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Therapeutic Goods Administration

About the Therapeutic Goods Administration (TGA)

The Therapeutic Goods Administration (TGA) is part of the Australian Government
Department of Health, and is responsible for regulating medicines and medical
devices.

The TGA administers the Therapeutic Goods Act 1989 (the Act), applying a risk
management approach designed to ensure therapeutic goods supplied in Australia
meet acceptable standards of quality, safety and efficacy (performance), when
necessary.

The work of the TGA is based on applying scientific and clinical expertise to decision-
making, to ensure that the benefits to consumers outweigh any risks associated with
the use of medicines and medical devices.

The TGA relies on the public, healthcare professionals and industry to report problems
with medicines or medical devices. TGA investigates reports received by it to
determine any necessary regulatory action.

To report a problem with a medicine or medical device, please see the information on
the TGA website <https://www.tga.gov.au>.

About the Extract from the Clinical Evaluation Report

This document provides a more detailed evaluation of the clinical findings, extracted
from the Clinical Evaluation Report (CER) prepared by the TGA. This extract does not
include sections from the CER regarding product documentation or post market
activities.

The words [Information redacted], where they appear in this document, indicate that
confidential information has been deleted.

For the most recent Product Information (PI), please refer to the TGA website
<https://www.tga.gov.au/product-information-pi>.

Copyright

© Commonwealth of Australia 2017

This work is copyright. You may reproduce the whole or part of this work in unaltered form for your own personal
use or, if you are part of an organisation, for internal use within your organisation, but only if you or your
organisation do not use the reproduction for any commercial purpose and retain this copyright notice and all
disclaimer notices as part of that reproduction. Apart from rights to use as permitted by the Copyright Act 1968 or
allowed by this copyright notice, all other rights are reserved and you are not allowed to reproduce the whole or any
part of this work in any way (electronic or otherwise) without first being given specific written permission from the
Commonwealth to do so. Requests and inquiries concerning reproduction and rights are to be sent to the TGA
Copyright Officer, Therapeutic Goods Administration, PO Box 100, Woden ACT 2606 or emailed to
<tga.copyright@tga.gov.au>.
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List of abbreviations

Abbreviations Meaning
AE Adverse Event
ALC Absolute Lymphocyte Count
ALP Alkaline Phosphatase
ALT Alanine Transaminase
ANC Absolute Neutrophil Count
AST Aspartate Transaminase
ARTG Australian Register of Therapeutic Goods
AUC Area under the curve
BD Twice daily
CLL Chronic Lymphocytic Leukaemia
Cmax Maximum concentration
CMI Consumer Medicines Information
CR Complete Response
CT X-Ray Computed Tomography
CTCAE Common Toxicity Criteria for Adverse Events
DOR Duration of Response
EMA European Medicines Agency
EOS End of Study
FACT Functional Assessment of Cancer Therapy
FDA Food and Drug Administration (US)
GCP Good Clinical Practice
HRQL Health Related Quality of Life
ICH International Conference on Harmonisation
IRC Independent Review Committee
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Abbreviations Meaning
ITT Intention to Treat
IV Intravenous
IWCLL International Workshop on CLL
LDH Lactate Dehydrogenase
LNR Lymph Node Response
LVD Longest Vertical Dimension
MedDRA Medical Dictionary for Regulatory Activities
NCI National Cancer Institute
NHL Non-Hodgkins Lymphoma
0D Once daily
ORR Overall Response Rate
oS Overall Survival
PD Pharmacodynamics or Progressive Disease
PFS Progression free survival
PI Product Information
PK Pharmacokinetics
PML Progressive Multifocal Leukoencephalopathy
PP Per protocol
PR Partial Response
QoL Quality of Life
RMP Risk Management Plan
SAE Serious Adverse Event
SD Stable Disease
SLL Small Lymphocytic Lymphoma
SPD Sum of the Products of Perpendicular Diameters
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Abbreviations Meaning
Tmax Time of maximum concentration
TTR Time to Response
ULN Upper Limit of Normal
Vss Volume of distribution at steady state
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1. Introduction

This is an abbreviated application to extend the indications of the product.

1.1. Drug class and therapeutic indication

Idelalisib is an inhibitor of phosphoinositide 3-kinase & isoform (PI136 kinase). P36 kinase is
part of the B-cell receptor (BCR) signalling pathway, which is crucial for B-cell proliferation and
survival. PI3 kinase signalling is constitutively activated in CLL.1

The currently approved indications are:

Zydelig in combination with rituximab is indicated for the treatment of patients with
chronic lymphocytic leukaemia (CLL)/small lymphocytic lymphoma (SLL) for whom chemo
immunotherapy is not considered suitable, either:

8 Upon relapse after at least one prior therapy, or
8 As first-line treatment in the presence of 17p deletion or TP53 mutation.

