169. Concentrations of IDL were determined
using a validated high performance liquid-chromatography-tandem mass spectrometry bioanalytical
method. Plasma concentrations were comparable at predose and 1.5 hours postdose between Week 4
and Week 24 (Table 1). In addition, trough concentrations of IDL were comparable to those observed
in other studies (eg, Studies 101-02, GS-US-312-0116, and GS-US-312-0119) and to population PK
modeling estimates following monotherapy with 150 mg IDL twice daily. These results are consistent
with the lack of effect of BR coadminis on IDL PK. Thus it is unlikely that bendamustine interacts with
AO in this context. Rituximab is a protein, and therefore does not use the same mechanisms of
clearance as small molecules, and is not expected to interact with IDL, as was previously established in
clinical Study 101-07.
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Table 1 5-U5-312-0115: Idelalisib Plasma Concentrations Following 150 mg
Idelalisib Twice Daily in Combination with Bendamustine and
Rituximab in Previously Treated Subjects with Chrenic Lyvmphecytic
Leukemia (P Analysis Sef)

Sampling Time
Week 4 Week 12 Week 24
1.5 Howrs L5 Hours 1.5 Hours
IDL {ng/mL) Predose Postdose Predose Fostdose Predose Postdese
N 133 16% 140 15C 103 117
630 20400 330.0 19850 374 21000
Median (Q1, 933 {2210, {1280.0, {1875, (14500, {184.0, (13800,
633.0) 260003 s46.0% 26101 57RO 278000

Sowrce: (F5-18-312-0115 Interum 1 CSE. Table 10-1

Rapporteur

The MAH has provided a discussion on potential DDI of Bendamustine with idelalisib and rituximab. In
short, Rituximab is a protein, and therefore does not use the same mechanisms of clearance as small
molecules, and is not expected to interact with IDL. Bendamustine is metabolized by cytochrome P450
(CYP) 1A2 and IDL does not inhibit CYP1A2, thus is not anticipated to affect the metabolism of
bendamustine. Idelalisib is primarily metabolized by aldehyde oxidase (AO) and CYP3A4.
Bendamustine is not a CYP3A4 inhibitor but Bendamustines effect on aldehyde oxidase is not known.
Therefore, study GS-US-312-0115 secondary objective was to characterize the effect of BR on IDL
exposure through evaluations (presented in table 1 above). Plasma concentrations were comparable at
predose and 1.5 hours postdose between Week 4 and Week 24 and trough concentrations of IDL were
comparable to those observed in other studies.

Overall the discussion provided by the applicant is acceptable and it is unlikely that there is a potential
for relevant DDI of Bendamustine with idelalisib and rituximab.

Issue resolved

3. Clinical efficacy aspects
Other concerns

Question 2

Due to the toxicity of IDL add-on to BR and the maintenance phase comparing IDL with
placebo, as mature as possible survival data within this procedure are considered essential
for the proper assessment of benefit-risk. Fully acknowledging that the event rate over time
is low, nevertheless please submit a survival update. (Rapp + CoRapp)

Summary of MAH answer

Overall survival (OS) data in this report were estimated for the Intent-to-Treat (ITT) Analysis Set
based on a data cutoff date of 31 March 2017 (median follow-up of 31 months) and are presented in
Table 3. and Figure 2. OS data presented in the Study GS-US-312-0115 Interim 1 clinical study report
(CSR) with a data cutoff date of 02 May 2016 (median follow-up of 21 months) are also presented in
Table 3. and Figure 2 for comparison. The ITT Analysis Set included all subjects who were randomized
in the study with treatment group designated according to initial randomization. Data from surviving
subjects were censored at the last time that the subject was known to be alive on study or in
long-term follow-up (LTFU). Initiation of new anti-cancer therapy was allowed during LTFU and more
subjects in the placebo arm received new therapy compared to the IDL arm, which also contributed to
the dilution of the comparison.

Between the data cutoff date for the Interim 1 CSR (02 May 2016), and the data cutoff date for this
report (31 March 2017), 38 deaths were reported: 22 deaths in the idelalisib plus bendamustine and
rituximab (IDL + BR) group and 16 deaths in the placebo plus bendamustine and rituximab
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(placebo + BR) group. By that date, 161 subjects had died: 75 subjects (36.2%) in the IDL + BR group
and 86 subjects (41.1%) in the placebo + BR group. The adjusted hazard ratio (HR) (95% confidence
interval [CI]) for OS was 0.8 (0.59, 1.09). The median OS of the IDL + BR group remained not
reached, while the median OS of the placebo + BR group changed from 40.6 months to 43.1 months.

Table 2 G5-US-312-0115: Overall Survival (ITT Analysis Set)
IDL +BR Pl +BR
(N=207) (N =109
3 Mareh 2017 Data Cutoff Date
Number (%) of Subjects with Events 75 (362 86 (41.1)
Death 75 (36.2) 36 (41.1)
Number (%) of Subjects Cemsored 132(63.8) 113(38.9)
Discontinued Study 90 (43.5) 116 (33.5)
Ongoing in Study 42 (20.3) 733

EM Estimate of 08 (Months )

Q1 (85%CL 214152,27.5) 15.7(132,203)

hfedian (9352 CI) WE 40 WNER) 431 (384, WR)

23 (93%Ch NE (R, NE WE (WR, WE)
Adpusted HE (95% CTP 0.3(0.539,1.09)

Povalue from Stuatified Log-Bank Test

Povalue from Unstratified Log-Bank Test

02 May 2016 Data Cutoff Date

Number (%) of Subjects with Events

70 {33.5)

Dieath 33 (25.6) M {33.5)
Wumber (%) of Subjects Cenzored 154 (74 4y 130 {665
Discontinued Study B4 (40.6) 116355y
Ongoing m Study T (33.8) 2311

Eld Estimate of 08 (Mdonthe®

Q1 (23%CD 23.3 (16, NB) 15.7(132,203)

Median (95%CD) MR (NR, NE) 40.6 (31.6, NE)

03 (93%CD NE (NR, NE) NE (40.6, NE)
Adjusted HE. (85% CT* 0.67 (0.47,0.96)

P-value from Stratified Log-Rank Test

3.637 % 102

Povalue from Unstratified Log-Fank Test

3874w 100

I = confidencs intervel; HE = hazard ratio; IDL +EBR = jdelalisib plus hepdamnstineand ritwimalb; K = Kaplan-hdsiar;
HE = notreached, U8 = overmllswrvival; Bl + BE = placebo plas bapdemupstize and ritecimsh, 1 = frst quantile, 03 = thisd quartls

&  OS{months}={date of death — dats ofrandomization+ 1}/ 30,4373,
b Hazard ratios and 93% Cls werscalenlatsd using the Cox proportional hazaeds modsl, adjusted for rando roization

stratification factors {1 7p delation’TP33 rautaticn, IGHV mutation status, and dissasestatus)
Soures: CHBMP Table 2.1 and G8-UB-312-011 5 Interim | CBR. Table 9-5
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Figure 2 GS-US-312-0115: Kaplan-Meier Plots of Overall Survival Based on Database

Cutoff Date: 31 March 2017 (ITT Analysis Set)
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Rapporteur (SE)

At event rates of 36 and 41% and a change in the OS HR from 0.67 (95% CI 0.47; 0.96) in the prior
OS analyses to 0.8 (95% CI 0.59; 1.09) data appear unstable and are moving in a non-favorable
direction. This constitutes a major concern from a benefit/risk perspective.

Not resolved

Co-Rapporteur (NL)

It is agreed with the Rapporteur that the unfavourable change in point estimates of HR with the
updated OS analysis is of concern and should be discussed by the applicant. Despite the change from
significant to a non-significant difference in OS between the treatment arms, the change in the KM
curves is considered subtle, and seems mostly related to the right part of the curves, in which only few
patients were at risk for an OS event.

To investigate the impact further, it is suggested that the discussion should at least include the
following: 1) the period of clear benefit i.e more than 5% difference in the Kaplan-Meier curves
extends from 16-31 months in the 02MAY2016 analysis to 16-36 months in the 31MAR2017 analysis,
but after that survival curves are similar between 37-43 month. In that period, however, only 10-15%
of patients are at risk, so no conclusions about similarity (loss of efficacy of IDL+BR) in that period can
be drawn. The Applicant is asked to investigate whether the shift in point estimates of the HR from
0.67 to 0.8 could be caused by this 37-43 months period. 2) As noted in the response to RSI#14,
Gilead stopped the study early due to efficacy and treatment assignments were unblinded study-wide
on 16 November 2015. The Applicant is asked to report whether cross-over of patients in the placebo
arm crossed over to the experimental arm and if so, discuss its impact. 3) The impact of informative
censoring on OS is requested to be investigated by additional analyses, not only the possible
informative censoring within 26 (IDL+BR) vs 19 (placebo + BR) patients that did not enter the long
term follow-up but also for the 4 (IDL+BR) vs 6 (placebo+BR) subjects, that discontinued during the
long-term follow-up (see also RSI#3 Rapp). 4) The applicant should indicate when final OS data could
be expected as the estimated study completion data was Dec 2017, and present the data as soon as
possible.

The by the Rapporteur raised uncertainty due to informative censoring (not entering LTFU or lost from
LTFU) is acknowledged and should be investigated. Although this possibly informative censoring is
substantial with 36 vs 21% of the discontinued patients in the experimental and the control arm
(30/84 IDL+BR and 25/116 placebo+BR), it represents “only” 12% and 11%, respectively from the
total study population (25/207 and 22/209).

In conclusion, we support the Rapporteurs request for additional discussion regarding unfavourable
updated OS data in a major objection, and we propose that the discussion should include at least the 4
topics highlighted above.

Issue not resolved

Question 3

After end of study, survival data were collected every 6 months. Please provide details as regards
patients not accepting to be included in the survival follow-up and missing data in relation to the data
cut-off.

Summary of response
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Overall Survival and Long-Term Follow-Up Status Based on Data Through 02 May 2016 (ITT

Analysis Set)

IDL + BR Pl + BR
(N = 207) (N = 209)
Number (%) of Subjects with Events 53 (25.6) 70 (33.5)
Death during LTFU 20 (9.7) 38 (18.2)
Death on Study 33 (15.9) 32 (15.3)
Number (%) of Subjects Censored 154 (74.4) 139 (66.5)
Ongoing in Study 70 (33.8) 23 (11.0)
Discontinued Study 84 (40.6) 116 (55.5)
Discontinued Study, No LTFU 26 (12.6) 19 (9.1)
Discontinued Study, Entered LTFU 58 (28.0) 97 (46.4)
Ongoing in LTFU 54 (26.1) 91 (43.5)
Discontinued during LTFU 4 (1.9) 6 (2.9)

KM Estimate of OS (Months)?®

Q1 (95% CI)

23.5 (16.0, NR)

15.7 (13.2, 20.3)

Median (95% CI)

NR (NR, NR)

40.6 (31.6, NR)

Q3 (95% CI)

NR (NR, NR)

NR (40.6, NR)

Adjusted HR (95% CI)®

0.67 (0.47, 0.96)

P-value from Stratified Log-Rank Test

3.637 x 1072

P-value from Unstratified Log-Rank
Test

5.874 x 1072

LTFU = long-term follow-up

Reasons for Study Discontinuation, Subjects Who Did Not Enter Long-Term Follow-Up (ITT

Analysis Set)

IDL + BR Pl + BR Total
(N = 26) (N =19) (N = 45)
Subject Disposition n (%) n (%) n (%)
Reason for Study Discontinuation
Adverse Event 5(19.2) 3 (15.8) 8(17.8)
Physician Decision 0 4 (21.1) 4 (8.9)
Withdrawal by Subject 10 (38.4) 7 (36.8) 17 (37.8)
Progressive Disease 6(23.1) 5 (26.3) 11 (24.4)
Noncompliance with Study Drug 2(7.7) 0 2(4.4)
Other 1(3.8) 0 1(2.2)
Other Anticancer/Experimental Therapy 1(3.8) 0 1(2.2)
Lost to Follow-Up 1(3.8) 0 1(2.2)

Rapporteur
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In the idelalisib arm, 26 patients who discontinued the study did not participate in long term follow up
(LTU) and an additional 4 individuals left LTU meaning that altogether 30/84 or 36% of patients
eligible for LTU are not available for OS follow-up.

Corresponding figures for the control arm were 19 + 5, i.e. 24/116, 21%.

Of note these figures are not meant for comparison between study arms only to highlight that
missingness is an issue. Data notably refer to the May 2016 cut-off.

Missingness is by default not a random phenomenon and may be related to prognosis.

Not resolved

Question 4

Part of the pivotal study population previously received BR treatment (14.5% in the IDL + BR arm,
8.1% in the placebo arm). According to current treatment guidelines, first line treatment may be
repeated if the relapse or progression occurs at least 24-36 months after chemo-immunotherapy and if
the 17p deletion was excluded. Information as regards last prior regimen prior to enrolment should be
provided. If bendamustine was part of the last prior regimen, please discuss the activity of the study
regimens in these patients. This is of special relevance in case of too early re-treatment (within e.g.

24 months).

Summary of response

When Study GS-US-312-0115 was initiated, the treatment guidelines from September 2011 were not
as specific as the current guidelines quoted in the question. In the Study GS-US-312-0115 Interim 1
CSR, 37 subjects (17.9%) in the IDL + BR group reported bendamustine as part of the most common
prior regimen, compared with 22 subjects (10.5%) in the placebo + BR group.

Bendamustine was reported to be the last regimen prior to study entry for 25 subjects (12.1%) in the
IDL + BR group and 13 subjects (6.2%) in the placebo + BR group.

Comparison of Confirmed BOR for Subjects Without 17p Deletion who Received
Bendamustine in Last Regimen Prior to Treatment with IDL + BR or Placebo + BR (ITT
Analysis Set)

Subject Study GS-US-312-0115

Treatment Number of

Group Subjects PR SD PD NE
IDL + BR 20 15 (75.0%) 4 (20.0%) 0 1 (5.0%)
Placebo + BR 11 4 (36.4%) 5 (45.5%) 2 (18.1%) 0

Most of the subjects in Study GS-US-312-0115 received 2 or more prior therapy regimens before study
entry. Only 2 subjects met the criteria of relapse or progression occurring 24 to 36 months after initial
chemoimmunotherapy when the 17p deletion was excluded. No subjects without a 17p deletion had
disease progression < 24 months after initial chemoimmunotherapy. Both subjects achieved BOR of PR
to treatment with IDL + BR, but the sample size was too small to draw any meaningful conclusions.

Rapporteur:

Use of BR as last prior regimen was more common in the experimental arm, i.e. the experimental arm
was not favoured by the use of BR in the last prior regimen. It is also acknowledged that treatment
guidelines have changed since the study was initiated, i.e. are stricter in relation to re-treatment.

Resolved.
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Question 5
The applicant is asked to discuss whether this was the case in patients previously treated
with BR. (CoRapp)

Summary of MAH answer

Data for the subset of subjects referred to in this question, those who had BR as part of any prior
regimen before entry into Study GS-US-312-0115 but had no 17p deletion, are shown in Table 9 for in
the IDL + BR group, and Table 10 for the placebo + BR group. There were 24 subjects (11.6%) in the
IDL + BR group and 13 subjects (6.2%) in the placebo + BR group with no 17p deletion who had
received BR as part of any regimen prior to entry into Study GS-US-312-0115 (Table 11). Thus, the
IDL + BR group had more subjects who had already failed to respond to BR than the placebo + BR
group. Nineteen subjects (79.2%) had a BOR of PR to treatment with IDL + BR, compared with only

6 subjects (46.2%) achieving BOR of PR in the placebo + BR group, even though the IDL + BR group
had more subjects that did not previously respond to BR alone.
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Table 9. 5-US-312-0115: Subset of Subjects Without 17p Deletion Treated with Bendamustine + Rituximab as
Part of Any Regimen Prior to Study Entry and Treated with IDL + BR on Study (ITT Analysis Ser)
Study GE-US-311-0115
Regimen | Regimen Regimen Start/ PD Diate PFS (3] Confirmed
Subject Kumber Type End Diate {Prior Regimen) Months) Months} BOR
i ER 15 Feb 2000/ 22 Tune 2010 hdarch 2012 250 (Cenzar} | 25.0 (Censor) FR
1 EBE 18 Aprd 2011 /07 Sept 2011 27 May 2013 13.8 {(Event) 16,0 (Event) PR
2 BR 09 Jan 2002 7 16 July 2012 30 Apnd 2013 6.0 (Event) 24 4 (Events 5D
3 ER 18 July 2011 /13 Dot 2011 i1 Apnl 2013 8.5 (Censory | 29.0 (Censen PR
2 BR G1 Jan 2001 70T July 2011 28 June 2013 231 (Censory | 23.8 (Censer) PR
2 ER 23 Feb 2010 7 04 August 2010 30 Mow 2012 11.3 (Eventy 18.4 (Censer) PR
3 EBE 16 Ciotober 2001 7 13 March 2012 Dot 2012 3.5 (Cenzor} 18.1 (Cenzor) PR
3 ER 12 et 2009 7 09 Sept 2010 28 Jan 2013 3.8 (Event) 13.1 (Event) FR
2 EBE 01 Jan 20035 /01 Jan 2003 2006 303 (Event) 30.3 (Censzoe) PR
3 ER 01 Jan 2012 7 21 June 2012 23 Nov 2013 195 (Eventy | 20.8 (Censer) PR
& ER Of August 2008 701 August 2011 Augnst 2011 3.7 (Censor) 8.4 (Censor) D
4 BE 12 hlarch 2002 707 August 2012 28 August 2013 182 (Cenzor) 19.4 {Cemsory PR
3 ER 07 Dee 2011 7 20 hiarch 2012 Det 2012 197 (Censor) 197 (Censor) PR
1 EBE 01 June 2011 /22 Dee 2311 31 Dec 2002 233 (Censory | 233 (Cenzer) PR
3 ER &7 Jume 20127 13 Bept 2012 May 2014 13.8 (Censor) 13.8 (Censor) PR
i EE 01 Jan 2018 /01 Jan 2001 10 Aped 2013 21.8 (Event) 27.3 (Cenzor) PR
3 ER 08 Mar 2013 705 August 2013 hday 2014 4.2 (Event) 102 (Censnt) ED
2 BR 02 August 2011 729 Feb 2002 28 Wow 2013 0.0 (Censor) @ 4 (Event) NE
3 ER 25 Feb 20007 17 May 2010 2013 17 4 (Cenzor} 18.5 (Censn) PR
3 BR 25 Aprd 2011 /26 Sept 2011 11 June 2013 13.9 (Censor) 19.9 (Censer) PR
2 EBR 18 Juns 2012 /08 Mov 2012 23 Fab 2014 13.8 (Censet) | 139 (Censor) PR
3 ER G1 Jan 2003 725 Apeil 2013 24 Feb 2014 4.6 (Cenzor) 10.8 (Censor) 5D
3 EBR 18 Fuly 2013 7 19 July 2013 - 16.5 (Censor) 17.2 (Censor} PR
5 ER 19 Dac 20102 /25 April 2013 25 Dot 203 13.8 (Event) 18.6 (Censor} PE

Bource: CHMP Listingd 2

Table 10.