Zydelig is indicated as monotherapy for the treatment of patients with refractory follicular
lymphoma who have received at least two prior systemic therapies.

The application seeks to amend the CLL/SLL indication as follows:

Zydelig in combination with an anti-CD20 monoclonal antibody (rituximab or
ofatumumab) is indicated for the treatment of patients with chronic lymphocytic
leukaemia (CLL)/small lymphocytic ymphoma (SLL) for whom chemo immunotherapy is
not considered suitable, either:

8 Upon relapse after at least one prior therapy, or
§ As first-line treatment in the presence of 17p deletion or TP53 mutation.

Hence the application is seeking approval for use of idelalisib in combination with ofatumumab
for the treatment of CLL/SLL. No change to the follicular lymphoma indication is proposed.

1.2. Dosage forms and strengths
The following dosage forms and strengths are currently registered:
100 and 150 mg tablets.

No new dosage forms or strengths are proposed.

1.3. Dosage and administration

The idelalisib dose proposed for use in combination with ofatumumab is 150 mg BD, which is
the same dose approved for the existing indications. For all indications the dose may be reduced
to 100 mg BD in the event of toxicity.

1 Blunt MD and Steele A]. Pharmacological targeting of PI3K isoforms as a therapeutic strategy in chronic lymphocytic
leukaemia. Leuk Res Rep. 4: 60-3 (2015).
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2. Clinical rationale

CLL/SLL is a haematological malignancy that results from a clonal proliferation and
accumulation of mature B-lymphocytes. It is typically a disease of the elderly with median age at
diagnosis between 67 and 72 years, and is more common in males than females at a ratio of 1.7
to 1.2 According to Cancer Australia,3 there were 1,174 new cases of CLL in Australia in 2011,
and in 2012 it caused 342 deaths. CLL and SLL are considered to be different presentations of
the same disease. In CLL significant numbers of abnormal lymphocytes are found in blood and
bone marrow, whereas in SLL they are predominantly found in lymph nodes and bone marrow.4

Clinical symptoms and signs of CLL/SLL include weakness, fatigue, night sweats, fever, weight
loss, frequent infections, lymphadenopathy, splenomegaly and hepatomegaly. Abnormal
laboratory tests in CLL include a lymphocytosis in blood (= 5.0 x 109 cells/L) and bone marrow
(>30%).5 Cytopaenias (mainly anaemia and thrombocytopaenia) may occur, especially in
advanced disease. Autoimmune phenomena such as haemolytic anaemia and immune
thrombocytopaenia may also occur. Hypogammaglobulinaemia occurs in a proportion of
patients.

There are currently two systems used for staging CLL - the Rai (Table 1) and Binet (Table 2)
systems. Both these systems are based on physical examination and haematology parameters.
Higher stages are associated with worse prognosis. Other factors associated with poor
prognosis include elevated serum beta-2 microglobulin, elevated serum thymidine kinase,
absence of mutations in immunoglobulin heavy chain variable (IGHV) region genes and cellular
expression of CD38, CD49d and ZAP-70. Various cytogenetic abnormalities are also associated
with poor clinical outcomes, particularly deletion of the long arm of chromosome 11 [del (11q]],
deletion of the short arm of chromosome 17 [del (17p)] or mutations in the TP53 gene.6

Table 1: Rai staging system for CLL.

Stage Modified Rai category  Features Median survival (vr)

0 Low risk Lymphocytosis” | 34

| Intermediate risk Lymphocylosis + enlarged nodes 8

1 Lymphocytosis + enlarged spleen or liver

1 High nsk Lymphocytosis + anemia” 2

AY Lymphocylosis + thrombocytopenia®
' Absolute Iymphocyte count in blood = 5000/mm” with flow cyvtomctry findings of predomi-

nance of monoclonal B-cells with charaetenisue feamres of CLL (CDI19+, CD20+, CD5+, CD23+)
b |[\uu.-'!.'hl|-||| 11 B JL, with or withoul ancinia o € I.Ill.lE'LIIn.IIt wrl 51\. TR nodcs, aprleciy o livcs,
 Platelets <100,000/mm’, with or without anemia or enlargement of lymph nodes, spleen, or liver,

2 Hallek M. Chronic lymphocytic leukemia: 2013 update on diagnosis, risk stratification and treatment. Am | Hematol.
88:804-816 (2013).

3 Cancer Australia, Chronic lymphocytic leukaemia statistics.

4 National Comprehensive Cancer Network (NCCN). NCCN Clinical Practice Guidelines in Oncology - Non-Hodgkin’s
Lymphomas - Version 1.2016.

5 Rai KR and and Patel DV. Chronic lymphocytic leukemia. In: Hoffman R, Benz EJ, Shattil S] et al (eds). Hematology -
Basic Principles and Practice. 3rd ed. Philadelphia: Churchill Livingstone, 2000, pp 1350-1363.

6 National Comprehensive Cancer Network (NCCN). NCCN Clinical Practice Guidelines in Oncology - Non-Hodgkin’s
Lymphomas - Version 1.2016.
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Table 2: Binet staging system for CLL.

Stage Features Median survival (v)
A Hemoglobin =10 g/dl, platelets = 100,000/mm~, and 15

2 palpably enlarged lymphod sies”
B Hemoglobin =10 g/dL, platelets = 100,000/mm”, and 5

-2 palpably enlarged lvmphoid sites®
C Hemoglobin <10 g/dL or platelets <100,0000/mm",

regardless of the number of palpably enlarged lymphoid arcas
* OF the following five sites: cervieal, axillary and inguinal lymph nodes, and spleen and liver

Agents that are currently registered in Australia for the treatment of CLL include alkylating
agents (chlorambucil, bendamustine, cyclophosphamide), purine analogues (fludarabine,
cladribine), monoclonal antibodies directed against CD20 (rituximab, ofatumumab,
obinutuzumab), a monoclonal antibody directed against CD52 (alemtuzumab) and an inhibitor
of Bruton'’s tyrosine kinase (ibrutinib).

Recommended treatment of CLL/SLL depends on a number of factors including patient
functional status, age, the presence or absence of certain cytogenetic abnormalities [del (11q),
del (17p) or TP53 mutation] and the presence or absence of significant comorbidities. For
previously untreated patients, aged < 70 and in good physical condition and without adverse
cytogenetic abnormalities, combination therapy with a chemotherapy agent and a monoclonal
antibody (“chemoimmunotherapy”) is usually recommended- e.g. fludaribine +
cyclophosphamide + rituximab (FCR).

Previously submitted data had demonstrated that idelalisib in combination with rituximab was
effective as a second line regimen in CLL/SLL, and as a first line regimen in subjects with del
(17p) or TP53 mutation, who have poor outcomes with standard chemoimmunotherapy
regimens. Ofatumumab is another anti-CD20 monoclonal antibody registered for the treatment
of CLL/SLL. The efficacy and safety of the combination of idelalisib and ofatumumab would
therefore be of clinical interest.

3. Contents of the clinical dossier

3.1. Scope of the clinical dossier
The submission contained the following clinical information:

1 pivotal efficacy/safety study (GS-US-312-0119) of idelalisib in combination with
ofatumumab.

An updated study report of one previously evaluated phase 1/2 study (study 101-07) that
included some data on the use of idelalisib in combination with ofatumumab.

Study reports of various other studies not directly relevant to the new indication. Some of
these studies had previously been evaluated by TGA. The safety data from these studies
have been reviewed in this evaluation.

A validation study (Report 15-001) of a previously developed population pharmacokinetic
model using PK data from the pivotal study.

Tables of safety data from four ongoing, blinded, placebo-controlled Phase 3 studies of
idelalisib (GS-US-312-0115, GS-US-312-0123, GS-US-313-0124, and GS-US-313-0125) in CLL
and indolent NHL. These data were all blinded (i.e. it was not possible to determine whether
areported adverse event occurred in a placebo-treated or idelalisib-treated patient). The
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data were therefore not evaluable. According to the sponsor no new safety concerns have
been identified to date from the blinded data.

Literature references.

3.2. Paediatric data

The submission did not contain any paediatric data.

Comment: As CLL/SLL is a disease of adults the absence of paediatric data is acceptable.

3.3. Good clinical practice

The study reports included in this submission all contained assurances that the studies were
conducted in accordance with the International Conference on Harmonization (ICH) guideline
for Good Clinical Practice (GCP) and the original principles embodied in the Declaration of
Helsinki.