Part of Any Regimen Prior to Study Entry and Treated with Placebe + BR On Study (ITT Analysis Set)

Study GS-US-312-0115

Regimen | Regimen Regimen Start/ PD Date PFS 08 Confirmed

Number Tyvpe End Date {Prior Regimen} Momnths) Mdonths) BOR
4 ER 20 Bepr 3011 7 11 Wowv 2011 18 Feb 2014 8.3 (Event) 18 2 fCenzor) PE.
2 ER 19 June 2002 7 06 Mov 2012 14 Feb 2014 1146 (Event} 14.3 {Censor) D
3 ER 03 Apeil 2000/ 30 Bept 2010 27 Der 2011 11.2 (Event) 14.8 (Censor) PE
4 ER 26 May 2016/ 17 Bept 2010 1 Mow 2002 14.3 (Event) 32.3 (Censor) FE.
3 BR 10 Fuly 2009 7 15 Dec 2009 August 2002 2.8 {Censor} 25.2 (Censory 2
4 ER 21 Wiay 2002 /08 Qe 2012 22 Julv 2013 2.7 (Evant) 3.6 (Eventy PR
4 EBR 18 Feb 2011 /10 July 2041 ) Aprl 2012 2.5 {Cenzor) 13.8 {Censar) 5D
2 ER 01 Jam 2001 /01 Jam 2011 Feb 2012 3.0 {Censor) 12.6 (Bvent) D
4 ER 1 Dae 2011 /20 Aped 2002 18 Feb 2013 6.2 (Event) 1.1 {Event} PR
1 ER G4 Fan 2011 700 June 2011 et 2012 148 {(Event) 17.2 (Event} PR
4 ER 18 Bepr 2013 7 28 Wow 2013 16 April 2014 8.3 (Event) 16.8 {Cenzor) 5D
3 ER 02 Jume 2010/ 28 July 2010 29 March 2011 3.7 (Event) 3.7 (Event} D
hi BR 17 Jan 2012 ¢ 29 hiay 2012 - 166 (Censory | 166 (Censor) FR

Boures: CHNP Listing4 2
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Table 11. 5-U5-312-0115: Comparison of Confirmed BOR for Subjects Without 17p Deletion Treated with
Bendamusine + Rituximah as Part of Any Regimen Prior to Study Entry (ITT Analysis Set)

Stedy G5-US-312-0118
EBuhject Treatment Group Namber of Suhjects FR S0 PD KE

IDL+EBR 24 19 {78.2%}) 4 {16.7%%) & L{4.1%)
Placsbo +ER 13 & {46 195} 8 {46 2% Ldd 1) 2

Source: CHMP Listing 4.2

Co-Rapporteur

This question 5 should be seen in conjunction with OC 4. Only 2 patients met the criteria of relapse or
progression occurring 24 to 36 months after initial chemoimmunotherapy when the 17p deletion was
excluded. No patients without a 17p deletion had disease progression <24 months after initial
chemoimmunotherapy. However, as stated before, it is acknowledged that treatment guidelines have
changed since the study was initiated, i.e. are stricter in relation to re-treatment. Moreover, it is
reassuring that in the patients that previously received BR treatment, 19 patients (79.2%) had a BOR
of PR to treatment with IDL + BR, compared with only 6 patients (46.2%) achieving BOR of PR in the
placebo + BR group, even though the IDL + BR group had more subjects that did not previously
respond to BR alone.

Issue resolved.

Question 6.
Please provide data on time from PD to next-line therapy.
Summary of response

Seventy subjects in the IDL + BR group and 146 subjects in the placebo + BR group had Independent
Review Committee (IRC)-confirmed PD. Twenty-nine (41.4%) of the subjects in the IDL + BR group
and 89 (61.0%) of the subjects in the placebo + BR group received next-line therapy. The distribution
of time (days) from PD to next-line therapy is skewed to the right in the placebo + BR group, while the
IDL + BR group shows widely scattered distribution (Figure 2). The median (Q1, Q3) time from PD to
next-line therapy was 81 (36, 218) days for subjects in the IDL + BR group and 109 (45, 204) days for
subjects in the placebo + BR group.

Summary of Time (Days) from Progressive Disease to Next-Line Therapy (ITT Analysis Set)

IDL + BR Placebo + BR
(N = 207) (N = 209)
Subjects with PD, n (%) 70 (33.8) 146 (69.9)
Treated with Next-line Therapy, n (%)?
Yes 29 (41.4) 89 (61.0)
No 13 (18.6) 13 (8.9)
Unknown 28 (40.0) 44 (30.1)
Time (Days) from PD to Next-line Therapy
N 28 89
Mean (StD) 147.2 (144.14) 141.4 (119.04)
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Median 80.5 109.0

Q1, Q3 36, 218 45, 204

Minimum, Maximum 11, 443 1, 557

StD = standard deviation
a Percentage was based on the number of subjects with PD

Rapporteur
Immature data in combination with missingness make further analyses meaningless.

Will not be further pursued.

Question 7
To further substantiate the efficacy of IDL+ BR, the applicant is asked to present PFS2 data,
if available, or time to next subsequent and second subsequent therapy if not, as well as the

type of subsequent other anticancer therapies. as~well-as-the-type-ofsubsequent-other
anticancer-therapies. (CoRapp)

Summary of MAH answer

Progression-free survival on second-line therapy (PFS2) is defined as the time from randomization to
the date of disease progression on next-line treatment or death from any cause. Because the date of
objective disease progression on the next-line therapy was not collected in the study, the starting date
of the second next-line therapy is used as a proxy. Table 4 summarizes PFS2 based on data through
02 May 2016 and the KM plot is presented in Figure 3.

Fifty-eight subjects (28.0%) in the IDL + BR group and 90 subjects (43.1%) in the placebo + BR
group reported a PFS2 event. The median (95% CI) time to PFS2 was not reached (33.7 months, NR)
for subjects in the IDL + BR group and was 26.6 (22.8, 38.5) months for subjects in the placebo + BR
group. The unadjusted HR (95% CI) was 0.57 (0.41, 0.79) and the p-value based on an unstratified
log-rank test was 6.648 x 1074,
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Table 4
Analysis Set)

GS-US-312-0115: Progression-Free Survival on Second-Line Therapy (ITT

IDL + BR Pl + BR
(N = 207) (N = 209)

Number (%) of Subjects with Events 58 (28.0) 90 (43.1)
PD 11 (19.0) 32 (35.6)
Death 47 (81.0) 58 (64.4)
Number (%) of Subjects Censored 149 (72.0) 119 (56.9)

KM Estimate of PFS2 (Months)?

Q1 (95% CI)

18.4 (15.2, 28.9)

14.1 (11.8, 16.9)

Median (95% CI)

NR (33.7, NR)

26.6 (22.8, 38.5)

Q3 (95% CI)

NR (NR, NR)

38.5 (38.5, 40.6)

Unadjusted HR (95% CI)®

0.57 (0.41, 0.79)

P-value Unstratified Log-Rank Test

6.648 x 107

PFS2 = progression-free survival on second-line therapy

a PFS2 (months) = (start date of second subsequent post anti-cancer therapy, date of death] — date of

randomization + 1) / 30.4375.

b HRs and 95% CIs were calculated using the Cox proportional hazards model without any

adjustments.
Source: CHMP Table 7

Figure 3 GS-US-312-0115: Kaplan-Meier Curve of Progression-Free Survival on Second-
Line Therapy (ITT Analysis Set)
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Co-Rapporteur

Additional reassurance regarding the overall benefit of IDL+BR could be obtained from the KM curve of
PFS on second line therapy time to subsequent anti-cancer treatment analysis, showing a favourable
HR of 0.57 for IDL+BR treatment vs BR alone. However, reliability of the data is questioned due to the
high proportion of missing data as also discussed in response to efficacy RSI#3. PFS2 data as reported
appear non-reliable due to the very high event rates in terms of deaths (81% vs. 64%). Furthermore
next-line therapy is reported as unknown in 30 to 40% of patients (vs. yes or no).

Issue partly resolved, remaining questions: Time to first and second next-line therapy should be
reported based on the most recent study update. In the time to next-line analyses, deaths and
missingness/lost to follow-up/unknown should be detailed (both part of MO). A sensitivity analysis for
informative censoring should be performed, as reasons for censoring are not provided (72% in the
IDL=BR arm versus 56.9%in the placebo + BR arm). Furthermore, the type of subsequent therapies is
not provided and should be presented (both in one OC).

8. Please resubmit the forest plots including also medians (for the EPAR).
Applicant’s Response

The requested forest plot for progression-free survival (PFS) based on a data cutoff date of
07 October 2015 is presented in Figure 4. The forest plot for OS based on a data cutoff date of
02 May 2016 is presented in Figure 4.

Forest Plot of Hazard Ratios for Progression-Free Survival by Subgroup, Data Cutoff of 07
October 2015 (ITT Analysis Set)

HR (95% Cl)

m 0.33(0:25.0.44) 841207
| Vs [oliBE 2838 | 32040 58
B 0904 55/169 246 17/180 it

Disease Status
042(0.26,067) 3270 195 47/68

0341024 048) 521137 08 1021441 110
lgHY Mutated
0.3010.13.089) 0134 %4 20%
| N0 ROt 75173 195 1271173
el17 53
047(031.072 4189 13 51785
DO7I018.030) i3 4B 98141
| Male RO 641160 208 W56
045(0.28.078) 2047 164 38053
Age
034 (024049 571131 195 79110
0.38(0.24 059 7176 246 70099
Race
038(6.29.051) 791187 195 1341190
T 022(008;083) . 520 NR 15019

Source: Data on file

Figure 4. Forest Plot of Hazard Ratios for Overall Survival by Subgroup, Data Cutoff of
02 May 2016 (ITT Analysis Set)
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0S HR (95% ClI)

Overall 067 (047:0.96) 53207 NR

079(042 148 18138 235

L o743 104y 35/189 NR 48/169
077043 137 2470 NR 25/89
0.67{043.1.08) rlicrs NR 45/140
046 (017123 Bi34 NR 12036
| No  [Elulas b 0173 NR 58/173

Either 070043 115y 29/69 NR 34/68
Neither 087040 110 241138 NR 36141
Gender

| Male [BelEES o) 40/160 NR 50/156

Female 0.711(0:35, 143) 13147 NR 20753

0.68.(0.42 110 Sl NR 3510
D.80(047 1.36) 23076 NR 35/99

079054, 194 50/187 NR 61190
e 025(0.07.003 3120 919

Source: Data on file

Rapporteur:

Requested data have been submitted, but preferably the latest survival cut-off should have been
submitted

Not resolved

9. If data on MRD were collected, please report.
Applicant’s Response

Data on minimal residual disease (MRD) were not collected in this study.

Rapporteur:
There are no MRD data.

Resolved

Question 10

The proposed indication is for patients “"who have received at least one prior therapy”.
However, most included patients received 2 or more prior treatments, and the applicant is
requested to present the proportion of patients that received only 1 prior therapy. (CoRapp)

Summary of MAH answer

Overall, 121 subjects (29.1%) received only 1 prior therapy regimen: 59 subjects (28.5%) in the

IDL + BR group, and 62 subjects (29.7%) in the placebo + BR group. The number of prior regimens is
presented in Table 5.
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Table 5 GS-US-312-0115: Number of Prior Regimens (ITT Analysis Set)

IDL + BR Pl + BR Total
(N = 207) (N = 209) (N = 416)
Number of Prior Regimens (n%)
1 59 (28.5) 62 (29.7) 121 (29.1)
2 53 (25.6) 57 (27.3) 110 (26.4)
3 42 (20.3) 37 (17.7) 79 (19.0)
>4 53 (25.6) 53 (25.4) 106 (25.5)

Source: CHMP Table 10

Rapporteur

The proportion of patients that received 1 prior therapy is provided as requested (n=121, 29.1%), and
considered sufficient to consider the study population representative for the target population with the
requested indication “patients who received at least one prior therapy”.

Resolved

Question 11

In section 4.2 of the SmPC it is recommended to reduce the dose to 100 mg twice daily after
a dose interruption. The applicant is asked to explain why a large percentage of patients
that interrupted study treatment was rechallenged at a dose level of 150 mg BID, and to
discuss the frequency of further dose modifications and treatment discontinuations after
rechallenge. The median time to dose interruption, the number of dose interruptions per
subject, and the duration of the dose interruption should be provided. The applicant should
discuss whether the presented efficacy results are still representative for the 150 mg twice
daily dose taking into account the percentage of expected doses to be taken and the nhumber
of days (or infusions) with treatment. (CoRapp)

Summary of MAH answer

The management of dose interruptions and rechallenges evolved as experience with idelalisib increased
during clinical trials. In general, after a subject experienced an adverse event (AE) suspected to be
related to IDL (based on investigator assessment), study drug could be withheld. Thereafter,
depending on the AE and severity grade, study drug could be reinstituted at either the same dose level
or at the reduced 100 mg twice daily dose (if the subject was previously treated at the 150 mg twice
daily dose) at the investigator’s discretion, using the protocol guidelines. For example, if a subject
experienced Grade 3 or 4 fatigue, IDL was interrupted and resumed at the same level, whereas, if
Grade 3 increased alanine aminotransferase (ALT)/aspartate aminotransferase (AST) was observed,
IDL was withheld until abnormalities were < Grade 1. Thereafter, if the subject had increased bilirubin
< Grade 3, IDL was resumed at the same level whereas if bilirubin was > Grade 3, IDL was resumed at
a lower level. A summary of dose modifications is presented in Table 15.

Among subjects in the IDL + BR group, 119 subjects (57.5%) had an IDL dose modification. Most of
these subjects (101 subjects, 84.9%) had dose modifications due to AEs. The most frequently reported
AEs leading to IDL interruption in the IDL + BR group were diarrhea, increased ALT, and febrile
neutropenia.
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Among subjects in the placebo + BR group, 55 subjects (26.3%) had a placebo dose modification.
Most of these subjects (46 subjects, 83.5%) had dose modifications due to AEs. The most frequently
reported AEs leading to placebo interruption in the placebo + BR group were neutropenia, febrile
neutropenia, granulocytopenia, and diarrhea.

In the majority of cases, investigators chose to rechallenge subjects at the same dose level after IDL
dose interruption. This included subjects with dose interruptions unrelated to AEs. Two subjects (1.5%)
had dose reductions without interruption (the dose for 1 subject was later re-escalated). Eighty-seven
subjects (73.1%) with dose interruptions were rechallenged at 150 mg twice daily and 30 subjects
(25.2%) were rechallenged at a lower dose. If the subject tolerated the lower dose of IDL for

= 4 weeks, the dose could be re-escalated to 150 mg twice daily, at the discretion of the investigator,
particularly if further evaluation revealed that the AE leading to interruption was not study-drug
related. Of the 30 subjects rechallenged at the lower dose (IDL 100 mg twice daily), 11 subjects
(36.7%) met this criterion and were re-escalated to IDL 150 mg twice daily.

Most of the 117 subjects with dose interruptions in the IDL + BR group had either 1 interruption
(58 subjects, 49.6%) or 2 interruptions (36 subjects, 30.8%). The median time to first IDL dose
interruption was 2.1 months. The median duration of IDL interruptions (all interruption periods
combined) was 1.1 months compared with the median duration of exposure to IDL of 18.2 months.
Given the relatively short median duration of dose interruptions and the large proportion of subjects
with interruptions who were rechallenged at IDL 150 mg twice daily or re-escalated to IDL 150 mg
twice daily, the efficacy results are representative of the 150-mg twice daily dose.
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Table 15 G5-US-312-0115: Summary of Dose Modification

{Safety Analysis Set)

- of Idelalizsib/Placebo

IDL +BR PI+BR
=207} N =109
Subjects with Diose Modifications, n (%) 190375 33 26.3)
Modifecation dus to AE 01488 46 {22.09
Muodification due to Other I RLUN) 201
Muodification dus to AE and Other 1780 T(3.3
Subjects with Diose Reductions without Interruption 201 1405
Subjects with DoseBe-escalations 1(0.3) 0
Subjects with Doze Interniptions® 117 (36.5) A4 25.8)
Mean (51D 1.8 (1.0 L4108
Median 20 1.0
01,03 10,20 1o 1o
Min, Max 10,70 1.0, 40
Wumber of Dose Interruptions, n (93)
& 20 (43.5) 13307420
i 38 (28.00 41 (19.8)
2 36 (174} 2.5
=3 23111y 1{3.3)
Tume to Fiest Doze Interruption (menths)
Bdean (310 42345 42363
bdedian 21 24
Q1,03 11,43 10,60
Mimn, hMax 01,283 00,131
Dhuration of Doz Interruptions {months)®
N 117 34
Bdean (3100 L3162y 090112
hdedian i1 0.3
QL a3 03,17 03,10
Mim, Mam 01,124 01,37
Subjects with Dose Rechallenmed® 1170345 3M(23.8)
Subjects Bechallenged st 130 mg 7 42.00 40(19.13
Subjects Bechallenged at 100 mg 30{14.5% 147
Subjects With Dose Re-ssedlation 1133 4018
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IDL+BE PI+BR
N=207) (N=209)
Dluration of Exposurs to IDLPlacebo (months ¥
) iy 208
hdean (3101 16110235 1140640
hdedian 182 11.1
Q1,03 38,240 38, 1446
him, Max 0,434 03,283

AE = adverse svent

Includes subjacts with at least | dose interraption.

Duration of doseintermaption includsd all intemuptions, not just the first intermuption.

Firstrechsllenped doss afterthe ficst intemuption was considered forthis anslvsis.

Druration of exposurs{months) = (min [last IDL /Pldosing date as captured on study drug completion slectronic case report
form {aCEF) pags. dats cutoff date] — first IDL/Fl dosine date + 17}/ 30,4375,

Soures: CHMP Table 1] and GE-US-312-01 15 Intesim | CSR Section 131 Tables 3 12 1and 5122

Bt @

Co-Rapporteur

It is acknowledged that the management of dose interruptions and rechallenges evolved as experience
with idelalisib increased during clinical trials.

Eighty-seven patients (73.1%) with dose interruptions were rechallenged at 150 mg twice daily. Of the
30 patients (25.2%) rechallenged at the lower dose (IDL 100 mg twice daily), 11 subjects (36.7%)
were re-escalated to IDL 150 mg twice daily. The median duration of IDL interruptions (all interruption
periods combined) was 1.1 months compared with the median duration of exposure to IDL of

18.2 months. Given the relatively short median duration of dose interruptions and the large proportion
of subjects with interruptions who were rechallenged at IDL 150 mg twice daily or re-escalated to IDL
150 mg twice daily, it is agreed with the applicant that efficacy results were representative of the
150-mg twice daily dose.

Issue resolved.

Question 12

The applicant is asked to present and discuss PFS KM curves for patients with or without
17p deletion and/or TP53 mutation. The applicant is furthermore asked to discuss the
observed differences in PFS and OS results between the 17p deletion patient group and the
17p deletion and/or TP53 mutation patient group.

Summary of MAH answer

Progression-free survival, as assessed by the IRC based on the ITT Analysis Set are summarized in
Table 6 by 17p deletion and/or TP53 mutation status (either vs neither); the KM plots are presented in
Figure 5.
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Table 6

GS-US-312-0115: Progression-Free Survival by IRC Assessment, Subjects with

17p Deletion and/or TP53 Mutation (Either) vs Subjects without 17p Deletion or TP53
Mutation (Neither) (ITT Analysis Set)

Subjects with 17p Deletion
and/or TP53 Mutation

Subjects without
17p Deletion or

(Either) TP53 Mutation (Neither)
IDL + BR Pl + BR IDL + BR Pl + BR
(N = 69) (N = 68) (N = 138) (N = 141)

E\‘/‘é‘:]i’ser (%] of Subjects with 41 (59.4) 51 (75.0) 43 (31.2) 98 (69.5)
PD 30 (43.5) 42 (61.8) 30 (21.7) 88 (62.4)
Death 11 (15.9) 9 (13.2) 13 (9.4) 10 (7.1)

- .

Rumber (%) of Subjects 28 (40.6) 17 (25.0) 95 (68.8) 43 (30.5)
Ongoing 16 (23.2) 3 (4.4) 66 (47.8) 28 (19.9)
Discontinued Study 11 (15.9) 13 (19.1) 28 (20.3) 14 (9.9)
Received Another Antitumor
Recelved / 1(1.4) 1 (1.5) 1(0.7) 1(0.7)

KM Estimate of PFS (Months)?

Q1 (95% CI) 6.3 (4.9, 8.5) | 3.4(2.8,5.6) 14':?9(5'4' 8.1 (6.2, 8.8)
. . 11.3 (8.8, 24.6 (19.5, 11.2 (11.1,
Median (95% CI) o) 8.3 (5.9, 8.5) 30.3) 36)
. 26.4 (16.6, 11.1 (8.5, 30.3 (27.9, 19.1 (14.3,
Q3 (95% CI) NR) 17.8) 30.3) 20.5)
KM Estimate of PFS Rate
(95% CI)
78.3 67.8 93.7 88.4
At 24 weeks (66.1,86.6) | (54.6,77.9) | (87.8,96.8) | (81.8,92.8)
56.9 27.5 84.3 60.1
At 48 weeks (43.7,68.1) | (16.3,40.0) | (76.5,89.7) | (51.2,67.9)

Unadjusted HR (95% CI)®

0.47 (0.31, 0.72)

0.27 (0.18, 0.39)

a PFS (months) = (minimum [date of PD, date of death] — date of randomization + 1) / 30.4375.
b HR and 95% CIs were calculated using the Cox proportional hazards model without any

adjustment.