4. Pharmacokinetics

Limited PK sampling was performed in the pivotal study included in this submission (GS-US-
312-0119). Results are summarised in Table 3.

Table 3: Idelalisib plasma PK concentration (ng/Ml) PK analysis set.

Sempling Time
L L Wesk 3 L L Eral 74
Week 1 1.0 bowars Weslt 3 1.5 hevues Wewh 5 1.5 hours Bk @ 1.5 bours ek IZ 1.5 hours Bl T4 1.5 hevurs
Pre-Doss  Post-Dose Pra-Doss  DPoat-Dess Pre-Dose Pewt-Dose Poe-Dose Dost-Dese Pre-Doess  Posk-Doss Pee-Dosa  Posk-Dose

L] a Ead {34 ] AW 18 LLL] E3s 14 iTe 1ze iy Lid
L 8.7 w4 L2 ] F2TL N AT 7308 .1 53,0 H¥i.o e B EAL L L1 ] FLL R
= 711,77 1294 273 45,17 1031 % i, 83 1040 04 4TI 64 L FN L] &322 AT 1030, 5% (TN 1] 1048, 48
[N~ 1133 4.5 103, 43.% 4.9 w60 (LN 4.7 LR ) 5.8 1.1 31,1
Hedian 087 T80 AZ.@ 400 7.5 2180.0 3380 HEsS.0 M5 av.e ITES FLpi e ]
Min BLD _-Fi] .3 208.0 B (LR -Fi] 147.8 g Bl BELG 45,5
Hax 1100.8 €186.0 imno.e 030.C 10,0 €370.0 ITH.0 ¥1¢a.0 2010.9 €110.0 3760.8 4720.0
o 3.4 AT D e 17eR.0 330 i7m.e T8 LE40. 0 1869 isas.0 .8 100
o iipe.9 300 (Ll ) Fil N 537.0 29950 TG Fapl N 5039 TTHE.R Ti.@ Far N ]
N (EN-mcals) 7 {15 153 "y 138 140 s 14 176 178 1z 114
Gaom . ean AT.E i%7. 3 LEL ] 20EE 4 33D 1963 4 LL I | 52,7 AES X HL ] A% 3 LL2
3% CIML) L] 168 EIE N ] 1912 4 3201 176 € 345 8 11345 I35 a€M. 7 335 8 B442 .}
54 CI(T) 2. 043RS 308 4506 288.3 11,7 2204.8 4610 F134.2 3130 100,46 88T 1535 &
[F. 7] 166 z [] [ H [] ] ] T z T ]

Note: the PK analysis set includes subjects in the safety analysis set who have baseline and on-study
measurements to provide interpretable results, with treatment group designated according to the actual
treatment received.

In addition, the sponsor conducted various population PK and population PK/PD analyses of
subjects enrolled in the pivotal study using previously developed population PK models. Results
for these analyses are summarised below.
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Table 4: Effect of ofatumumab on idelalisib PK.

Idelalisib + Ofarumumab Idelalisib Monotherapy *
(Study GS-US-312-0119) (Study 101-02)
Idelalisib PEK Mean (2CV) N=171) (N =6l)
AUCy; (ng-h/mL) 11633.9 (32.0) 10598.1 (40.8)
Crx (ng/mL) 2103 .4 (28.5) 1861 .4 (43.3)
Con (ng/mlL) 404.8 (60.9) BLIGTIY

AUCyy represents half the AUCy 3 valoes shown in the source table.
a  Subyects in Stady 101-02 with CLL, NHL, acute myyeloid levkemia, or nmltiple oyyveloma who received idelalisib 150 mg
BID monotherapy are included. Idelalisib monotherapy source: onginal marketing application, m5.3.4.2, PR/PD Table 1.2,

Table 5: Effect of intrinsic factors on idelalisib PK.

< 65 Years 65 to 75 Years =75 Years
Idelalisib PK Mean (%CV) (N = 66) N=T1) (N=34)
AUC,, (ng"h/mL) 10805.9 (25.4) 11832.3 (33.2) 12827.0(35.9)
Cor (ng/mL) 20253 (23.9) 2127.8(30.0) 2204.2(32.2)
Coe(ng/mL) 3468 (51.1) 413.4(61.0) 499.6 (63 4)
G5-563117 PK Mean (%CV)
AUC,, (ng*h/mL}) 406472 (49.2) 44508.9 (49.6) 381333 (459)
Cop (ng/mL) 4131.1(45.8) 43556 (46.0) 3800.2 (45.8)
Coe(ng/mlL) 2540.2(57.3) 2046.8 (56.0) 2448.0 (47.5)

AUC,,, represents half the AUC, 15 values shown mn the sousce table

Figure 1: Study GS-US-312-0119: exposure-efficacy relationship, box plot of idelalisib Ciau
stratified by BOR.

Crimi {nghml |
i

Ay Hanrsap L= PR =0 L]
Confimed BOR Risponss tatus
L m &0 1 138 -] 1
Fiie: Gub[ecTs =l OF of PR aFd moinban (e Feiporme or 0L 0T B w22k (o O 1—steh sindce] ore OETnEd 10 Fove Corm e
resporse for CR or PR, Otherwine. response wiotus s colegorized to S0. HE/ND group {with n=%) i not disployed In this goph.
BOR = best overall response, CR. = complete response, PR = partial response, SD = stable disease, NE = not evaluable, ND = no
disease
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Figure 2: Study GS-US-312-0119: exposure-safety relationship, box plot of idelalisib Cax
for subjects with = Grade 3 AEs of interest.

- HOBHHE=HE EB@H HEH

Fresenic Freciment —emergerd grode » =3 event resent

Conclusions drawn from these PK data were:

Idelalisib trough and peak plasma concentrations remain reasonably stable over 24 weeks
when the drug is administered in combination with ofatumumab;

Co-administration of ofatumumab with idelalisib does not appear to significantly affect the
PK of idelalisib;

No relationships could be established between systemic exposure to idelalisib and efficacy
outcomes;

No relationships could be established between systemic exposure to idelalisib and the
occurrence of common AEs.

5. Pharmacodynamics

No new pharmacodynamic data were included in the submission. In the pivotal study blood
samples were collected for the measurement of plasma cytokines and chemokines, serum
markers of iron metabolism and CLL cell DNA, RNA and protein. The study report did not
contain analyses of these parameters. It indicated that a separate biomarker analysis report
would be submitted.

6. Dosage selection for the pivotal studies

The dose of idelalisib used in the pivotal study was 150 mg BD. This is the same regimen used
for the currently approved indications and was based on previously evaluated Phase 1 studies.

The choice of ofatumumab dose (1000 mg) was not discussed in the study report for the pivotal
study. However, this dose was used in an earlier phase 1/2 study (101-07) where the stated
justification was that the 1000 mg dose is common when ofatumumab is used in combination
regimens.
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7. Clinical efficacy

7.1. Pivotal efficacy study (GS-US-312-0119)

7.1.1. Study design, objectives, locations and dates

Study GS-US-312-0119 was a phase 3, randomised open-label controlled trial with two parallel
groups. Subjects were randomised (2:1) to receive either the combination of ofatumumab with

idelalisib (Group A) or ofatumumab monotherapy (Group B). A study schema is shown in Figure
3.

Figure 3: Study GS-US-312-0119 - Study schema.

Study Post-Study
GS-US-312-0119 Therapy
Randomired Continuing
Initial Therapy b Therapy/Obse rvillvun
Arm A Medalinib 150 mg BID g
N:170 0 16 weekly s § than monthey « 4 Melabis 150 mg 80
Aepthar / Until €11 progression /
' Stratification and [ —
===sy .. 2:1 Randomization Sholcs /
A B I O 26 wewkdy » § thar monthly x 4 Otreratan /
LT 4 14 wesin Lt (1L
Abbreistions: BI0= twie per day Ceolitumorab

The primary objective of the study was to evaluate the effect of the addition of idelalisib to
ofatumumab on progression-free survival (PFS) in subjects with previously treated CLL.

The secondary objectives were to:

Evaluate the effect of the addition of idelalisib to ofatumumab on the onset, magnitude, and
duration of tumour control;

Evaluate the effect of the addition of idelalisib to ofatumumab on the onset, magnitude, and
duration of tumour control for subjects with 17p deletion and/or TP53 mutation;

Assess the effect of the addition of idelalisib to ofatumumab on measures of subject well
being, including overall survival (0S), health-related quality of life (HRQL), and performance
status;

Assess the effects of the addition of idelalisib to ofatumumab on disease-associated
biomarkers and to evaluate potential mechanisms of resistance to idelalisib;

Characterize the effect of ofatumumab on idelalisib exposure through the evaluation of
idelalisib plasma concentrations over time;

Describe the safety profile observed with the addition of idelalisib to ofatumumab;

Estimate health resource utilization associated with the addition of idelalisib to
ofatumumab.