Source: GS-US-312-0115 Interim 1 CSR Section 15.1 Tables 2.1.1.1 and 2.1.1.2

Figure 5

Kaplan-Meier Plots of Progression-Free Survival by IRC Assessment, Subjects

with 17p Deletion and/or TP53 Mutation (Either) vs Subjects without 17p Deletion or TP53
Mutation (Neither) (ITT Analysis Set)
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Progression-free survival, as assessed by the IRC based on the ITT Analysis Set, for subjects with
17p deletion only and for subjects with 17p deletion and/or TP53 mutation is summarized in Table 7
and the KM plots are presented in Figure 6.

Among subjects with 17p deletion only, PFS following treatment with IDL + BR was superior to treatment
with placebo + BR, with an unadjusted HR (95% CI) of 0.62 (0.37, 1.04). Among subjects with

17p deletion and/or TP53 mutation, PFS following treatment with IDL + BR was superior to treatment with
placebo + BR, with an unadjusted HR (95% CI) of 0.47 (0.31, 0.72).
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Among subjects treated with IDL + BR, the KM estimate of median PFS (95% CI) was 11.0 (7.9, 13.3)
months for subjects with 17p deletion only, and 11.3 (8.8, 16.6) months for subjects with 17p deletion
and/or TP53 mutation (Table 7). The KM estimate for median PFS was similar for subjects with

17p deletion and/or TP53 mutation compared with subjects with 17p deletion only.

Table 7

GS-US-312-0115: Progression-Free Survival by IRC Assessment (Subjects

with 17p Deletion Only vs Subjects with 17p Deletion and/or TP53 Mutation) (ITT Analysis

Set)

Subjects with 17p Deletion

Subjects with 17p Deletion

Only and/or TP53 Mutation
IDL + BR PI + BR IDL + BR PI + BR
(N = 38) (N = 40) (N = 69) (N = 68)
E“mber (%) of Subjects with 28 (73.7) 32 (80.0) 41 (59.4) 51 (75.0)
vents
PD 20 (52.6) 25 (62.5) 30 (43.5) 42 (61.8)
Death 8 (21.1) 7 (17.5) 11 (15.9) 9 (13.2)
Number (%) of Subjects Censored 10 (26.3) 8 (20.0) 28 (40.6) 17 (25.0)
Ongoing 7 (18.4) 2 (5.0) 16 (23.2) 3 (4.4)
Discontinued Study 3(7.9) 5 (12.5) 11 (15.9) 13 (19.1)
Received Another Antitumor
Received / 0 1(2.5) 1(1.4) 1 (1.5)
KM Estimate of PFS (Months)?
. 2.9 (1.5,
Q1 (95% CI) 5.1 (2.0, 8.3) 29 6.3(4.9,8.5) | 3.4(2.8, 5.6)
. ] 11.0 (7.9, 5.9 (3.4, 11.3 (8.8,
Median (95% CI) 25 A% 29 8.3 (5.9, 8.5)
. 16.6 (11.1, 13.7 (8.3, | 26.4(16.6, 11.1 (8.5,
Q3 (95% CI) 26.4) 18.5) NR) 17.8)
KM Estimate of PFS Rate (95% CI)
73.2 57.9 78.3 67.8
At 24 weeks (55.9,84.6) | (40.7,71.7) | (66.1,86.6) | (54.6,77.9)
48.7 30.4 56.9 27.5
At 48 weeks (31.9, 63.5) | (16.1,46.1) | (43.7,68.1) | (16.3,40.0)

Unadjusted HR (95% CI)®

0.62 (0.37, 1.04)

0.47 (0.31, 0.72)

a PFS (months) = (minimum [date of PD, date of death] — date of randomization + 1) / 30.4375.
b HR and 95% CIs were calculated using the Cox proportional hazards model without any

adjustment.

Source: GS-US-312-0115 Interim 1 CSR Section 15.1 Tables 2.1.1.1,2.1.1.2, and 2.1.1.5
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Figure 6. Kaplan-Meier Plots of Progression-Free Survival by IRC Assessment,
Subjects with 17p Deletion vs Subjects with 17p Deletion and/or TP53 Mutation
(ITT Analysis Set)
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Zydelig® (idelalisib)
Response to Request for Supplementary Information Final

Overall survival, based on the ITT Analysis Set, for subjects with 17p deletion only and for subjects
with 17p deletion and/or TP53 mutation is summarized in Table 8 and the KM plots are presented in
Figure 7.

Among subjects with 17p deletion only, OS following treatment with IDL + BR was superior to OS following
treatment with placebo + BR, with an unadjusted HR (95% CI) of 0.79 (0.42, 1.48). Among subjects
with 17p deletion and/or TP53 mutation, OS following treatment with IDL + BR was superior to OS for
subjects treated with placebo + BR, with an unadjusted HR (95% CI) of 0.70 (0.43, 1.15).

For subjects treated with IDL + BR, the KM estimate of median OS (95% CI) was 23.5 (12.2, not
reached [NR]) months for subjects with 17p deletion only and was NR (18.4 months, NR) for subjects
with 17p deletion and/or TP53 mutation (Table 8). The KM estimate for OS was longer for subjects with
17p deletion and/or TP53 mutation compared with subjects with 17p deletion only.

Table 8 GS-US-312-0115: Overall Survival by IRC Assessment, Subjects with 17p
Deletion Only vs Subjects with 17p Deletion and/or TP53 Mutation (ITT Analysis Set)

Subjects with 17p Deletion Subjects with 17p Deletion

Only and/or TP53 Mutation
IDL + BR Pl + BR IDL + BR Pl + BR
(N = 38) (N = 40) (N = 69) (N = 68)
Number (%) of Subjects with 18 (47.4) 22 (55.0) 29 (42.0) 34 (50.0)
Events
Death 18 (47.4) 22 (55.0) 29 (42.0) 34 (50.0)
Number (%) of Subjects 20 (52.6) 18 (45.0) 40 (58.0) 34 (50.0)
Censored
Discontinued Study 16 (42.1) 16 (40.0) 28 (40.6) 31 (45.6)
Ongoing 4 (10.5) 2 (5.0) 12 (17.4) 3(4.4)

KM Estimate of OS (Months)®

Q1 (95% CI) 9.9 (2.8, 7.5(5.4,13.2) | 12.2(6.3, | 7.9(5.7, 12.6)

16.1) 16.9)
. 23.5 (12.2, 18.6 (12.1, NR (18.4, NR) | 18.6 (13, NR)
0,
Median (95% CI) NR) 31.6)
Q3 (95% CI) NR (NR, NR) 31.6 (NR, NR) NR (NR, NR) 31.6N%1.6,
Unadjusted HR (95% CI)° 0.79 (0.42, 1.48) 0.7 (0.43, 1.15)

a OS (months) = (date of death — date of randomization + 1) / 30.4375.

b HR and 95% CI were calculated using the Cox proportional hazards model without any
adjustments.

Source; GS-US-312-0115 Interim 1 CSR Section 15.1 Tables 7.1.1, 7.1.2, and 7.1.5
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Zydelig® (idelalisib)

Response to Request for Supplementary Information

Final

Figure 7 Kaplan-Meier Plots of Overall Survival by IRC Assessment, Subjects with 17p
Deletion Only vs Subjects with 17p Deletion and/or TP53 Mutation (ITT Analysis Set)
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Zydelig® (idelalisib)
Response to Request for Supplementary Information Final

Co-Rapporteur

The primary endpoint PFS showed a treatment benefit for IDL + BR in patients with only 17p deletion
(HR 0.62) and in patients with 17p deletion and/or TP53 mutation (HR0.47). The requested KM curves
were provided, and the KM estimates for median PFS were similar for patients with 17p deletion and/or
TP53 mutation compared with subjects with 17p deletion only (~11 months).

OS following treatment with IDL + BR was superior in both 17p deletion only (HR 0.79) and 17p
deletion and/or TP53 mutation (HR 0.70) groups. However, the KM estimate for OS was longer for
subjects with 17p deletion and/or TP53 mutation (23.5 months) compared with subjects with

17p deletion only (18.4 months). KM curves of IDL+ BR and BR even crossed in 17p deletion patients
in favour of the BR arm. It is however acknowledged that the study was underpowered to show
statistically significant differences in OS subgroup analysis.

Issue resolved, but concerns regarding OS data are further discussed in OC 2.

Question 13

In 12.9% of placebo treated patients (vs. 0% in the IDL + BR treatment group) the reason
for study discontinuation was study wide unblinding. It is not known why this occurred, and
whether the blinding was sufficiently preserved throughout the study. The applicant is
asked to elaborate.

Summary of response

Based on results from the prespecified interim analysis, the Independent Data Monitoring Committee
(IDMC) recommended stopping the study for efficacy. Upon review of the data and following discussion
with “regulatory agencies”, Gilead did end the study early for efficacy. Treatment assignments were
unblinded study-wide on 16 November 2015. At that time, subjects randomized to treatment with
placebo appropriately discontinued receiving placebo and continued with study procedures per
protocol.
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Zydelig® (idelalisib)

Response to Request for Supplementary Information Final
Subject Disposition before unblinding data cut-off 07 October 2015 (ITT Analysis Set)
i IDL + BR Pl + BR Total
(N = 207) (N = 209) (N = 416)
Subject Disposition n (%) n (%) n (%)
Randomized 207 (100) 209 (100) 416 (100)
Treated 207 (100) 209 (100) 416 (100)
Treatment Ongoing 90 (43.5) 45 (21.5) 135 (32.5)
Met Primary Study Endpoint 34 (16.4) 100 (47.8) 134 (32.2)
PD 32 (15.5) 99 (47.4) 131 (31.5)
Death 2 (1.0) 1 (0.5) 3(0.7)
Discontinued Treatment® 83 (40.1) 64 (30.6) 147 (35.3)
AE 56 (27.1) 28 (13.4) 84 (20.2)
Physician Decision 7 (3.4) 24 (11.5) 31(7.5)
Withdrawal by Subject 12 (5.8) 8 (3.8) 20 (4.8)
Other 8 (3.9) 4 (1.9

Subject Disposition after unblinding data cut-off 02 May 2016 (ITT Analysis Set)

IDL + BR Pl + BR Total
(N = 207) (N = 209) (N = 416)
Subject Disposition n (%) n (%) n (%)
Randomized 207 (100) 209 (100) 416 (100)
Randomized but Not Treated With IDL/PI 0 1(0.5) 1(0.2)
Treated with Any Drug® 207 (100) 209 (100) 416 (100)
Treatment Ongoing® 65 (31.4) 1 (0.5) 66 (15.9)
Met Primary Study Endpoint® 42 (20.3) 115 (55.0) 157 (37.7)
PD 40 (19.3) 114 (54.5) 154 (37.0)
Death 2 (1.0) 1 (0.5) 3(0.7)
Discontinued Treatment® 100 (48.3) 92 (44.0) 192 (46.2)
AE 64 (30.9) 29 (13.9) 93 (22.4)
Physician Decision 9 (4.3) 24 (11.5) 33 (7.9)
Study-Wide Unblinding 0 27 (12.9) 27 (6.5)
Withdrawal by Subject 16 (7.7) 8 (3.8) 24 (5.8)
Other 11 (4.9) 4 (1.9) 9 (2.2)

T o

“Any drug” refers to any protocol-specified drug, ie, bendamustine, IDL, placebo, or rituximab.

For 1 subject in the placebo + BR group (Subject , treatment was listed as ongoing

due to a data entry error; no subject in the placebo + BR group was continuing treatment at the

data cutoff date of 02 May 2016.

¢ Reason for discontinuation was determined by the investigator.

Rapportuer:
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Zydelig® (idelalisib)
Response to Request for Supplementary Information Final

The MAH has clarified. Note that AE led to study drug discontinuation in 31% of patients in the
experimental arm vs. 14% in the control group (May 2016 cut-off).

The cross-over possibility was removed from the protocol in March 2016 (study wide unblinding
November 2015) due to safety concerns (article 20). It is unclear how many patients crossed over
after progression and after unblinding.

Resolved

Question 14

Disposition of patients has been presented several times by the applicant, with slightly
different frequencies. The applicant is asked to clarify which data regarding the patient flow
in study GS-US-312-0115 is correct. (CoRapp)

Summary of MAH answer

Based upon the recommendation of the IDMC and following review of the data and discussion with
regulatory agencies, Gilead stopped the study early due to efficacy. Treatment assignments were

unblinded study-wide on 16 November 2015. At that time, subjects randomized to treatment with
placebo discontinued receiving placebo and continued with study procedures per protocol.

The primary analysis of data used a data cutoff date of 07 October 2015, just prior to unblinding on

16 November 2015. The presentations referred to in this response were correct, and differed slightly
based on the data cut-off date used for the output. The Study GS-US-312-0115 Interim 1 CSR contains
a discussion of the disposition of subjects using the primary analysis data cutoff of 07 October 2015,
and presents tabular data from the data cutoff date for the Interim 1 CSR (after unblinding) of

02 May 2016.

Study GS-US-312-0115 Interim 1 CSR, Section 15.1, Table 5 2 summarized subject disposition data
with respect to study treatment (IDL or placebo) at the time of the CSR data cutoff date

(02 May 2016). Subject disposition data presented in the Study GS-US-312-0115 Interim 1 CSR
Section 15.1, Table 5.1 summarized data with respect to continuation on study, whether or not
subjects were still receiving treatment.

Co-Rapporteur
The differences in disposition data have been clarified by the applicant.

Issue resolved.

Question 15

The applicant stated that 75% of PFS events had occurred at the time of the interim
analysis, which exceeds the planned frequency of 66%. Based on the number of events
(presented in Table 9 (Primary Endpoint: PFS by IRC Assessment, 07 October 2015 (ITT),
the actual frequency of PFS events seemed to be lower (56%). The applicant is asked to
clarify. (CoRapp)

Summary of MAH answer
In the Interim 1 CSR, the following statement was based on the total number of planned PFS events at
the final PFS analysis, ie, 66% of 260 the total number of planned PFS events. Based on results from
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this prespecified interim analysis (data cutoff date of 15 June 2015), by which time 23 more events
had actually occurred, or 75% of PFS events had occurred), the IDMC recommended stopping the
study for efficacy.”

The discussed frequency for PFS events of 56%, Study GS-US-312-0115 Interim 1 CSR, Section 15.1,

Table 2.1.1, is based on a data cutoff date of 07 October 2015, and represents the reported
numbers based on the total number of subjects in the ITT Analysis Set (N = 416).

Co-Rapporteur
The differences in planned and actual frequency of PFS events have been clarified.

Issue resolved.

Question 16

The applicant stated that an increase of 10 points in Karnofsky Perfomance Status (KPS) has
been observed for the IDL + BR treated patients. This would be similar to the 10 points
increase observed with IDL + R alone. However, based on the median scores provided in
Table 15 (baseline 90, best change from baseline/highest value 90), an improvement of 0
points is expected, as is the case for the placebo + BR treated patients. The applicant is
asked to clarify. (CoRapp)

Summary of MAH answer

Karnofsky Performance Status (KPS) has a discrete 11-point measurement scale (0, 10, 20, ... 100).
Median best change from baseline was 10 points for IDL + BR group, and 0 points for the placebo + BR
group. As shown in Table 9, a greater proportion of subjects in the IDL + BR group than the

placebo + BR group shifted to higher KPS values. This shift was highest between scores of 90 and 100,
from 18.4% to 45.9% for subjects in the IDL + BR group, compared with from 22.5% to 37.8% for
subjects in the placebo + BR group.

To determine “Change from Baseline,” the best change from baseline score was first derived for each
subject, and then the median of those changes was calculated. This is different from directly
comparing the 2 medians at baseline and at best postbaseline, which sometimes does not reflect the
true change, especially when the scores are discrete. An illustrating example involving only 3 subjects
would be as follows: scores at baseline of 80, 90, and 90 with median = 90 points, and scores at best
postbaseline of 90, 90, and 100, also with median = 90 points; however, the median change from
baseline would be 10 points.

Table 9 GS-US-312-0115: Baseline and Highest Postbaseline Karnofsky Performance
Status Values

IDL + BR Placebo + BR

(N = 207) (N = 209)

Highest

KPS Highest Postbaseline Postbaseline
Score Baseline Value Baseline Value
50 0 0 1(0.5) 1 (0.5)
60 5(2.4) 3(1.4) 6(2.9) 1 (0.5)
70 22 (10.6) 4 (1.9) 18 (8.6) 7 (3.3)
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80 61 (29.5) 26 (12.6) 58 (27.8) 31 (14.8)
90 81 (39.1) 75 (36.2) 79 (37.8) 87 (41.6)
100 38 (18.4) 95 (45.9) 47 (22.5) 79 (37.8)

KPS = Karnofsky Performance Status
Source: CHMP Table 16

Co-Rapporteur

The applicant clarified that the 10 point improvement in KPS values was based on the best change
from baseline score. This was first determined for each patient, and then the median of those changes
was calculated. This is different from directly comparing the 2 medians at baseline and at best
postbaseline, which sometimes does not reflect the true change.

Issue resolved.

Question 17

Efficacy results in study GS-US-312-0115 have been presented for patients <65 and =265
years of age, safety results have been presented for 3 age groups: (< 65 (N = 131), 65to <
75 (N = 60), and 75 to < 85 (N = 16) years of age). Since the median age of the intended
target population is relatively high, the applicant is asked to present efficacy results for
these 3 age groups as well.

Summary of MAH answer

The requested additional posthoc analyses of efficacy results for subjects < 65, 65 to < 75, and

= 75 years of age were generated. The subgroup of subjects = 75 years of age treated with IDL + BR
contained only 16 subjects; therefore, the efficacy results for that subgroup should be interpreted with
caution.

Progression-Free Survival

Progression-free-survival by age subgroup (< 65, 65 to < 75, and > 75 years of age), as assessed by
the IRC based on the ITT Analysis Set, is summarized in Table 10. PFS following treatment with

IDL + BR was superior to PFS following treatment with placebo + BR in all age subgroups, with
unadjusted HRs (95% CIs) of 0.34 (0.24, 0.49) for subjects < 65 years of age, 0.41 (0.25, 0.69) for
subjects 65 to < 75 years of age, and 0.26 (0.09, 0.75) for subjects = 75 years of age.

Among subjects < 65 years of age, 57 subjects (43.5%) in the IDL + BR group and 79 subjects
(71.8%) in the placebo + BR group had a PFS event. The KM estimate of median PFS (95% CI) was
19.5 (16.1, 25.8) months for subjects in the IDL + BR group and 11.1 (8.8, 11.3) months for subjects
in the placebo + BR group.

Among subjects 65 to < 75 years of age, 22 subjects (36.7%) in the IDL + BR group and 56 subjects
(70.9%) in the placebo + BR group reported a PFS event. The KM estimate of median PFS (95% CI)
was 24.6 (11.9, 30.3) months for subjects in the IDL + BR group and 11.0 (8.4, 14.1) months for
subjects in the placebo + BR group.

Among subjects > 75 years of age, 5 subjects (31.3%) in the IDL + BR group and 14 subjects (70.0%)
in the placebo + BR group reported a PFS event. The KM estimate of median PFS (95% CI) was not
reached (15.2 months, NR) for subjects in the IDL + BR group and was 11.1 (5.6, 13.7) months for
subjects in the placebo + BR group.
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and = 75 Years of Age) by IRC Assessment (ITT Analysis Set)

Final

GS-US-312-0115: Progression-Free Survival by Age Group (< 65, 65 to < 75,

< 65 Years of Age 65 to < 75 Years of
Age = 75 Years of Age
IDL + BR | Pl + BR
(N=131 | (N=110 | IDL+BR | PI+BR | IDL + BR Pl + BR
) ) (N=60) | (N=79) | (N =16) (N = 20)
Number (%) of Subjects
with Eve|(1tg) ) 57 (43.5) | 79(71.8) | 22 (36.7) | 56 (70.9) 5(31.3) 14 (70.0)
PD 42 (32.1) | 73 (66.4) | 15(25.0) | 48 (60.8) 3 (18.8) 9 (45.0)
Death 15 (11.5) 6 (5.5) 7 (11.7) 8 (10.1) 2 (12.5) 5 (25.0)
Number (%) of Subjects
Censored( 0) ) 74 (56.5) | 31(28.2) | 38 (63.3) | 23(29.1) | 11 (68.8) 6 (30.0)
Ongoing 51(38.9) | 16 (14.5) | 24 (40.0) | 13 (16.5) 7 (43.8) 2 (10.0)
Discontinued Study 22 (16.8) | 14 (12.7) | 13 (21.7) 9(11.4) 4 (25.0) 4 (20.0)
Received Another
Antitumor 1(0.8) 1(0.9) 1(1.7) 1(1.3) 0 0
Treatment
KM Estimate of PFS (Months)®
11.1 9.2
6.9 8.0 15.2 5.6
Q1 (95% CI) (8.3, 4.9,
13.8) (5.4, 8.3) 13.3) (5.4,8.3) | (0.8, NR) | (1.5, 10.8)
19.5 11.1 24.6 11.0 NR 11.1
Median (95% CI) (16.1, (8.8, (11.9, (8.4, (15.2, (5.6 13 7)
25.8) 11.3) 30.3) 14.1) NR) e
27.9 15.2 30.3 17.8 NR 13.7
Q3 (95% CI1) (25.8, (11.6, (24.6, (14.3, (16.5, (11 1' NR)
NR) 19.3) 30.3) 22.2) NR) "
KM Estimate of PFS Rate (95% CI)
90.1 80.9 87.2 84.5 80.4 78.8
At 24 weeks (83.3, (72 8'7 2) (74.9, (74.3, (50.6, (52.8,
94.3) P 93.7) 90.9) 93.2) 91.5)
76.1 51.6 70.6 49.4 80.4 50.0
At 48 weeks (67.3, (41 2' 61) (55.9, (37.4, (50.6, (25.7,
82.9) e 81.2) 60.3) 93.2) 70.3)
1 o]
g;‘)%dJUSted HR (95% 0.34 (0.24, 0.49) 0.41 (0.25, 0.69) 0.26 (0.09, 0.75)

a PFS (months) = (minimum (date of PD, date of death) — date of randomization + 1)/30.4375.
b Hazard ratio and 95% CIs were calculated using the Cox proportional hazards model without any

adjustments.

Source: CHMP Tables 17.1.1 and 17.1.2, and GS-US-312-0115 Interim 1 CSR Section 15.1 Table

2.1.1.11

Overall Response Rate

A summary of overall response rate (ORR) by age subgroup is presented in Table 11. ORR for subjects
treated with IDL + BR was superior to that for subjects treated with placebo + BR in each age

subgroup.

Among subjects < 65 years of age, the ORR (95% CI) (classified as complete response (CR), complete
response with incomplete marrow recovery (CRi), or PR with minimal duration of 12 weeks) for the ITT
Analysis Set was 73.3% (64.8%, 80.6%) for the IDL + BR group and 41.8% (32.5%, 51.6%) for the
placebo + BR group. The odds ratio (95% CI) for ORR was 3.82 (2.22, 6.56), which favored IDL + BR
over placebo + BR.
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Among subjects 65 to < 75 years of age, the ORR (95% CI) was 63.3% (49.9%, 75.4%) for the
IDL + BR group and 50.6% (39.1%, 62.1%) for the placebo + BR group. The odds ratio (95% CI) for
ORR was 1.68 (0.85, 3.34), which favored IDL + BR over placebo + BR.

Among subjects = 75 years of age, the ORR (95% CI) was 68.8% (41.3%, 89.0%) for the IDL + BR
group and 40.0% (19.1%, 63.9%) for the placebo + BR group. The odds ratio (95% CI) for ORR was
3.3 (0.83, 13.18), which favored IDL + BR over placebo + BR.

Table 11 GS-US-312-0115: Overall Response Rate by Age Group (< 65, 65 to < 75, and
2 75 Years of Age) by IRC Assessment (ITT Analysis Set)

< 65 Years of Age 65 to < 75 Years of
Age = 75 Years of Age
IDL + BR Pl + BR Pl + BR Pl + BR
(N = (N = IDL + BR (N = IDL+BR| (N=
131) 110) (N = 60) 79) (N = 16) 20)
Best Overall Response, n (%)
CR 2 (1.5) 0 1(1.7) 0 0 0
CRi 0 1 (0.9) 0 0 0 0
PR 94 (71.8) | 45 (40.9) | 37 (61.7) | 40 (50.6) | 11 (68.8) | 8 (40.0)
SD 27 (20.6) | 48 (43.6) | 16 (26.7) | 28 (35.4) | 4(25.0) | 9 (45.0)
PD 0 12 (10.9) 1(1.7) 5 (6.3) 0 2 (10.0)
NE 8 (6.1) 4 (3.6) 5 (8.3) 6 (7.6) 1(6.3) 1 (5.0)
ORR? n (%) 96 (73.3) | 46 (41.8) | 38 (63.3) | 40 (50.6) | 11 (68.8) | 8 (40.0)
95% CI° 64.8, 80.6 352156 49.9, 75.4 369211 48%3'.30' 1693'}3'
Odds Ratio for ORR® 3.82 1.68 3.30
95% CI 2.22, 6.56 0.85, 3.34 0.83, 13.18

CR = complete response; CRi = complete response with incomplete marrow recovery; ORR = overall
response rate

a ORR was the percentage of subjects that had best overall response of CR, CRi, or PR.

b 95% CI for ORR was based on the exact method.

¢ Odds ratio and 95% CI were calculated without any adjustment.

Subjects with CR, CRi, or PR who maintained the response for at least 12 weeks were defined to have

confirmed response; otherwise, response status was categorized as SD.

Source: CHMP Tables 17.2.1 and 17.2.2, and GS-US-312-0115 Interim 1 CSR Section 15.1 Table
2.2.1.11

Lymph Node Response Rate
A summary of the lymph node response (LNR) rate by age subgroup is presented in Table 12.

Among subjects < 65 years of age, the LNR rate (95% CI) was 96.7% (91.8%, 99.1%) for the
IDL + BR group and 56.2% (46.2%, 65.9%) for the placebo + BR group. The odds ratio (95% CI) for
the LNR rate was 23.00 (7.90, 66.95), which favored IDL + BR over placebo + BR.

Among subjects 65 to < 75 years of age, the LNR rate (95% CI) was 98.2% (90.3%, 100%) for the
IDL + BR group and 69.9% (58.0%, 80.1%) for the placebo + BR group. The odds ratio (95% CI) for
the LNR rate was 23.29 (3.03, 179.19), which favored IDL + BR over placebo + BR.

Among subjects > 75 years of age, the LNR rate (95% CI) was 93.3% (68.1%, 99.8%) for the
IDL + BR group and 52.6% (28.9%, 75.6%) for the placebo + BR group. The odds ratio (95% CI) for
the LNR rate was 12.60 (1.37, 115.97), which favored IDL + BR over placebo + BR.
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and = 75 Years of Age) by IRC Assessment (ITT Analysis Set)

Final

GS-US-312-0115: Lymph Node Response Rate by Age Group (< 65, 65 to < 75,

< 65 Years of Age 65 to < 75 Years of
Age 2 75 Years of Age
IDL+BR | PI+BR |IDL+BR| Pl+BR | IDL+BR| PI+BR
(N=131) | (N=110) | (N=60) | (N=79) | (N = 16) | (N = 20)
] 118/122 | 59/105 54/55 51/73 14/15 10/19
LNR Rate” n/N (%) (96.7) (56.2) (98.2) (69.9) (93.3) (52.6)
. 58.0, 68.1, 28.9,
95% CI 91.8,99.1 | 46.2,65.9 | 90.3,100 | 7 o8 .
Odds Ratio® 23.00 23.29 12.60
[o]
Ratigs % CI for Odds 7.90, 66.95 3.03, 179.19 1.37, 115.97

LNR = lymph node response; SPD = sum of the products of greatest perpendicular diameters

a LNR rate was defined as the percentage of subjects who achieved a = 50% decrease from baseline

in the SPD of index lymph nodes.
b 95% CI for response rate was based on the exact method.
¢ Odds ratio and 95% CI were calculated without any adjustment.
The analysis only includes subjects in the ITT Analysis Set who had both baseline and at least 1

evaluable post-baseline SPD.
Source: CHMP Tables 17.3.1 and 17.3.2, and GS-US-312-0115 Interim 1 CSR Section 15.1 Table

2.4.1.11

Overall Survival

A summary of OS by age subgroup is presented in Table 13.

Among subjects < 65 years of age, 54 subjects died on study: 24 subjects (18.3%) in the IDL + BR
group and 30 subjects (27.3%) in the placebo + BR group. The unadjusted HR (95% CI) for OS was
0.59 (0.34, 1.01) which favored IDL + BR over placebo + BR.

Among subjects 65 to < 75 years of age, 44 subjects died on study: 19 subjects (31.7%) in the
IDL + BR group and 25 subjects (31.6%) in the placebo + BR group. The unadjusted HR (95% CI) for
OS was 1.03 (0.57, 1.89) which did not favor IDL + BR over placebo + BR.

Among subjects = 75 years of age, 13 subjects died on study: 3 subjects (18.8%) in the IDL + BR
group and 10 subjects (50.0%) in the placebo + BR group. The unadjusted HR (95% CI) for OS was
0.30 (0.08, 1.09) which favored IDL + BR over placebo + BR.

Table 13 GS-US-312-0115: Overall Survival by Age Group (< 65, 65to < 75, and = 75
Years of Age) (ITT Analysis Set)
< 65 Years of Age 65 to < 75 Years of
Age 2 75 Years of Age
IDL + BR Pl + BR IDL + BR Pl + BR | IDL + BR Pl + BR
(N=131) | (N=110) | (N=60) | (N=79) | (N=16) | (N = 20)
Number (%) of
Subjects with Events 24 (18.3) 30 (27.3) 19 (31.7) | 25 (31.6) 3 (18.8) 10 (50.0)
(Deaths)
Number (%) of
Subjects Censored 107 (81.7) | 80 (72.7) 41 (68.3) | 54 (68.4) | 13(81.3) | 10 (50.0)
Discontinued Study | 45 (34.4) 55 (50.0) 23 (38.3) | 45(57.0) 9 (56.3) 9 (45.0)
Ongoing 62 (47.3) 25 (22.7) 18 (30.0) 9(11.4) 4 (25.0) 1(5.0)

KM Estimate of OS (Months)®
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< 65 Years of Age 65 to < 75 Years of
Age 2 75 Years of Age
IDL+BR | PI+BR | IDL+BR| PI+BR | IDL+BR | PI+BR
(N=131) | (N=110) | (N=60) | (N=79) | (N = 16) | (N = 20)
\R 15.0 16.7 17.2 \R 12.7
Q1 (95% CI) (12.1, (8.7, (8.7, (1.5,
(16.0, NR) | 593y 27.5) 40.6) | (O-&NRY 1 508)
. NR 31.6 NR 40.6 NR 26.6
[o]
Median (95% CI) (NR, NR) | (20.3, NR) | (26.8, NR) | (NR, NR) | (NR, NR) | (11.8, NR)
. NR NR NR 40.6 NR NR
Q3 (95% CI) (NR, NR) | (31.6, NR) | (NR, NR) | (NR,NR) | (NR, NR) | (26.6, NR)
g;‘)%dj““ed HR (95% 0.59 (0.34, 1.01) 1.03 (0.57,1.89) 0.30 (0.08, 1.09)

a 0OS (months) = (date of death - date of randomization + 1) / 30.4375
b HR and 95% CI were calculated using the Cox proportional hazards model without any

adjustments.

Source: CHMP Tables 17.4.1 and 17.4.2, and GS-US-312-0115 Interim 1 CSR Section 15.1 Table

2.5.1.11

Duration of Response

A summary of duration of response (DOR) is presented in Table 14.

Among subjects < 65 years of age, the KM estimate of median DOR (95% CI) was 22.8 (14.9, 24.8)
months for subjects in the IDL + BR group and 8.7 (8.3, 15.7) months for subjects in the placebo + BR

group.

Among subjects 65 to < 75 years of age, the KM estimate of median DOR (95% CI) was
27.2 (16.6, 27.2) months for subjects in the IDL + BR group and 11.7 (10.8, 18.5) months for
subjects in the placebo + BR group.

Among subjects > 75 years of age, the KM estimate of median DOR (95% CI) was not reached
(13.4 months, NR) for subjects in the IDL + BR group and 8.6 (5.2, NR) months for subjects in the

placebo + BR group.

Table 14 GS-US-312-0115: Duration of Response by Age Group (< 65, 65 to < 75, and
= 75 Years of Age) by IRC Assessment (ITT Analysis Set)
< 65 Years of Age 65 to < 75 Years of
Age = 75 Years of Age
IDL + BR P+ BR |IDL+BR| PI+BR |IDL+ BR | Pl+ BR
(N=131) | (N=110) | (N=60) [ (N=79) | (N=16) | (N = 20)
Number (%) of Subjects
with CR, CRi, or PR 96 (73.3) 46 (41.8) | 38 (63.3) | 40 (50.6) | 11 (68.8) | 8 (40.0)
Number (%) of Subjects
with Eve|(1t;) ) 35 (36.5) 28 (60.9) | 10 (26.3) | 24 (60.0) 1(9.1) 6 (75.0)
PD 29 (30.2) 28 (60.9) 8 (21.1) | 24 (60.0) 1(9.1) 5 (62.5)
Death 6 (6.3) 0 2 (5.3) 0 0 1(12.5)
Number (%) of Subjects
Censored( 0) ) 61 (63.5) 18 (39.1) | 28 (73.7) | 16 (40.0) | 10(90.9) | 2 (25.0)
Ongoing 51 (53.1) 14 (30.4) | 24 (63.2) | 12 (30.0) | 7 (63.6) 2 (25.0)
Discontinued Study 10 (10.4) 3(6.5) 3(7.9) 4 (10.0) 3(27.3) 0
Received Another
Antitumor Treatment 0 1(2.2) 1(2.6) 0 0 0
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< 65 Years of Age 65 to < 75 Years of
Age = 75 Years of Age
IDL + BR PIl+BR |IDL+BR| PI+BR |IDL+BR| PlI+BR
(N=131) | (N=110) | (N=60) [ (N=79) | (N=16) | (N = 20)
KM Estimate of DOR (Months)?
16.6 8.3 NR
11.0 5.8 8.1
Q1 (95% CI) (7.4, (5.6, (13.4,
(9.0, 13.8) | (5.6, 8.3) 27.2) 11.3) NR) (5.2, 8.6)
22.8 8.7 27.2 11.7 NR 86
Median (95% CI) (14.9, ' (16.6, (10.8, (13.4, '
24.8y | &3/ 15701 579 18.5) NRy | (5:2/NR)
27.2 19.1 NR
24.8 16.6 NR
Q3 (95% CI1) (21.6, (16.2, (13.4,
(22.8, NR) | (13.6, NR) 27.2) 20.9) NR) (8.2, NR)

DOR = duration of response

a DOR (months) = (minimum [date of PD, date of death] - date of first documented CR, CRi, or
PR + 1)/ 30.4375.

Analysis only included subjects who achieved CR, CRi, or PR.

Subjects with CR, CRi, or PR who maintained the response for at least 12 weeks were defined to have

confirmed response; otherwise, response status was categorized as SD.

Source: CHMP Tables 17.5.1 and 17.5.2, and GS-US-312-0115 Interim 1 CSR Section 15.1 Table
2.6.1.11

Co-Rapporteur

Efficacy results have been provided for the three age groups (< 65 (N = 131 in the IDL + BR arm), 65
to < 75 (N = 60), and 75 to < 85 (N = 16) years of age. Benefit has been observed with IDL + BR
over BR alone in all three age groups for the primary endpoint PFS, and secondary endpoints ORR,
lymph node response rate, duration of response. Median OS was not reached in the three age groups,
but the HR suggest that patients in the age group 65 to <75 have no OS benefit from the addition of
IDL to BR treatment (HR 1.03). It is however acknowledged that the study was underpowered to show
statistically significant differences in OS subgroup analysis.

Issue resolved, but concerns regarding OS data are further discussed in OC 2.

Question 18

The per protocol analysis set was added to the pivotal study protocol as an amendment in
Dec 2012. However, results of the pre-specified sensitivity analyses with the PP analysis set
for the primary and secondary endpoints were not presented, and the applicant is asked to
submit these data and discuss whether results were comparable to the ITT analysis set.

(CoRapp)

Summary of MAH answer
Primary Endpoint: Progression-Free Survival

Progression-free survival results were comparable between the ITT and Per Protocol (PP) Analysis Sets. In
both analysis sets, IDL + BR was superior to placebo + BR. In the ITT Analysis Set, the adjusted HR
(95% CI) was 0.33 (0.25, 0.44) with a 2-sided p-value < 0.0001 based on a stratified log-rank test. In
the PP Analysis Set, the adjusted HR (95% CI) was 0.34 (0.26, 0.45) with a 2-sided p-value < 0.0001
based on a stratified log-rank test (Table 15).
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Among subjects in the ITT Analysis Set, 84 subjects (40.6%) in the IDL + BR group and 149 subjects
(71.3%) in the placebo + BR group reported PFS events. The median (95% CI) PFS was
20.8 (16.6, 26.4) months for subjects in the IDL + BR group and 11.1 (8.9, 11.1) months for subjects

in the placebo + BR group.

Among subjects in the PP Analysis Set, a total of 84 subjects (41.6%) in the IDL + BR group and

143 subjects (71.1%) in the placebo + BR group reported a PFS event. The KM estimate of median PFS
(95% CI) was 19.5 (16.5, 25.8) months for subjects in the IDL + BR group and 11.1 (8.8, 11.1)
months for subjects in the placebo + BR group.

Table 15
Analysis Sets)

GS-US-312-0115: Progression-Free Survival by IRC Assessment (ITT and PP

ITT Analysis Set

PP Analysis Set

IDL+BR | PI+BR | IDL+BR | PI+BR
(N =207) | (N=209) | (N=202) | (N =201)
Number (%) of Subjects with Events 84 (40.6) | 149 (71.3) | 84 (41.6) | 143 (71.1)
PD 60 (29.0) | 130(62.2) | 60(29.7) | 125 (62.2)
Death 24 (11.6) 19 (9.1) | 24(11.9) | 18(9.0)
Number (%) of Subjects Censored 123 (59.4) | 60(28.7) | 118(58.4) | 58(28.9)
Ongoing 82 (39.6) | 31(14.8) | 81(40.1) | 31(15.4)
Discontinued Study 39 (18.8) | 27(12.9) | 35(17.3) | 25(12.4)
Received Another Antitumor Treatment 2(1.0) 2(1.0) 2(1.0) 2(1.0)
KM Estimate of PFS (Months)?
. 11 (8.3, 6.9 (5.6, 11 (8.3, | 6.9 (5.6,
Q1 (95% CI) 13.6) 8.1) 13.3) 8.1)
. 20.8 11.1 19.5 11.1
[o]
Median (95% CI) (16.6, 26.4) | (8.9, 11.1) | (16.5, 25.8) | (8.8, 11.1)
30.3 16.1 30.3 16.6
Q3 (95% CI) (26.4, NR) | (14.0,19.3) | (26.4, NR) (14.0,
19.3)
KM Estimate of PFS Rate (95% CI)
At 24 weeks 88.5 82.1 88.3 82.5
(83.0, 92.3) | (76.0,86.7) | (82.7,92.1) |  (76.3,
87.1)
At 48 weeks 75.0 50.5 74.5 50.4
(68.0, 80.6) | (43.2, 57.5) | (67.5,80.3) | (42.8,
57.4)

Adjusted HR (95% CI)°

0.33 (0.25, 0.44)

0.34 (0.26, 0.45)

P-value®

6.540 x 1071®

5.917 x 10°%

The PP Analysis Set included all subjects in the ITT Analysis Set who met the PP criteria defined in the
Statistical Analysis Plan (SAP), with treatment group designated according to the actual treatment

received.

a PFS (months) = (minimum [date of PD, date of death] — date of randomization + 1) / 30.4375.
b HR and 95% CIs were calculated using the Cox proportional hazards model, adjusted for
randomization stratification factors in electronic data capture (EDC) (17p deletion/TP53 mutation,

IGHV mutation status, and disease status).

¢ P-value was from the stratified log-rank test, adjusted for randomization stratification factors.

Source: GS-US-312-0115 Interim 1 CSR Section 15.1 Tables 2.1.1 and 2.1.2

Secondary Endpoint: Overall Survival
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Per the study protocol Section 9.3.1.2, the PP Analysis Set was used in sensitivity analyses of the
following primary and secondary efficacy endpoints: PFS, ORR, LNR rate, and CR rate. Therefore, no
sensitivity analysis of OS was conducted for the PP Analysis Set.

Secondary Endpoint: Overall Response Rate

Overall response rate results were comparable between the analysis sets. The odds ratio for ORR favored
IDL + BR over placebo + BR for the ITT and PP Analysis Sets (p-value < 0.0001 for both analysis sets)
(Table 16).

The ORR (95% CI) (classified as CR, CRi, or PR with minimal duration of 12 weeks) for the ITT Analysis
Set was 70.0% (63.3%, 76.2%) for the IDL + BR group and 45.0% (38.1%, 52.0%) for the

placebo + BR group. The odds ratio (95% CI) for the ORR was 3.09 (2.02, 4.72), which favored

IDL + BR compared with placebo + BR (p-value < 0.0001).

The ORR (95% CI) for the PP Analysis Set was 70.3% (63.5%, 76.5%) for the IDL + BR group and
45.8% (38.7%, 52.9%) for the placebo + BR group. The odds ratio (95% CI) for the ORR was
3.05 (1.98, 4.70), which favored IDL + BR compared with placebo + BR (p-value < 0.0001).
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GS-US-312-0115: Overall Response Rate by IRC Assessment (ITT and PP

ITT Analysis Set PP Analysis Set
IDL + BR Pl + BR IDL + BR Pl + BR
(N = 207) (N = 209) (N = 202) (N =201)
Best Overall Response, n (%)
CR 3(1.4) 0 3(1.5) 0
CRi 0 1 (0.5) 0 1(0.5)
PR 142 (68.6) 93 (44.5) 139 (68.8) 91 (45.3)
SD 47 (22.7) 85 (40.7) 45 (22.3) 82 (40.8)
PD 1(0.5) 19 (9.1) 1(0.5) 18 (9.0)
NE 14 (6.8) 11 (5.3) 14 (6.9) 9 (4.5)
ORR (n%)*® 145 (70.0) 94 (45.0) 142 (70.3) 92 (45.8)
95% CIP 63.3, 76.2 38.1, 52.0 63.5, 76.5 38.7,52.9
Odds Ratico for Overall 3.09 3.05
Response
95% CI for Odds Ratio 2.02,4.72 1.98, 4.70
P-value 1.054 x 107/ 2.323 x 10”7

PP = Per Protocol Analysis Set

The PP Analysis Set included all subjects in the ITT Analysis Set who met the PP criteria defined in the

SAP, with treatment group designated according to the actual treatment received.

Subjects with CR, CRi, or PR who maintained the response for at least 12 weeks were defined to have

confirmed response. Otherwise, response status was categorized as SD.

a ORR was the percentage of subjects who had best overall response of CR, CRi, or PR.

b 95% CI for ORR was based on the exact method.

¢ Odds ratio, 95% CI, and p-value were calculated from the Cochran-Mantel-Haenszel (CMH) Chi-
square test stratified by stratification factors in EDC (17p deletion/TP53 mutation, IGHV mutation
status, and disease status).

Source: GS-US-312-0115 Interim 1 CSR Section 15.1 Tables 2.2.1 and 2.2.2

Secondary Endpoint: Lymph Node Response Rate

Lymph node response rate results were comparable between the analysis sets. The odds ratio for LNR rate
favored IDL + BR over placebo + BR for the ITT and PP Analysis Sets (p-value < 0.0001 for both analysis
sets) (Table 17).

The LNR rate (95% CI) for the ITT Analysis Set was 96.9% (93.3%, 98.8%) for the IDL + BR group
and 60.9% (53.7%, 67.8%) for the placebo + BR group. The stratified odds ratio (95% CI) for the LNR
rate was 28.72 (10.48, 78.72), favoring IDL + BR over placebo + BR (p-value < 0.0001).

The LNR rate (95% CI) for the PP Analysis Set was 96.8% (93.1%, 98.8%) for the IDL + BR group and
61.8% (54.5%, 68.7%) for the placebo + BR group. The stratified odds ratio (95% CI) for the LNR
rate was 26.62 (9.74, 72.72), favoring IDL + BR over placebo + BR (p-value < 0.0001).

Table 17
Analysis Sets)

GS-US-312-0115: Lymph Node Response Rate by IRC Assessment (ITT and PP
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ITT Analysis Set PP Analysis Set
IDL + BR Pl + BR IDL + BR Pl + BR
(N = 207) (N = 209) (N = 202) (N = 201)
LNR Rate®, n/N (%) 186/192 (96.9) | 120/197 (60.9) 181/187 (96.8) 118/191 (61.8)
%5% CI for LNR 93.3,98.8 53.7, 67.8 93.1, 98.8 54.5, 68.7
Rate
Odds Ratio® 28.72 26.62
_95% CI for Odds 10.48, 78.72 9.74, 72.72
Ratio
P-value 1.681 x 107*° 1.548 x 10718

Analysis only included subjects in the ITT Analysis Set or PP Analysis Set who had both baseline and at

least 1 evaluable postbaseline SPD.

a LNR rate was defined as the percentage of subjects who achieved a = 50% decrease from baseline
in the SPD of index lymph nodes. (Denominator is the number of subjects with baseline and at
least 1 postbaseline measurement.)

b 95% CI for response rate was based on the exact method.

¢ Odds ratio, 95% CI, and p-value was calculated from the CMH Chi-square test stratified by
stratification factors in EDC (17p deletion/TP53 mutation, IGHV mutation status, and disease
status).

Source: GS-US-312-0115 Interim 1 CSR Section 15.1 Tables 2.4.1 and 2.4.2

Secondary Endpoint: Complete Response Rate

Complete response rate results were comparable between the analysis sets (Table 18). Of the
3 documented CRs on study, all were observed in the IDL + BR group (rate of 1.4% for the
ITT Analysis Set and 1.5% for the PP Analysis Set).

Table 18 GS-US-312-0115: Complete Response Rate by IRC Assessment (ITT and PP
Analysis Sets)
ITT Analysis Set PP Analysis Set
IDL + BR Pl + BR IDL + BR Pl + BR
(N = 207) (N = 209) (N = 202) (N = 201)
Coomplete Response, n 3 (1.4) 0 3(1.5) 0
(%)
95% CI*® 0.3,4.2 0,1.7 0.3,4.3 0,1.8
P-value® 1.223 x 10! 2.481 x 107

a 95% (I for response rate was based on the exact method.
b P-value from Fisher’s exact test.
Source: GS-US-312-0115 Interim 1 CSR Section 15.1 Tables 2.3.1 and 2.3.4
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Co-Rapporteur

It is reassuring that the PP analysis of the primary endpoint PFS and secondary endpoints ORR, lymph
node response rate, CR rate were all in favour of IDL + BR and supported the primary analysis in the
ITT population.

No PP analysis for OS has been performed, as this was not pre-specified in the study protocol, which is
accepted.

Issue resolved.

Question 19

In the study report of the pivotal study, the applicant stated that a separate biomarker
analysis plan will be prepared to detail pharmacodynamics and biomarker analyses.
Biomarker results could however not be found in the dossier and the applicant is requested
to submit information regarding disease-associated biomarkers, and to discuss potential
mechanisms of resistance to IDL, based on published and in-house data, eg, in relation to
PI3K mutation status. (CoRapp)

Summary of MAH answer

While IDL therapy in CLL is efficacious, progressive disease after response occurs and has been
observed in a subset of subjects on IDL treatment indicating that escape mechanisms can develop;
however, the molecular basis for relapse or progressive disease in CLL subjects treated with IDL has
not been characterized. In order to explore progressive disease-associated biomarkers, whole-exome
sequencing (WES) on matched samples (peripheral blood mononuclear cells) at baseline and time of
CLL progression was conducted in subjects enrolled in the following Phase 3 clinical trials:

Study GS-US-312-0116, Study GS-US-312-0117, and Study GS-US-312-0119. Study PC-312-2018
Amendment 1 has been previously submitted and reviewed by CHMP (EMEA/H/C/003843/11/0025).

To date, 13 high quality subject samples from Studies GS-US-312-0116, GS-US-312-0117 and
GS-US-312-0119 meeting the established sample criteria have been evaluated to understand

mechanisms of IDL resistance in patients with CLL (PC-312-2018 Amendment 1).

This analysis showed that there are no coding mutations within this subject set which would reveal a
common mutational mechanism of IDL resistance, either a mutation in the drug binding site (so called
“gateway mutation”) or consistent mutations in any other pathway reflective of a common escape
pathway/mechanism. If a common (> 20% frequency) relapse-associated mutation mechanism
existed, there would only be a < 5% chance of not observing this in even 1 of the 13 tested sample
set.

To date, we have used whole exome sequencing (WES) to evaluate a total of 33 CLL subject samples:

13 subject samples met established sample selection criteria (PC-312-2018 Amendment 1)
and 20 subject samples did not meet established sample selection criteria. The 33 subject samples
were analyzed for the presence of any mutations in PI3K®, including the IDL binding region, and no
mutations in PI3Kd were identified (95% exact confidence interval for the prevalence of such mutation
is: 0-11%). The current sample size of 33 is sufficiently large to allow a high chance (> 80%
probability) of observing at least 1 subject with an IDL-mediated mutation in the PI3Kd binding pocket
even if this resistance mechanism is as rare as 5% frequency. While we cannot rule out the existence
of a PI3K® mutation in a very small subset of subjects, such a gateway mutation does not exist in the
current sample set of subjects with progressive disease on IDL. We thus conclude that a gateway
mutation (a common mechanism of resistance with ibrutinib, found in approximately 80% of patients
with progressive disease {Maddocks 2015, Woyach 20147} ) is not expected to be a major resistance
mechanism with IDL.
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Given these results, profiling additional samples from Study GS-US-312-0115 is highly unlikely to add
to our current knowledge of IDL-mediated mechanisms of resistance.

Co-Rapporteur

As discussed in question 20, the results above indicate that mutations of PI3K3 are not considered
to be a likely “resistance candidate”.

Issue resolved.

Question 20.

PI3K mutations have been reported in a number of malignancies (Chaloub Ann Rev Pathol
2009). Please discuss if this is a concern in the treatment with IDL that would justify
assessing PI3K status in patients with resistance to IDL.

Response

Study PC-312-2018 was conducted to evaluate mechanisms of resistance as a postauthorization
measure for IDL in the European Union (EU). In this study, subjects with CLL from three Phase 3
clinical trials (Study GS-US-312-0116, Study GS-US-312-0117, and Study GS-US-312-0119) who
progressed while on IDL treatment were evaluated.

Whole exome sequencing was used to evaluate a total of 33 CLL subject samples. The samples were
analyzed for the presence of any mutations of PI3K9, including the IDL-binding region, and no
mutations were identified (95% exact CI for the prevalence of such mutation: 0 to 11%). The sample
size of 33 subjects was sufficiently large to allow a high chance (> 80% probability) of observing at
least 1 subject with an IDL-mediated mutation in the PI3Kd binding pocket, even if this resistance
mechanism was as rare as 5% frequency. While the existence of a PI3K® mutation in a very small
subset of subjects could not be ruled out, such a gateway mutation did not exist in the current sample
set of subjects with progressive disease on IDL. A gateway mutation (a common mechanism of
resistance with ibrutinib, found in approximately 80% of patients with progressive disease {Maddocks
2015, Woyach 20143}) is thus not expected to be a major resistance mechanism with IDL.

No mechanistic explanations for the development of resistance to treatment with IDL have been
identified from clinical studies. Further investigation of this topic in current B-cell malignancy studies is
not planned.

Rapporteur

Based on available data, mutations of PI3Kd is not considered to be a likely “resistance candidate”.
This appears acceptable. Further studies aiming at defining mechanisms of resistance are not planned.
At this stage, this is accepted.

Resolved

Question 21.

Is there a difference in baseline characteristics in the IDL + BR arm between patients with
events of PFS < 6 months, > 6 months and < 18 months, and > 18 months? To
contextualise, similar data may be reported for the Pl + BR arm.

Summary of response

Demographics and baseline disease characteristics were similar between subjects in the IDL + BR
group at each time-to-PFS-event category (< 6 months, > 6 months, < 18 months, and > 18 months).
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The exception was the KPS. In the IDL + BR group, subjects with better KPS (= 80%) were more likely
to have events-to-PFS that occurred later (at > 18 months).

Events of PFS = 6 Months

PI+tBR Total
Characteristic =15 | (N=46) | N=T1)
KPS, n (%)
40 Q Q
50 12| 14
60 2(43) | 202.8)
70 9(19.6} | 16 (22.5)
80 12 (26.1)] 20 (28.2)
90 14 (30.4)| 24 (33.8)
100 8(17.4) | 8(11.3)

EMI= body massindex;
a.
b

Age (yearsy= {date ofrandomization— dateofhirth+ 1Y3635 25
BMI{kg/m®) = weight height?

Events of PFS > 6 Months

Events of PF5 = 158 Months

Events of PFS > 18 Months

PHBR | Total PHBR | Total PHBR | Total
(N-30) | (N=103) | (N=162) | (N=73) | (N=138) | (N=211)| (¥-11) | (%=11) | (N=22)

0 o | 8 | o 0 0 0

0 o ] a8 [1on]ies 0 0

2(19) | 425 =l E o

209 [ 966 By nso2smy] 6 | o )
2)| 16 (27.1)[35 (34.0)[51 (31.5) |18 (24 )] 46 (33.3)| 64 (30.3) 1.0} |7(31.8)
120 339) (39 (37.9)[59 (36.4) |28 (38.4)] 49 (35.5)| 77 (36.5)| 2(182) |4 B36.9)[6 273)
112 03 1) |25 24.3)[39 Q4. |11 (15 D] 27 (19.6)]38 (18.0)] 5273) |6 (54.5)[5 (40.9)

No consistent differences in disease history were observed between time-to-PFS events categories.

Subjects in the IDL + BR group with a shorter time since completion of the last prior regimen had
earlier PFS events. There were no other consistent differences between time-to-PFS event categories

according to prior therapy.

hiedian Time Since
Completion of Last Prior
Regmmen, Blonths {(Q1, QE‘»)b

Events of PFS < 6 months Events of PFS = § months
IDL+ER| PLI:BR Total IDL+BR | PLIBR Toral
D=4y =71} 50 | (N103) {N=142)
133 128 1718 14.7 150
(FI 2200 (48 21321 2600 {70,274 (36,273

Events of PFS < 18§ months

Events of PFS = 18§ months

IDL+BR | PIIBR Total Taotal
O | O | =1L I =12y
o 134 13.5 251
H6 223 |54, 26.6Y(5.4, 24.9) 3 (10.8,30.4)

Subjects with either a 17p deletion and/or Tp53 mutation treated with IDL + BR were more likely to
experience early events of PFS, 14 subjects (56%) experienced events of PFS < 6 months, while
2 subjects (18.2%) experienced events of PFS > 18 months.

Assessment report
EMA/202018/2018

Page 114/140



Raporteur:

The rather comprehensive data set presented by the MAH (not shown), provide little evidence of value
for the proper clinical use of idelalisib.

Resolved

Question 23 (22 according to applicant)
The applicant is asked to present results of the objective health resource utilization
associated with the addition of IDL to BR, as these results could not be found. (CoRapp)

Summary of MAH answer

Health resource utilization was not directly measured. However, the EuroQol 5 Dimension (EQ-5D) was
converted into a single utility index by applying the United States (US) preference-weighted index. This
analysis was performed for a tertiary pharmacoeconomics endpoint assessing change in health status,
which was defined as the change from basesline in overall health and single-item dimension scores as
assessed using the EQ-5D utility measure.

Heath status information was obtained with the EQ-5D, which is a self-administered, generic, indirect
utility measure {The EuroQol Group 1990}. The EQ-5D consists of a visual analogue scale on which
subjects are asked to rate their current overall health status and 5 single-item dimensions which ask
subjects to rate their health in terms of mobility, self-care, usual activities, pain/discomfort, and
anxiety/depression. For each of the 5 items patients must choose between 3 levels of difficulty in
accomplishing tasks in that dimension. The dimension scores are used to generate a health utility score
that can be incorporated into analyses of cost effectiveness or used as a quantitative measure of
health outcome as judged by the individual respondents. The EQ-5D has been successfully used in the
evaluation of patients with B-cell and other cancers {Doorduijn 2005, Witzens-Harig 2009, Yang
20103}.

A summary of the actual values and change from baseline at 4-week intervals for the first 12 weeks
and at 6-month intervals thereafter for the EQ-5D Questionnaire Utility Index is provided in Table 19.

The EQ-5D utility index results were similar between the IDL + BR and the placebo + BR treatment
groups. Compared to baseline, at Week 12 the mean overall utility decreased by 0.01 in the IDL + BR
treatment group and 0.02 in the placebo + BR treatment group.
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Table 19

Values and Change from Baseline (ITT Analysis Set)

GS-US-312-0115: Summary of EQ-5D Questionnaire Utility Index, Actual

IDL + BR Placebo + BR
(N = 207) (N = 209)
Change from Change from
Actual Baseline Actual Baseline
Baseline
N 197 - 195 -
Mean (StD) 0.78 (0.217) — 0.78 (0.228) —
Median 0.80 — 0.81 —
Q1, Q3 0.73, 1.00 — 0.73, 1.00 —
Week 4
N 187 182 192 181
Mean (StD) 0.80 (0.219) 0.02 (0.213) 0.77 (0.233) -0.01 (0.198)
Median 0.85 0.00 0.81 0.00
Q1, Q3 0.69, 1.00 -0.07, 0.12 0.69, 1.00 -0.07, 0.00
Week 8
N 176 169 188 176
Mean (StD) 0.79 (0.233) 0.00 (0.225) 0.79 (0.223) 0.01 (0.215)
Median 0.81 0.00 0.81 0.00
Q1, Q3 0.69, 1.00 -0.11, 0.12 0.73, 1.00 -0.05, 0.09
Week 12
N 173 168 187 175
Mean (StD) 0.77 (0.254) -0.01 (0.240) 0.76 (0.241) -0.02 (0.213)
Median 0.81 0.00 0.81 0.00
Q1, Q3 0.69, 1.00 -0.11, 0.11 0.69, 1.00 -0.12, 0.04
Week 24
N 154 149 150 141
Mean (StD) 0.80 (0.245) 0.01 (0.211) 0.78 (0.216) -0.02 (0.227)
Median 0.85 0.00 0.80 0.00
Q1, Q3 0.71, 1.00 -0.04, 0.12 0.69, 1.00 -0.11, 0.05
Week 48
N 128 123 104 98
Mean (StD) 0.83 (0.167) 0.03 (0.184) 0.80 (0.236) 0.02 (0.242)
Median 0.85 0.00 0.85 0.00
Q1, Q3 0.73, 1.00 -0.07, 0.12 0.73, 1.00 -0.07, 0.12
Week 72
N 77 75 50 47
Mean (StD) 0.81 (0.231) 0.02 (0.236) 0.76 (0.281) 0.01 (0.335)
Median 0.85 0.00 0.80 0.00
Q1, Q3 0.73, 1.00 -0.10, 0.15 0.71, 1.00 -0.10, 0.19
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IDL + BR Placebo + BR
(N = 207) (N = 209)
Change from Change from
Actual Baseline Actual Baseline
Week 96
N 33 33 14 13
Mean (StD) 0.79 (0.270) -0.04 (0.216) 0.77 (0.306) -0.01 (0.219)
Median 0.85 0.00 0.84 0.00
Q1, Q3 0.73, 1.00 -0.02, 0.05 0.71, 1.00 -0.12, 0.19
Week 120
N 9 9 2 2
Mean (StD) 0.82 (0.154) 0.01 (0.187) 0.91 (0.132) 0.03 (0.038)
Median 0.85 0.00 0.91 0.03
Q1, Q3 0.69, 1.00 -0.11, 0.16 0.81, 1.00 0.00, 0.05
Week 144
N 1 1 0 0
Mean (StD) 0.22 -0.63 — —
Median 0.22 -0.63 — —
Q1, Q3 0.22,0.22 -0.63, -0.63 — —

Source: GS-US-312-0115 Interim CSR Section 15.1 Table 2.12.3.3

Co-Rapporteur

Health resource utilization was not directly measured, but the EQ-5D was converted into a single utility
index, measuring the change from baseline in overall health and single-item dimension scores. No
differences in EQ-5D utility index results were observed between the IDL + BR and the placebo + BR
treatment groups.

Issue resolved.

24, Please provide details as regards adherence to PJP and CMV prophylaxis.
Applicant’s Response

A summary of subjects who experienced PJP during the study by PJP prophylaxis status was provided
in the Study GS-US-312-0115 Interim 1 CSR Section 15 Table 8.3.

However, please note that on 25 March 2016, safety information and protocol guidelines for toxicity
management were updated for consistency across IDL studies. These changes included mandated
prophylaxis for PJP and mandated CMV surveillance. Because the requirements for PJP prophylaxis and

CMV surveillance were not in place until GS-US-312-0115 Protocol Amendment 7, complete data

regarding adherence to PJP prophylaxis and CMV surveillance were not collected for the entire duration
of the study.

Rapporteur

Interpretable data are not available.
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| Resolved in the sense not further pursued.

Question 25.

Adverse reactions led to the stopping of all first-line studies. Please compare adverse events
of special interest per 2 months period IDL + BR vs. BR in studies 0015 and 0023. Please
also discuss whether there is a “"true” increase in add-on toxicity related to line of therapy
and if so if there are underlying mechanisms making this plausible.

Summary of response

Discontinuations due to AEs were almost twice as frequent over the first month and between Months 1
and 3 in the IDL + BR regimen of the front-line study (GS-US-312-0123) compared with the same
regimens in the relapsed study population (Study GS-US-312-0115), indicating poorer tolerability of
IDL + BR in the front-line setting. In both studies, there were more infectious SAEs overall in the

IDL + BR regimen than in the placebo + BR regimen (40.1% vs 23.4% in the relapsed population and
30.8% vs 9.1% in the front-line population). However, the differences between the regimens in the
front-line study was much greater than in the relapsed study due to the relatively low percentage of
infectious SAEs in the front-line population receiving placebo + BR (9.1%).

Similarly, during the first month on study there were more deaths overall in the IDL + BR regimen
than in the placebo + BR regimen. In the relapsed CLL study, the slight imbalance over 1 month was
reversed between Months 1 and 3 and at time points thereafter, while the more significant imbalance
in early deaths in the front-line CLL subjects remained. The absence of early deaths in the comparator
arm of the front-line study is notable. The early deaths in the front-line study were almost entirely due
to infectious AEs.

Adverse events of interest (AEIs) for IDL include events observed in previous studies with IDL as well
as disease-related events associated with CLL. AEIs for IDL include bowel perforation of any grade,
CMV infection of any grade, diarrhea/colitis = Grade 3, febrile neutropenia = Grade 3, infection

= Grade 3, PJP of any grade, pneumonitis of any grade, PML of any grade, and rash per Gilead MST
= Grade 3. No events of PML were reported during Study GS-US-312-0115.

The incidence and prevalence of AEIs for Study GS-US-312-0115 and Study GS-US-312-0123 are
presented by 12-week interval in Table 44. Twelve-week intervals, rather than 2-month intervals, are
provided herein to align with data provided in the CSRs.

The incidence and prevalence of = Grade 3 diarrhea/colitis appears similar between the front-line and
relapsed populations through Week 60, and thereafter appears higher in the relapsed population. The
incidence and prevalence of > Grade 3 febrile neutropenia appears similar between the front-line and
relapsed populations through Week 48, and thereafter appears higher in the relapsed population. The
incidence and prevalence of = Grade 3 infections appeared higher in the front-line population for the
first 12 weeks, and thereafter appeared higher in the relapsed population. The incidence and
prevalence of = Grade 3 rash per MST appears higher throughout the study in the front-line
population.

The idelalisib development program experience to date does not support a by-line, overall increased
add-on toxicity. The underlying mechanism for the increased early infectious events and associated
fatalities seen in the idelalisib front-line CLL studies does not appear attributable to a single identified
factor (eg severe neutropenia, decreased CD4+ counts, con-committant bendamustine administration),
but is more likely due to heightened immunomodulatory effects experienced by some patients with a
treatment-naive immune system.

Rapporteur

The MAHSs conclusions (yellow above) are supportive on a descriptive level and are in line with PRAC
conclusions.
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| Resolved

Question 26.

In the protocol of study GS-US-312-0115 it was stated (in the section of dose modifications)
that tumour lysis syndrome (TLS) had occurred in 5% of subjects treated with idelalisib in
combination with bendamustine or bendamustine rituximab. In the safety summary and in
the interim CSR of study GS-US-312-0115 no cases of TLS have been reported. The applicant
is requested to clarify.

Applicant’s Response

Study GS5-US-312-0115 Protocol Amendment 9 included the following statement in the

Premedications section (Section 5.3.2): In the absence of concomitant cytotoxic administration, tumor
lysis syndrome is uncommon with either IDL or rituximab. Tumor lysis syndrome has occurred in ~5%
of patients when IDL had been combined with bendamustine or bendamustine/rituximab. Investigators
may wish to institute prophylaxis and monitoring for tumor lysis syndrome according to local practices.

In the integrated safety analysis of studies with IDL m2.7.4 (CLL sSNDA ID+BR Jan 2017),
tumor lysis syndrome was reported for the following:

e 11.1% of subjects treated with IDL + B
e 3.4% of subjects treated with IDL + BR

e 2.1% of subjects treated with IDL + R

Rapporteur:

The approximations are accepted.

Resolved

Clinical Safety Aspects

Question 27
It has not been reported whether cases of overdose in study GS-US-312-0115 have
occurred. If so, narratives should be provided.

Applicant’s Response
Overall, 6 subjects had dosing errors of study drug: 4 subjects randomized to treatment with IDL + BR

and 2 subjects randomized to treatment with placebo + BR. There were 5 cases of overdosing and
1 case of underdosing. Narratives for the 6 dosing errors are as follows:
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) Subject_ (IDL + BR): Beginning 02 July 2014, the subject took 2 study drug tablets
twice daily (for 300 mg IDL twice daily) rather than 1 tablet twice daily (for 150 mg IDL twice
daily) for a 10-day period. No AE or SAE associated with this dosing error was reported.

. Subject_(IDL + BR): Beginning 07 October 2013, the subject took 3 study drug
tables twice daily (for 450 mg IDL twice daily) rather than 1 tablet twice daily (for 150 mg IDL
twice daily) for a 9-day period. No AE or SAE associated with this dosing error was reported. Local
laboratory samples drawn following this event were within normal parameters.

) Subject_(IDL + BR): Over the course of 82 days, the subject took 4 more tablets
than prescribed: 168 tablets rather than 164 tablets. No AE or SAE associated with this dosing
error was reported.

. Subject_ (IDL + BR): On 10 June 2014 the subject was assigned 3 bottles of 100 mg
IDL tablets rather than 3 bottles of 150 mg IDL tablets in error. The subject took IDL 100 mg twice
daily from 10 June 2014 through 05 August 2014, at which time the error was discovered and the
subject was given the correct tablet strength for the remainder of the study. No AE or SAE
associated with this dosing error was reported.

. Subject_ (Placebo + BR): Upon reconciliation of study drug, 8 tablets of placebo were
noted as missing. The subject may have taken 1 extra tablet each morning for 8 days. No AE or
SAE associated with this dosing error was reported. Local laboratory samples drawn following this
event were within normal parameters.

o Subject I Pacebo + BR): From 18 September 2013 through 16 October 2013, the
subject took 3 placebo tables twice daily (for a total of 6 tablets daily) rather than 1 placebo tablet
twice daily (for a total of 2 tablets daily). The subject reported Grade 3 neutropenia assessed by
the investigator as related to study drug and BR, and Grade 3 thrombocytopenia assessed by the
investigator as related to bendamustine.

Co-Rapporteur

The missing information has been provided by the MAH and does not raise any concerns with respect
to the number of cases and the potential safety issue as for 5 out of 6 cases the dosing errors were not
associated with AE or SAE.

Issue resolved

Question 28
The laboratory abnormalities observed in study GS-US-312-0115 related to IDL + BR
exposure should be further elucidated with respect to potassium, albumin and phosphate.

Applicant’s Response

Further discussion of potassium, albumin, and phosphate laboratory abnormalities is provided below. A
summary of the worst postbaseline grades of these abnormalities is provided in Table 20, and a
summary of all treatment-emergent serum chemistry abnormalities is provided in the Study

GS-US-312-0115 Interim CSR Section 15.1 Table 8.3.2.

Seven subjects (3.4%) in the IDL + BR group had postbaseline increases in potassium (hyperkalemia)
of any grade: no subject had a Grade 3 increase and 1 subject (0.5%) had a Grade 4 increase. Eight
subjects (3.8%) in the placebo + BR group had postbaseline increases in potassium of any grade: no
subject had a Grade 3 increase and 1 subject (0.5%) had a Grade 4 increase.

Fifty-five subjects (26.6%) in the IDL + BR group had postbaseline decreases in potassium
(hypokalemia) of any grade: 11 subjects (5.3%) had a Grade 3 decrease and 2 subjects (1.0%) had a
Grade 4 decrease. Thirty subjects (14.4%) in the placebo + BR group had postbaseline decreases in
potassium of any grade: 7 subjects (3.3%) had a Grade 3 decrease and no subject had a Grade 4
decrease.
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Forty-eight subjects (23.2%) in the IDL + BR group had postbaseline hypoalbuminemia of any grade:
3 subjects (1.4%) had a Grade 3 decrease and no subject had a Grade 4 decrease. Thirty subjects
(14.4%) in the placebo + BR group had postbaseline hypoalbuminemia of any grade, none of which
were Grade 3 or Grade 4.

Forty-seven subjects (22.7%) in the IDL + BR group had postbaseline decreased phosphate
(hypophosphatemia) of any grade: 26 subjects (12.6%) had a Grade 3 decrease and no subject had a
Grade 4 decrease. Thirty-four subjects (16.3%) in the placebo + BR group had postbaseline decreased
phosphate of any grade: 14 subjects (6.7%) had a Grade 3 decrease and no subject had a Grade 4
decrease.

Table 20 GS-US-312-0115: Treatment-Emergent Potassium, Albumin, and Phosphate
Laboratory Abnormalities, Worst Grade Post Baseline (Safety Analysis Set)

IDL + BR Pl + BR
(N = 207) (N = 209)
Worst Grade Abnormality Post Baseline n (%) n (%)
Potassium (Hyperkalemia)
1 3(1.4%) 1 (0.5%)
2 3 (1.4%) 6 (2.9%)
3 0 0
4 1 (0.5%) 1 (0.5%)
3to4 1 (0.5%) 1 (0.5%)
1to4 7 (3.4%) 8 (3.8%)
Potassium (Hypokalemia)
1 42 (20.3%) 23 (11.0%)
2 0 0
3 11 (5.3%) 7 (3.3%)
4 2 (1.0%) 0
3to4 13 (6.3%) 7 (3.3%)
1to4 55 (26.6%) 30 (14.4%)

Albumin (Hypoalbuminemia)

1 26 (12.6%) 9 (4.3%)
2 19 (9.2%) 21 (10.0%)
3 3 (1.4%) 0
4 0 0
3 tod 3 (1.4%) 0
1to4 48 (23.2%) 30 (14.4%)

Phosphate (Hypophosphatemia)

1 0 0
2 21 (10.1%) 20 (9.6%)
3 26 (12.6%) 14 (6.7%)
4 0 0

3to 4 26 (12.6%) 14 (6.7%)
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IDL + BR Pl + BR
(N = 207) (N = 209)

Worst Grade Abnormality Post Baseline n (%) n (%)
1to4 47 (22.7%) 34 (16.3%)

Co-Rapporteur

It is noted that in the IDL+BR arm a higher proportion of patients have postbaseline hypokalemia,
hypoalbuminenﬁia, hypophosphatemia of which a proportion was grade 3/4. In the case of
hypophosphatemia 55% of the gri-4 events were grade 3 or 4. The MAH does not provide an
explanation for the electrolyte disturbances. More information is needed to assess whether
hypokalemia, hypoalbuminemia, hypophosphatemia coincided, and on the time to event, time to
resolution, and comedication required. Additionally the laboratory abnormalities should be presented in
section 4.8. of the SmPC.

Issue not resolved

Question 29

Neutrophil count monitoring is recommended in the SmPC. In the event of severe
neutropenia, treatment should be interrupted and may be restarted at a lower dose upon
resolution. Noticeable, dose interruption due to neutropenia was only reported in 3.9%,
whereas discontinuations or dose reductions were reported < 2% of the cases. As such the
applicant is requested to report what measures were taken to address the severe cases of
neutropenia (e.g. concomitant medication) and to what extent these cases resolved
spontaneously.

Applicant’s Response

The guidance provided by the protocol for subjects with Grade 4 neutropenia is to interrupt idelalisib
until the neutropenia is Grade 3 or less. The measures taken to address severe cases of neutropenia

include use of growth factors as per established clinical guidelines (Study G5-US-312-0115

Protocol Amendment 9, Table 5-6 and Section 5.6.6; {Rizzo 2008, Smith 2006}. Granulocyte
Colony-Stimulating Factors (G-CSF) and erythropoietin (filgrastim, PEG-filgrastim, lenograstim) may be
administered in response to Grade 4 neutropenia or neutropenic complications. In particular, G-CSF
use should be considered if providing hematopoietic support might help to maintain study drug
treatment

Grade 4 neutropenia that required IDL interruption occurred in 41 subjects (19.8%) in the IDL + BR
group and 19 subjects (9.1%) in the placebo + BR group.

Of the 41 subjects from the IDL + BR group that reported Grade 4 neutropenia, 36 had no change in
IDL dose. Six of these 36 subjects with Grade 4 neutropenia also were not treated with concomitant
growth factors. The disposition of these subjects follows:

) Subject_ Grade 4 neutropenia started on 03 September 2013 and resolved by 28
October 2013, though this subject had Grade 3 neutropenia on 11 November 2013.

) Subject_, Grade 4 neutropenia started on 11 February 2015 and resolved by 25 March
2015

) Subject_, Grade 4 neutropenia started on 05 May 2014 and resolved by 16 May 2014

) Subject_ Grade 4 neutropenia started on 16 September 2014 and resolved by
30 September 2014.
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o Subject . Grade 4 neutropenia started on 14 April 2014 and resolved to < Grade 3 by

28 April 2014

o Subject I Grade 4 neutropenia started on 06 November 2014 and resolved to < Grade

3 by 12 Nove

mber 2014

The other 30 subjects received growth factors as presented in Table 46. In all but two cases, the Grade
4 neutropenia resolved. In those 2 cases, the neutropenia events were ongoing and the subjects

was treated with 1 course of filgrastim and
2 courses of pedfilgrastim, and subsequently the patient declined any additional treatment and study
drug was not resumed. Subject
withdrawn from the study by the physician, citing cytopenia and compliance issues (CHMP Listing 4.1).

ultimately withdrew from study drug. Subject

was treated with 6 courses of filgrastim, and was

Table 46 Study GS-US-312-0115: Subjects with Grade 4 Neutropenia who Received Growth Factors and had Ne
Change in IDL Dose
IDL Treatment Mumberof Episodes of Growth Factor Courses
Subject First Exposure Last Exposure Neutropenia Growth Factor Name Received
12 May 2014 16 Oct 2014 4 filgrastim, b
02 Tume 2014 16 Aug 2014 1 flgrastim 4 I

9 June 2084 2 May 2016 i filgrastim 3
13 Aug 2013 02 BMay 2016 i fil 1
7 Der 2013 13 Apr 2015 i pegfdorastim i
06 Aug 2013 28 Sept 2013 2 flgrastim 5
30t 20613 14 Feb 14 i Heratm !
pegiilprastm

18 Mov 13 11Feb I3 i pegfilarastim i

2 Ful 13 15 hay 14 i lenpgrastim 7
25-Jun-14 2 May-14 1 lenogrmetin &
0 Jan 14 13 Apr i3 i flgrastm,
20 Aug 13 14 Apr 13 4 filgrastim i

20 May 14 1 et 14 1 flgrastim &

01 ol 14 (2 May 16 i 2

2

05Tl 14 28 Mow 14 3 lenograstim i
pegilzrastm 2

1 Apr 14 02 May 16 1 filerastim, 1

02 June 14 02 May 16 i fllprastim, 2

12 Ang 13 03 Jan 16 1 filgrastim 5
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IDL Treatment Numberof Episodes of Growth Factor Courses
Subject First Exposure Last Exposure Neutropenia Growth Factor Name Beceived
D3 Mar 14 25 Apr 16 2 ﬁlg:a;m :
lenggrastim 4
29 Aug 13 26 Jan 13 3 pestlptestin ’
filgrastim i
2 Feb 14 26 Sept 14 i filgrastim 3
24 Mar 14 02 May 16 2 filgrasting i1
27 Mar 14 27 May 13 3 filgrastim 4
19 Jun 14 03 Jan 16 1 pegfilerastin 5
24 Apr 14 92 May 16 3 filgastim i3
: flgrastm i
08 Jul 14 02 May 16 3 pegfilerastim 3
lenogrestinm i
22 Jul 14 2 May 16 1 filzrastim &
06 Aug 14 16 Mov 13 i filgragtin 2
24 Jul 14 10 Mo 13 1 filgrastim iy

Source: Study G5-T8-312-0113, Bection 16 27, Listine 4.1, Listing 4 9.2, Listing 6. 11, CEILP Listing 30.3, Listing 30.18 B

A further 5 subjects in the IDL + BR treatment group had IDL dose interruptions, reductions, or
withdrawal due to Grade 4 neutropenia. Two subjects had their IDL dose transiently interrupted due to
neutropenia. Subject | had IDL interrupted from 02 September 2014 to
17 September 2014 due to neutropenia, was not treated with any growth factors, and ultimately had
the IDL dose reduced to 100 mg due to an AE of toxic hepatitis. The subject continued the study
receiving 100 mg IDL (Study GS-US-312-0115 Interim 1 CSR, Listing 4.9.2). The second subject,

, had a dose interruption due to neutropenia from 28 January 2014 to 04 February 2014,
and no treatment with growth factors. After the neutropenia resolved, the dose was increased to
150 mg IDL (Study GS-US-312-0115 Interim 1 CSR, Listing 4.9.2).

Two subjects with Grade 4 neutropenia had their dose reduced to 100 mg. One subject, [ IENGTGTcNIN
had Grade 4 neutropenia that started at relative Day 601 and ended on Day 608, had the dose of IDL
interrupted for 2 days (25 Sept 2015 to 27 Sept 2015) after which the IDL dose was increased to

150 mg of IDL. The IDL dose was subsequently reduced to 100 mg on 27 April 2016 due to
neutropenia and remained reduced. Subject | received 11 courses of filgrastim. Subject
*remained at the 150 mg IDL dose until 18 January 2016, when the dose of IDL was
interrupted until 27 April 2016 due to hospitalization with a respiratory infection, and resumed a dose
of 100 mg IDL on 27 April 2016. A second subject, I had Grade 4 neutropenia that
started at Day 463 and ended on Day 499, with the dose of IDL reduced to 100 mg on 07 August
2015, due to Grade 4 neutropenia and Grade 2 diarrhea. Subject NN rcceived 1 course of
filgrastim (03 August 2015 to 05 August 2015) and the subject continued on the reduced dose of

100 mg IDL (Study GS-US-312-0115 Interim 1 CSR, Listing 1.9.4 and Listing 4.9.2).

Subject_ was given 1 course of pegfilgrastim and 3 courses of filgrastim (last course was
completed 06 March 2015), and had IDL withdrawn due to neutropenia on 18 February 2015, and
again from 21 February 2015 to 06 March 2015 due to agranulocytosis during hospitalization

(Study GS-US-312-0115 Interim 1 CSR, Listing 1.9.4 and Listing 6.1.4). Subject

discontinued from the study on Day 297 (07 May 2015) due to progressive disease.

Co-Rapporteur

More cases of grade 4 neutropenia occurred in the IDL+BR arm versus the placebo+BR arm. The
majority of cases grade 4 neutropenia was managed by the use of growth factors and interruption of
idelalisib, although some cases recovered spontaneously. In some cases a subsequent dose reduction
was required before resolution of the neutropenia.

The SmPC adequately covers neutropenia in section 4.2., 4.4. and 4.8.

Issue resolved
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Question 30

Data cut-off for the interim study report of study GS-US-312-0115 was 02 May 2016, as
such a full update of safety from study GS-US-312-0115, including patients in long-term
follow-up, is requested.

Applicant’s Response

Updated safety results based on a data cutoff date of 31 March 2017 are presented.

A summary of the main results is depicted here. For the full updated safety text please refer to the RSI
as provided by the MAH.

Extent of Exposure

Of the 416 subjects randomized in the study, 415 received at least 1 dose of study drug (IDL or
placebo) and were evaluable for study drug exposure. The median (Q1, Q3) duration of exposure to
IDL in the IDL + BR group was 18.2 (5.8, 30.1) months (range: 0.0 to 54.4 months). The median
(Q1, Q3) duration of exposure to placebo in the placebo + BR group was 11.1 (5.8, 16.6) months
(range: 0.5 to 28.5 months).

An overall summary of AEs for subjects in the Safety Analysis Set is provided in Table 48. AEs were
common in both groups, reported for 207 subjects (100%) in the IDL + BR group and 203 subjects
(97.1%) in the placebo + BR group. Serious adverse events (SAEs) were reported for 149 subjects
(72.0%) in the IDL + BR group and 94 subjects (45.0%) in the placebo + BR group (Table 48). The
subgroup analyses of AEs by gender, age (< 65 years versus = 65 years), and race (white versus
nonwhite) were generally consistent with the overall analysis.

Table 21 GS-US-312-0115: Study Drug (Idelalisib/Placebo) Exposure (Safety Analysis
Set)
IDL + BR Pl + BR Total
(N = 207) (N = 209) (N = 416)
Duration of Exposure to IDL/Placebo (Months)?®
N 207 208 415
Mean (StD) 18.4 (13.08) 11.4 (6.47) 14.9 (10.88)
Median 18.2 11.1 13.4
Q1, Q3 5.8, 30.1 5.8, 16.6 5.8, 204
Min, Max 0,54.4 0.5, 28.5 0,54.4
Cumulative Exposure to IDL/Placebo, n (%)
> 1 Day 207 (100) 208 (99.5) 415 (99.8)
> 2 months 186 (89.9) 199 (95.2) 385 (92.5)
> 4 months 171 (82.6) 173 (82.8) 344 (82.7)
> 6 months 154 (74.4) 154 (73.7) 308 (74.0)
> 12 months 127 (61.4) 90 (43.1) 217 (52.2)
> 18 months 104 (50.2) 34 (16.3) 138 (33.2)
> 24 months 74 (35.7) 8 (3.8) 82 (19.7)
= 30 months 52 (25.1) 0 52 (12.5)
> 36 months 20 (9.7) 0 20 (4.8)
> 42 months 9 (4.3) 0 9(2.2)
> 48 months 1(0.5) 0 1(0.2)
Adherence, n (%)
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IDL + BR Pl + BR Total
(N = 207) (N = 209) (N = 416)

> 75% 204 (98.6) 204 (97.6) 408 (98.1)

< 75% 3 (1.4) 4 (1.9) 7 (1.7)

a Duration of exposure (months) = (min [last IDL/Placebo dosing date as captured on study drug
completion CRF page, data cutoff date] — first IDL/Placebo dosing date + 1) / 30.4375.

b Adherence (%) = (sum of pills dispensed — sum of pills returned) / (sum over all dosing period of
[total daily pills x dosing duration]), taking into account physician-prescribed reductions,
escalations, and interruptions.

Source: CHMP Table 30.2.3

Table 48 GS-US-312-0115: Overall Summary of Adverse Events (Safety
Analysis Set)
IDL+BR PI+BR
N =207) =209
Adverse Event Category n (%) n (%)
AnyAE 207 (100 03070
AE Related to IDL or Placebo 175345 125 (39.8)
AE Related to Rituximab 145 (0.0 143 (6943
AERelgted to Bendamustine 163 (81D EEREVE Y
Any AE> Grade3 197 (85.0) 163 (7800
AEz Grade 3 Relsted to IDL or Placebo 145 0.0 68(32.5)
AEz Grade 3 Relsted to Rituximab W0 833038
AEz Grade 3 Related to Bendamustine M80LY 1200074y
AnySAE 149 720y G445
SAE Related to IDL or Placebo 78377 2801349
SAE Related to Rituximeb 48232 280134
SAE Related to Bendamustine Ti34.3) 4180
AE Leadimg to IDL/Placebo Dose Reduction IF(6H 1306
AE Leading to IDLPlacebo Dose Interruption 126 (80.9) 490234
AE Leating to IDL/Placebo Discontimuation 836400 348
AELeadmg to Death 2T5.0 1981

SAE = serious adverseevent
Ealationshipto stady drug was determined by theinvastigator; AE s with missing relationships wess considared to becelated.
Source: CHMP Tabls 303

Most Common Adverse Events

Adverse events reported for [ 10% of subjects in either treatment group are summarized by SOC and
PT by decreasing frequency in the IDL + BR group in Table 49.

The most commonly reported AEs (reported for = 25% of subjects) by treatment group included the
following:
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. IDL + BR: neutropenia (132 subjects, 63.8%), diarrhea (90 subjects, 43.5%), pyrexia (90
subjects, 43.5%), nausea (60 subjects, 29.0%), anemia (56 subjects, 27.1%), and cough (52
subjects, 25.1%)

. Placebo + BR: neutropenia (114 subjects, 54.5%), nausea (73 subjects, 34.9%), and pyrexia
(63 subjects, 30.1%)

Exposure-Adjusted Incidence Rates of Common Adverse Events

Adverse events reported for > 10% of subjects in either treatment group are summarized by PT and
decreasing frequency of the exposure-adjusted incident rate in the IDL + BR group in Table 50.

Adverse events with the highest exposure-adjusted incidence rates (= 0.25 events/subject-year) by
treatment group included the following:

e IDL + BR: neutropenia (0.99 events/subject-year), pyrexia (0.41 events/subject-year), diarrhea
(0.40 events/subject-year), and nausea (0.25 events/subject-year).

e Placebo + BR: neutropenia (0.96 events/subject-year), nausea (0.50 events/subject-year),
pyrexia (0.36 events/subject-year), fatigue (0.30 events/subject-year), anemia
(0.29 events/subject-year), infusion-related reaction (0.29 events/subject-year), cough
(0.27 events/subject-year), diarrhea (0.26 events/subject-year), and thrombocytopenia
(0.25 events/subject-year).

Adverse events (any grade) with an exposure-adjusted incidence rate > 0.10 events/subject-year more
common in the IDL + BR group included the following: diarrhea, febrile neutropenia, and ALT increased.

Adverse Events of Interest

Tables have been omitted for this section - please refer to Response document of the applicant.

Adverse events of interest for IDL include bowel perforation of any grade, CMV infection of any grade,
diarrhea/colitis 2 Grade 3, febrile neutropenia > Grade 3, infection = Grade 3, PJP of any grade,
pneumonitis of any grade, PML of any grade, and rash per Gilead MST = Grade 3.

Bowel Perforation (Any Grade)

Through the data cutoff date for this report (31 March 2017), 1 subject (0.5%) in the IDL + BR group
reported an AE of bowel perforation, and no subjects in the placebo + BR group reported AEs of bowel

perforation (CHMP Table 30.27).

The exposure-adjusted incidence rate (95% CI) for bowel perforation of any grade was
0.00 events/subject-year (0.00, 0.02) in the IDL + BR group and 0.00 events/subject-year
(NEst, 0.02) in the placebo + BR group (Table 53).

The median (Q1, Q3) time to onset of the first event of bowel perforation in the IDL + BR group was
28.3 (28.3, 28.3) weeks (n = 1), and the median (Q1, Q3) time to resolution was 0.1 (0.1, 0.1) weeks

(cHMp Table 30.27.7).

No subject in either treatment group had a dose reduction or dose interruption due to bowel
perforation. One subject (0.5%) in the IDL + BR group and no subjects in the placebo + BR group

discontinued study drug due to bowel perforation (CHMP Tables 30.27.3, 30.27.4, and
30.27.5).

No deaths due to bowel perforation were reported in this study (CHMP Table 30.27).
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Cytomegalovirus Infection (Any Grade)

The analysis for CMV infection utilized the Medical Dictionary for Regulatory Terms (MedDRA) HLT
“cytomegaloviral infections” or the MedDRA PT “cytomegalovirus test positive.” Through the data cutoff
date for this report (31 March 2017), 14 subjects (6.8%) in the IDL + BR group and 3 subjects (1.4%)

in the placebo + BR group reported CMV of any grade (CHMP Table 30.27).

The exposure-adjusted incidence rate (95% CI) for CMV of any grade was 0.04 events/subject-year
(0.02, 0.07) in the IDL + BR group and 0.01 events/subject-year (0.00, 0.04) in the placebo + BR
group (Table 55).

The median (Q1, Q3) time to onset of the first event of CMV in the IDL + BR group was

18.3 (10.4, 26.4) weeks (n = 14), and the median (Q1, Q3) time to resolution was 3.5 (2.4, 6.0)
weeks (n = 12). Among subjects in the placebo + BR group, the median (Q1, Q3) time to onset of the
first event of CMV was 7.4 (5.9, 44.0) weeks (n = 3), and the median (Q1, Q3) time to resolution was

14.4 (2.3, 26.4) weeks (n = 2) (CHMP Table 30.27.7).

One subject (0.5%) in the IDL + BR group and no subjects in the placebo + BR had a dose reduction
due to CMV. One subject (0.5%) in the IDL + BR group and 1 subject (0.5%) in the placebo + BR
group had dose interruptions due to CMV. One subject (0.5%) in the IDL + BR group and 1 subject

(0.5%) in the placebo + BR group discontinued study drug due to CMV (CHMP Tables 30.27.3,
30.27.4,and 30.27.5).

One death attributed to CMV was reported in the placebo + BR group (CHMP Table 30.27). A
narrative for this subject was provided in the Study GS-US-312-0115 Interim 1 CSR Section 15.2.

Diarrhea/Colitis (= Grade 3)

The analysis for the AEI of diarrhea/ colitis utilized the MedDRA PTs “diarrhoea” and “colitis.” Through the
data cutoff date for this report (31 March 2017), 31 subjects (15.0%) in the IDL + BR group and

4 subjects (1.9%) in the placebo + BR group had > Grade 3 diarrhea/colitis (CHMP Table 30.27).

The exposure-adjusted incidence rate (95% CI) for = Grade 3 diarrhea/colitis was
0.10 events/subject-year (0.07, 0.14) in the IDL + BR group and 0.02 events/subject-year
(0.01, 0.05) in the placebo + BR group (Table 57).

Data collected through the data cutoff date for this report confirms the late onset of diarrhea/colitis
among subjects treated with IDL. The median (Q1, Q3) time to onset of the first > Grade 3 event of
diarrhea/colitis in the IDL + BR group based on the data cutoff date for this report was

67.4 (12.6, 109.4) weeks (n = 31) compared with 38.6 (11.1, 79.6) weeks (n = 28) reported in the
Interim 1 CSR. The median (Q1, Q3) times to resolution of the highest grade diarrhea/colitis event
(= Grade 3) were similar: 2.1 (1.0, 5.1) weeks (n = 28) based on the data cutoff date for this report,
and 2.0 (0.9, 4.3) weeks (n = 23) reported in the Interim 1 CSR. In the placebo + BR group, the
results reported in the Interim 1 CSR were identical to those observed at the data cutoff for this
report: the median (Q1, Q3) time to onset of the first = Grade 3 event of diarrhea/colitis was

16.4 (10.4, 29.6) weeks (n = 4), and the median (Q1, Q3) time to resolution of the highest grade

diarrhea/colitis event (> Grade 3) was 0.9 (0.4, 1.8) weeks (n = 4) (CHMP Table 30.27.7 and
Study GS-US-312-0115 Interim 1 CSR Section 11.2.4.2).

In the IDL + BR group, 4 subjects (1.9%) had a dose reduction due to > Grade 3 diarrhea/colitis,
18 subjects (8.7%) had a dose interruption due to > Grade 3 diarrhea/colitis, and 8 subjects (3.9%)
discontinued the study drug (IDL) due to > Grade 3 diarrhea/colitis. In the placebo + BR group, no
subject had a dose reduction, 2 subjects (1.0%) had a dose interruption due to = Grade 3
diarrhea/colitis, and no subjects discontinued the study drug (placebo) due to = Grade 3

diarrhea/colitis (CHMP Tables 30.27.3, 30.27.4, and 30.27.5).

No deaths due to diarrhea/colitis were reported in this study (CHMP Table 30.27).
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Febrile Neutropenia (= Grade 3)

An imbalance in the incidence of = Grade 3 febrile neutropenia was observed in this study: 50 subjects
(24.2%) in the IDL + BR group and 13 subjects (6.2%) in the placebo + BR group (CHMP

Table 30.27).

Through the data cutoff date for this report (31 March 2017), the exposure-adjusted incidence rate
(95% CI) for = Grade 3 febrile neutropenia was 0.18 events/subject-year (0.13, 0.24) in the IDL + BR
group and 0.06 events/subject-year (0.03, 0.11) in the placebo + BR group (Table 59).

The median (Q1, Q3) time to onset of the first event of = Grade 3 febrile neutropenia in the IDL + BR
group was 10.0 (3.0, 22.0) weeks (n = 50), and the median (Q1, Q3) time to resolution was

1.1 (0.7, 1.3) weeks (n = 49). Among subjects in the placebo + BR group, the median (Q1, Q3) time
to onset of the first event of > Grade 3 febrile neutropenia was 4.1 (2.1, 18.6) weeks (n = 13), and

the median (Q1, Q3) time to resolution was 1.1 (0.9, 1.6) weeks (n = 12) (CHMP Table 30.27.7).

In the IDL + BR group, 2 subjects (1.0%) had a dose reduction, 15 subjects (7.2%) had a dose
interruption, and 5 subjects (2.4%) discontinued the study drug (IDL) due to = Grade 3 febrile
neutropenia. In the placebo + BR group, no subject had a dose reduction, 3 subjects (1.4%) had a
dose interruption, and 2 subjects (1.0%) discontinued the study drug (placebo) due to = Grade 3

febrile neutropenia (CHMP Tables 30.27.3, 30.27.4, and 30.27.5).

No deaths among subjects in the IDL + BR group due to = Grade 3 febrile neutropenia were reported
in this study. One death (0.5%) among subjects in the placebo + BR group due to = Grade 3 febrile

neutropenia was reported (CHMP Table 30.27). A narrative for this subject was provided in the
Study GS-US-312-01115 Interim 1 CSR Section 15.2.

Infection (= Grade 3)

For the AEI of = Grade 3 infection, the analysis utilized the MedDRA SOC “Infections and Infestations”
and the MedDRA PT “febrile neutropenia.” Through the data cutoff date for this report (31 March
2017), 112 subjects (54.1%) in the IDL + BR group and 60 subjects (28.7%) in the placebo + BR
group reported = Grade 3 infection (CHMP Table 30.27).

The exposure adjusted incidence rate (95% CI) for = Grade 3 infection was 0.50 events/subject year
(0.41, 0.60) in the IDL + BR group and 0.32 events/subject year (0.24, 0.41) in the placebo + BR
group (Table 62).

The median (Q1, Q3) time to onset of the first event of > Grade 3 infection in the IDL + BR group was
14.2 (5.3, 29.0) weeks (n = 112), and the median (Q1, Q3) time to resolution was 1.3 (0.9, 2.6)
weeks (n = 104). Among subjects in the placebo + BR group, the median (Q1, Q3) time to onset of
the first event of = Grade 3 infection was 13.1 (4.1, 26.6) weeks (n = 60), and the median (Q1, Q3)
time to resolution was 1.4 (1.0, 3.6) weeks (n = 50) (CHMP Table 30.27.7).

In the IDL + BR group, 5 subjects (2.4%) had a dose reduction due to > Grade 3 infection, 38 subjects
(18.4%) had a dose interruption due to = Grade 3 infection, and 20 subjects (9.7%) discontinued the
study drug (IDL) due to = Grade 3 infection. In the placebo + BR group, 1 subject (0.5%) had a dose
reduction due to > Grade 3 infection, 12 subjects (5.7%) had a dose interruption due to = Grade 3
infection, and 12 subjects (5.7%) discontinued the study drug (placebo) due to = Grade 3 infection
(CHMP Tables 30.27.3, 30.27.4, and 30.27.5).

Fourteen subjects (6.8%) in the IDL + BR group and 10 subjects (4.8%) in the placebo + BR group
died due to > Grade 3 infections (CHMP Table 30.27). Narratives for these subjects were provided in
the Study GS US 312 0115 Interim 1 CSR Section 15.2.

Pneumocystis jirovecii Pneumonia (Any Grade)

For the AEI of PJP, the analysis utilized the MedDRA HLT “Pneumocystis Infections.” Through the data
cutoff date for this report (31 March 2017), 4 subjects (1.9%) in the IDL + BR group and no subjects in
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the placebo + BR group reported PJP of any grade (CHMP Table 30.27). Narratives for subjects with PJP
events of any grade were provided in the Study GS US 312 0115 Interim 1 CSR Section 15.2.

The exposure adjusted incidence rate (95% CI) for PJP of any grade was 0.01 events/subject year (0.00,
0.03) in the IDL + BR group and 0.00 events/subject year (NEst, 0.02) in the placebo + BR group (Table
64).

The median (Q1, Q3) time to onset of the first event of PJP of any grade in the IDL + BR group was 31.0
(21.6, 48.7) weeks (n = 4), and the median (Q1, Q3) time to resolution was 3.1 (2.6, 3.9) weeks (n = 4).
No subjects in the placebo + BR group reported PJP of any grade (CHMP Table 30.27.7).

No subject in either treatment group had a dose reduction or study drug discontinuation due to PJP. Two
subjects (1.0%) in the IDL + BR and no subjects in the placebo + BR group had a dose interruption due to
PJP (CHMP Tables 30.27.3, 30.27.4, and 30.27.5).

Pneumonitis (Any Grade)

Through the data cutoff date for this report (31 March 2017), 8 subjects (3.9%) in the IDL + BR group
and 2 subjects (1.0%) in the placebo + BR group reported pneumonitis of any grade (CHMP Table
30.27).

The exposure adjusted incidence rate (95% CI) for pneumonitis of any grade was 0.02 events/subject
year (0.01, 0.05) in the IDL + BR group and 0.01 events/subject year (0.00, 0.03) in the placebo + BR
group (Table 66).

The median (Q1, Q3) time to onset of the first event of pneumonitis of any grade in the IDL + BR
group was 48.4 (23.1, 64.1) weeks (n = 8), and the median (Q1, Q3) time to resolution was 2.2 (1.1,
7.6) weeks (n = 4). In the placebo + BR group, the median (Q1, Q3) time to onset of the first event of
pneumonitis of any grade was 31.9 (24.6, 39.1) weeks (n = 2), and the time to resolution was 9.1
weeks (n = 1) (CHMP Table 30.27.7).

One subject (0.5%) in the IDL + BR group and no subjects in the placebo + BR group had a dose
reduction due to pneumonitis. One subject (0.5%) in the IDL + BR and 1 subject (0.5%) in the placebo
+ BR group had a dose interruption due to pneumonitis. Three subjects (1.4%) in the IDL + BR group
and no subjects in the placebo + BR group discontinued the study drug due to pneumonitis (CHMP
Tables 30.27.3, 30.27.4, and 30.27.5).

One subject (0.5%) in the IDL + BR group and no subjects in the placebo + BR group died due to
pneumonitis (CHMP Table 30.27). A narrative for this subject was provided in the Study GS US 312
0115 Interim 1 CSR Section 15.2.

Progressive Multifocal Leukoencephalopathy
No subject reported PML during this study.
Rash per Gilead MST (= Grade 3)

Rash was defined per Gilead MST and included the following terms: dermatitis exfoliative, drug
eruption, drug reaction with eosinophilia and systemic symptoms, eosinophilic pustular folliculitis,
erythema nodosum, erythema multiforme, neurodermatitis, prurigo, rash, rash erythematous, rash
generalized, rash macular, rash maculopapular, rash morbiliform, rash papular, rash pruritic, rash
pustular, rash vesicular, skin disorder, Stevens Johnson syndrome (SJS), and toxic skin eruption.

Through the data cutoff date for this report (31 March 2017), 14 subjects (6.8%) in the IDL + BR
group and no subjects in the placebo + BR group had = Grade 3 rash per MST (CHMP Table 30.27).
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The exposure adjusted incidence rate (95% CI) for > Grade 3 rash per MST was 0.04 events/subject
year (0.02, 0.07) in the IDL + BR group and 0.00 events/subject year (NEst, 0.02) in the placebo + BR
group (Table 68).

The median (Q1, Q3) time to onset of the first = Grade 3 event of rash per MST in the IDL + BR group
was 8.5 (3.4, 11.6) weeks (n = 14), and the median (Q1, Q3) time to resolution was 8.0 (2.1, 10.1)
weeks (n = 11). No = Grade 3 rash per MST AEs were reported in the placebo + BR group (CHMP
Table 30.27.7).

Two subjects (1.0%) in the IDL + BR group and no subjects in the placebo + BR group had a dose
reduction due to = Grade 3 rash per MST. Five subjects (2.4%) in the IDL + BR group and no subjects
in the placebo + BR group had a dose interruption due to = Grade 3 rash per MST. Three subjects
(1.4%) in the IDL + BR group and no subjects in the placebo + BR group discontinued study drug due
to = Grade 3 rash per MST (CHMP Tables 30.27.3, 30.27.4, and 30.27.5).

One subject (0.5%) in the IDL + BR group and no subjects in the placebo + BR group died due to rash
per MST (CHMP Table 30.27). A narrative for this event of SJS was provided in the Study GS US 312
0115 Interim 1 CSR Section 15.2.

Cases of SJS and toxic epidermal necrolysis (TEN) with fatal outcomes have been reported when IDL
was administered concomitantly with other medications associated with these syndromes. In addition
to the event of Grade 5 SJS, one additional subject in the IDL + BR group reported Grade 3 SJS (CHMP
Table 30.7); concomitant medications included azithromycin followed by levofloxacin, acyclovir,
furosemide, and omeprazole. No case of TEN was reported in this study.
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Serious Adverse Events

Serious adverse events that were reported for = 2% of subjects in either treatment group are
summarized in Table 70.

Serious adverse events were common in both treatment groups, reported for 149 subjects (72.0%) in
the IDL + BR group and 94 subjects (45.0%) in the placebo + BR group. SAEs were typical of the
population. The most frequently reported SAEs included the following:

e IDL + BR group: febrile neutropenia (44 subjects, 21.3%), pneumonia (36 subjects, 17.4%), and
pyrexia (25 subjects, 12.1%)

e Placebo + BR group: pneumonia (16 subjects, 7.7%), pyrexia (11 subjects, 5.3%), and febrile
neutropenia (10 subjects, 4.8%)

Study drug-related SAEs were reported for 78 subjects (37.7%) in the IDL + BR group and 28 subjects
(13.4%) in the placebo + BR group. SAEs assessed by the investigator as related to study drug
(IDL/placebo) that occurred in = 2% of subjects are summarized in Table 71.

The most frequently reported study drug-related SAEs included the following:

e IDL + BR group: febrile neutropenia (21 subjects, 10.1%), pneumonia (12 subjects, 5.8%), and
diarrhea (10 subjects, 4.8%)

e Placebo + BR group: pyrexia (5 subjects, 2.4%), pneumonia (4 subjects, 1.9%), and febrile
neutropenia (3 subjects, 1.4%)

Serious adverse events assessed by the investigator as related to rituximab were reported for
48 subjects (23.2%) in the IDL + BR group and 28 subjects (13.4%) in the placebo + BR group (CHMP

Table 30.25). The most frequently reported rituximab-related SAEs (reported for > 2% of subjects)
included the following:

e IDL + BR group: febrile neutropenia (11 subjects, 5.3%) and pneumonia (7 subjects, 3.4%)

® Placebo + BR group: no rituximab-related SAEs were reported for > 2% of subjects

Serious adverse events assessed by the investigator as related to bendamustine were reported for
71 subjects (34.3%) in the IDL + BR group and 40 subjects (19.1%) in the placebo + BR group (CHMP

Table 30.26). The most frequently reported bendamustine-related SAEs (reported for > 2% of
subjects) included the following:

e IDL + BR group: febrile neutropenia (28 subjects, 13.5%), pneumonia (9 subjects, 4.3%),
neutropenia (7 subjects, 3.4%), and pyrexia (6 subjects, 2.9%)
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e Placebo + BR group: febrile neutropenia (6 subjects, 2.9%), pyrexia (6 subjects, 2.9%), and

pneumonia (5 subjects, 2.4%)

Table 70 GS-US-312-0113: Serious Adverse Events Reported for
- §2 2% of Subjects in Either Treatment Group (Safety Analysis Set)
IDL + BR P+ BR
Preferred Term, n (%) {N = 207) (N = 209)
Number of Subjects (%) with any SAE 149 (72.0) 24 (45.0)
Febaile Neutropenia 44213} 104.8)
Prneumonia 36{17.4) WO
Pyrexia 25120 11(3.3)
Sepsis 11¢5.3) 4(19)
Disuboea 13(6.3) 1 (0.5}
Anasia 839} 324
Lower Respiratory Tract Infectios 734 504)
Meutropenia B{43) EXE 3]
Neutropenic Sepsis 3(1.4) 6(2.9)
Respiratory Tract Infection 4(19) 5(2.4)
Unnary Tract Infection 629y 3(1.4)
Pulmonary Embolism (1.0} 3{2.4)
Bronchitis {05 24
Colitis 54 1¢0.5)
Septic Shock 5(2.4) 140.5)
Sq Cell € L5 5(.4)
AEs were classified according w MedDBA, Version 200,
Subjects who experienced multiple events within the same PT were counted once per PT.
PTs are presented by descending order of total fraquencies,
Source: CHMP Table 30.23
°
Table 71 GS-1U8-312-0115: Serious Adverse Events Reported for 2 2% of
Subjects in Either Treatment Group Considered Related to Study
Drug (Safety Analysis Set)
IDL + BR Pl + BR
Preferred Term, n (%) (N = 207} {N = 209)
Numnber of Subjects (%) with SAEs Relatedto IDL/P T8(37.7 28(13.4)
Febrile Neutropenia 21000 EREN 3
Pneumonia 12038y 4(19)
Dianhoes 10 (4.8) 1{0.5)
Colitis 324 1(0.5)
Pyrexia 419 FE4e

AEs were classified according to MedDRA, Version 20.0.

Subjects who experienced multiple events within the same PT were counted once per PT.
Relationship to study drug was determined by tuvestigator; AEs with missing relationships were considered to be related.

Source: CHMP Table 3024

Deaths

Through the data cutoff date for this report, 161 subject deaths were reported, 70 during the study
(deaths between randomization and within 30 days following end of study) and 91 during LTFU (CHMP

Table 30.46). In the IDL + BR group, 75 subjects (36.2%) died: 38 subjects (18.4%) who died

during the study and 37 subjects (17.9%) who died during LTFU. In the placebo + BR group,

86 subjects (41.1%) died: 32 subjects (15.3%) who died during the study and 54 subjects (25.8%)

who died during LTFU.
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Adverse events leading to death were consistent with a population having advanced CLL. AEs leading
to death reported for = 2 subjects in either treatment group included the following:

e IDL + BR group: pneumonia (5 subjects, 2.4%), sepsis (3 subjects, 1.4%), and septic shock
(2 subjects, 1.0%) (CHMP Table 30.21)

e Placebo + BR group: pneumonia (5 subjects, 2.4%), sepsis (2 subjects, 1.0%), and acute
myocardial infarction (2 subjects, 1.0%) (CHMP Table 30.21)

Discontinuations Due To Adverse Events
AEs Leading to Discontinuation and Interruption of Study Drug (IDL/placebo)

A summary of AEs that led to discontinuation of study drug (IDL/placebo) in = 2 subjects in either
treatment group is summarized in Table 71. Overall, 83 subjects (40.1%) in the IDL + BR group and
31 subjects (14.8%) in the placebo + BR group discontinued study drug due to an AE. Overall, 126
subjects (60.9%) in the IDL + BR group and 49 subjects (23.4%) in the placebo + BR group had AEs
leading to dose interruption of study drug (IDL/placebo). AEs leading to interruption of study drug for

= 5% of subjects in the IDL + BR group included the following: diarrhea (32 subjects, 15.5%), ALT
increased (19 subjects, 9.2%), febrile neutropenia (15 subjects, 7.2%), and pneumonia (12 subjects,
5.8%). No AE led to interruption of study drug in the placebo + BR group for = 5% of subjects (CHMP

Table 30.13).

Overall, 35 subjects (16.9%) in the IDL + BR group and 13 subjects (6.2%) in the placebo + BR group
had AEs leading to dose reduction of study drug (IDL/placebo). AEs leading to dose reduction for = 2% of
subjects in the IDL + BR group included the following: diarrhea (9 subjects, 4.3%) and ALT increased
(6 subjects, 2.9%). No AE led to dose reduction in the placebo + BR group for > 2% of subjects (CHMP

Table 30.12).

AEs Leading to Discontinuation and Interruption of Rituximab

Adverse events leading to rituximab discontinuation are summarized in CHMP Table 30.17, and AEs
leading to interruption of rituximab dosing are summarized in CHMP Table 30.16.

AEs Leading to Discontinuation and Interruption of Bendamustine

Adverse events leading to bendamustine discontinuation are summarized in CHMP Table 30.19, and AEs
leading to interruption of bendamustine dosing are summarized in CHMP Table 30.18.
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Table 72 GS-1US-312-0115: Adverse Events Leading to Study Drug

Discontinuation for> 2 Subjects (Safety Analysis Sef)

IDL + BR Pl + BR
Preferred Term, n (%6) (N = 207) {N = 209)
No. Subjects (%) with AEs Leading to IDL/Pl Discontinuation 83 (40.1) 31148
Prneumonia 1133 4(1.9
Dianhoea 13{6.3} @
Febrile Neutropenia 324 I,
Pyrexia 4(1% 20
Sepsis 314 2(1.0)y
Anaenia 314 1(0.5)
Colitis 304 0
Hepatoceliular Injury 3{14) 0
Neutropenia EReR S 0
Pnewmonitis 314 0
Thrombaocytopenia 314 0
Abdominal Pain 2¢.0) 0
Acute Myocardial Infarction ¢ 2008
Asthenia 0 2010
Autoimmune hagmaolytic anaenia. 0 2019
Cough 2(1.0) o
Myelodysplastic syndrome 24 0
Nausea 2{1.0y 0
Pancreatitis 200 ¢
Pancvtopenia 2(10) 0
Vomiting 2.0y 0

AEs were classified according to MedDBA Version 20.0.

Subjects who experienced multiple events within the same PT were counted once per PT.

Source: CHMP Table 30,15

Clinical Laboratory Evaluations

INot presented in this report, please refer to Response document
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Co-Rapporteur

An update of approximately 11 months (previous data-cut: 2 May 2016, current DBL: 31 March 2017)
was submitted. This data showed an increased number of subjects with an IDL+BR exposure of >24
months from 51 to 74 subjects (35.7%), while the exposure of the control arm was not increased. In
general, the updated safety information is consistent with the known safety profile of idelalisib.

The increased exposure leads to more AEs leading to IDL dose interruption (122 previous DBL to 126
current DLB) and IDL discontinuation (68 previous DBL towards 83 current DBL). The AE leading to IDL
discontinuation that showed the highest increase in number (=2) was diarrhoea (increase from 5
towards 12 subjects) and 2 additional cases of febrile neutropenia compared to the previous data-cut.

Among subjects in the IDL + BR group, 126 of 207 subjects (60.9%) had an AE that led to IDL dose
interruption, an increase of 4 subjects since previous DBL. Adverse events leading to IDL dose
interruption reported for = 5% of subjects included diarrhoea (32 subjects, 15.5%), ALT increased (19
subjects, 9.2%), febrile neutropenia (15 subjects, 7.2%), and pneumonia (11 subjects, 5.3%). The 4
additional cases all had a dose interruption due to AE diarrhoea.

Assessment of the update on the number of death on study and in long-term follow up might be
hampered by the number of patients that discontinued either on study or during long term follow up.
This is discussed in more detail in efficacy Q2(above). The AEs leading to death show similar results as
during the previous round.

In conclusion, it is noticeable that the safety update with an additional 11 months of exposure to IDL
shows an higher than expected increase in number of subjects with a dose interruption of dose
discontinuation due to diarrhoea. The applicant is requested to discuss this finding taking in to account
the time to discontinuation or dose interruption due to diarrhoea and the duration of the AE of
diarrhoea should be reported.

Issue not resolved.

Question 31
Is there a relationship between degree of neutropenia and onset of pneumonia, colitis and
pyrexia?

Applicant’s Response
The grade of neutropenia within 7 days prior to the onset of pneumonia, diarrhea/colitis, or pyrexia is

shown in Table 78. No apparent relationship between degree of neutropenia and onset of
diarrhea/colitis or pyrexia was observed.
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Table 78 G8-US-312-0115: Relationship between Neutropenia Severity Grade
and Onset of Pneumonia, Diarrhea/Colitis, and Pyrexia (Safety

Analysis Set)
IDL +BR Placebo + BR
(N=20T) (N =209)
ANC Grade 0, n (%)
Any Grade Pneumonia 250040 827 (29.6)
Any Grade Diarthea/ Colitis 24860279 1348 (26.5)
Any Grade Pyrexia 2500(27.8) 13763 (20.6)
ANC Grade !, %
Any Grade Prewmonia VI 22714
Any Grade Diarthea Colitis 686 0.0 548102
Any Grade Pyrexia 690 (6.7 11831705
ANC Grade, n(%)
Any Grade Pneumontz V30 327D
Any Grade Disrrhea Colitis 86 0.0 445 3.
Any Grade Pyrexia weodLy Q63 (14.5)
ANC Grade 3, n (%)
Any Grade Pneumonia 35060 12767
Any Grade Diarchea'Colitis 4364 D
Any Grade Pyrexia 690(6.7) 365 (4.9)
ANC Graded, n %)
Any Grade Pneumonia 3001200 WIT3ED
Any Grade Diarchea Colitis 3786 (3.5) 24941
Any Grade Pyrexta 48044 36348
ANC=absaluteneutrophil count
X is the of subjects with ANC Geade 3 (X =0 to 4), within 7 days prior to AE onset.
D is th J jects with spacific AEs,

Sourse: CHLP Table 31

Co-Rapporteur
Issue solved.

5. RMP
32. Please revise the safety concerns:

For important identified risks; rash and SJS may be replaced with “Severe toxic skin
reactions, including SJS and TEN"” and replace transaminase elevations with “severe
transaminase elevations”, similarly neutropenia with “severe neutropenia”.

MAH’s Response

Three important identified risks have been revised in the EU-RMP. “Rash” and “SJS/TEN” were merged
and replaced with “severe toxic skin reactions, including SJS and TEN,” “transaminase elevation” was
amended to “hepatotoxicity including transaminase elevation and hepatocellular injury,” and
“neutropenia” was amended to “severe neutropenia.” Consistent with the request of the
Pharmacovigilance Risk Assessment Committee (PRAC) during assessment of PSUR/PBRER #5
(reporting period 23 July 2016 to 22 January 2017), the important identified risk of “transaminase

elevation” has been amended to “hepatotoxicity including transaminase elevation and hepatocellular
injury”.

Rapporteur

Resolved
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Annex 2: 2" Request for Supplementary Information
Clinical efficacy aspects
Major objection

A favourable effect on PFS is not accepted as the main outcome measure in support of the proposed
indication. Maintenance therapy vs. placebo was part of the experimental regimen and progression on
therapy has a different meaning to progression on placebo, i.e. results are biased in favour of the
experimental arm. Therefore a favourable treatment effect beyond PFS1 is needed.

In addition and of major importance, the toxicity of idelalisib add-on mandates reliable and stable OS
data for a proper benefit/risk assessment.

PFS2 data as reported appear non-reliable due to the very high event rates in terms of deaths (81%
vs. 64%). Furthermore next-line therapy is reported as unknown in 30 to 40% of patients (vs. yes or
no).

¢ Time to first and time to second next-line therapy should be reported based on the most recent
study update. In the time to next-line analyses, deaths and missingness/lost to follow-
up/unknown should be detailed.

OS: At event rates of 36 and 41% and a change in the OS HR from 0.67 (95% CI 0.47; 0.96) in the
prior OS analyses to 0.8 (95% CI 0.59; 1.09) in the OS analysis of March 2017, data appear unstable
and are moving in a non-favourable direction. Thus OS data are not considered reasonably mature and
stable.

Based on the May 2016 cut-off it was found that 30 patients out of 84 individuals (36%) eligible for
long-term follow up (LTFU) declined participation or left LTFU in the idelalisib arm and similarly 24/116
(21 %) in the control group. This constitutes a major concern as regards reliability of OS data.

e LFTU data should be updated using the March 2017 (or later) cut-off.

¢ The impact of informative censoring on OS is requested to be investigated by additional
analyses, not only the possible informative censoring within 26 (IDL+BR) vs 19 (placebo + BR)
patients that did not enter the long term follow-up, but also for the 4 (IDL+BR) vs 6
(placebo+BR) subjects, that discontinued during the long-term follow-up (see also RSI#3).
Preferably, this would include a “worst case” scenario in which the events excluded due to
informative censoring are imputed as “death”.

Assessment report
EMA/202018/2018 Page 138/140



Efficacy

1. To further clarify the shift in HR as observed for the OS analysis (02MAY2016 analysis versus
31MAR2017 analysis). The applicant is requested to investigate the following:

a) Whether the shift in point estimates of the HR from 0.67 to 0.8 could be caused by the 37-43
months period in which only 10-15% of patients are at risk.

b) As noted in the response to RSI#14, Gilead stopped the study early due to efficacy and
treatment assignments were unblinded study-wide on 16 November 2015. The Applicant is asked
to report whether patients in the placebo arm crossed over to the experimental arm and if so, to
discuss its impact.

2. The applicant is asked to present the type of subsequent therapies. In order to improve
interpretation of time to next subsequent treatment data, a sensitivity analysis for informative
censoring should be performed, as reasons for censoring are not provided (72% in the IDL=BR
arm versus 56.9%in the placebo + BR arm).

3. Please submit survival data (including medians) by predefined subgroups based on the latest
survival cut-off.

Safety

4. In light of the increased numbers of patients with hypokalemia, hypoalbuminemia, and
hypophosphatemia in the IDL+BR arm, more information is needed to assess whether these
specific electrolyte disturbances coincided, the time to event, time to resolution, and comedication
required. Additionally, the laboratory abnormalities need to be presented in section 4.8. of the
SmPC.

5. The safety update of study GS-US-0312-0115 with an additional 11 months of exposure to IDL
shows a higher than expected increase in number of subjects with a dose interruption or dose
discontinuation due to diarrhoea. The applicant is requested to discuss.

6. Please report in tables and per induction phase and per maintenance phase, ADR as reported in
table 2 of section 4.8 of the SPC, deaths, SAE and grade =3 or more AEs and discontinuations due
to AEs.

Assessment of the responses to the 2"? Request for
Supplementary Information

In response to the second list of outstanding issues, the MAH decided to withdraw the application for
the extension of indication for Zydelig (idelalisib) in combination with bendamustine and rituximab for
the treatment of adult patients with relapsed chronic lymphocytic leukemia (CLL).

The withdrawal is based on the CHMP consideration that, whilst the study met the primary endpoint for
progression-free survival and demonstrated a clinically meaningful benefit in overall survival, longer
term data are required to allow the committee to conclude on a positive benefit-risk evaluation.
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Annex 3: Product Information annotated with
(Co)Rapporteur(s) comments

This Annex could also be circulated as a separate document.

Assessment report
EMA/202018/2018 Page 140/140