The study was conducted at 81 sites in 11 countries (the United States, Canada, Belgium,
Denmark, France, Ireland, Poland, Spain, Sweden, United Kingdom, and Australia). It
commenced in December 2012 and the cut-off date for inclusion of data in the study report was
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15 January 2015. The study report itself was dated 21 April 2015. At the time of writing, it
appears that the study has not been published other than as a conference abstract.”

7.1.2. Inclusion and exclusion criteria
Inclusion criteria and exclusion criteria are listed below.
7.1.2.1.  Inclusion criteria
Subjects who met all of the following criteria were eligible for participation in the study:
Male or female = 18 years of age

Diagnosis of B cell CLL, with diagnosis established according to IWCLL criteria and
documented within medical records

CLL that warranted treatment (consistent with accepted IWCLL criteria for initiation of
therapy). Any of the following conditions constitute CLL that warranted treatment:

— Evidence of progressive marrow failure as manifested by the onset or worsening of
anemia and/or thrombocytopenia, or

— Massive (i.e. lower edge of spleen 2 6 cm below the left costal margin), progressive, or
symptomatic splenomegaly,

— Massive (i.e. 2 10 cm in the longest diameter), progressive, or symptomatic
lymphadenopathy, or

— Progressive lymphocytosis in the absence of infection, with an increase in blood ALC 2
50% over a 2-month period or lymphocyte doubling time of < 6 months (as long as
initial ALC was = 30,000/L), or

— Autoimmune anemia and/or thrombocytopenia that is poorly responsive to
corticosterioids or other standard therapy, or

— Constitutional symptoms, defined as any one or more of the following disease-related
symptoms or signs occurring in the absence of evidence of infection:

8 Unintentional weight loss of 2 10% within the previous 6 months, or
8 Significant fatigue (= Grade 2),

8§ Fevers > 100.5 °F or 38.0 °C for = 2 weeks, or

8 Night sweats for > 1 month

Presence of radiographically measurable lymphadenopathy (defined as the presence of =2 1
nodal lesion that measures = 2.0 cm in the longest diameter (LD] and 2 1.0 cm in the longest
perpendicular diameter (LPD] as assessed by computed tomography [CT] or magnetic
resonance imaging [MRI])

Prior treatment for CLL comprising therapy with either of the following given alone or in
combination:

— A purine analog (e.g. fludarabine, pentostatin, cladribine) administered for 2 2 cycles of
cytotoxic treatment, or

— Bendamustine administered for 2 2 cycles of treatment

Documentation of CLL progression < 24 months since the completion of the last prior
therapy for CLL

7 Jones JA, Wach M, Robak T et al. Results of a phase Il randomized, controlled study evaluating the efficacy and safety
of idelalisib (IDELA) in combination with ofatumumab (OFA) for previously treated chronic lymphocytic leukemia
(CLL).] Clin Oncol 33, 2015 (suppl; abstr 7023).
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Discontinuation of all therapy (including radiotherapy, chemotherapy, immunotherapy, or
investigational therapy) for the treatment of CLL > 6 weeks before randomisation

All acute toxic effects of any prior anti-tumour therapy resolved to Grade < 1 before
randomisation (with the exception of alopecia [Grade 1 or 2 permitted], neurotoxicity
[Grade 1 or 2 permitted], or bone marrow parameters [Grades 1, 2, 3 or 4 permitted])

Karnofsky performance score of = 60

Required baseline laboratory data (within 4 weeks prior to randomisation) as shown in the
table below. Subjects with any degree of neutropenia, thrombocytopenia, or anemia due to
CLL or prior therapy could enrol

Organ System Parameter Required Value
Serum total bihrubin = 1.5 # ULN (unless elevated due to Galbert syndrome or hemolysis)
Hepatic Serum ALT
o <25 xULN
Serum AST
Renal eClLler" = 30 mL/min
Pregnancy p-HCG® Negative
HIV MNegative HIV anhbody
2 Meganve HBsAg and negatve HBc annbody or posiive HBc and
Infection HBV negative for HBV DNA by quantitative PCR
HCV Nepahve viral RNA (if HCV antibody 15 positive)

B-HCG = beta buman chorionic gooadotropin, ALT = alanine ananotransferase; AST = aspartate anunotransferase;

eCLer = estimated creatmine clearance; HBe antibody = anti-hepatitis B core antibody, HBsAg = hepatitis B surface anhigen;
HBV = hepatitis B virus; HOV = hepatitis C virus, HIV = human immunodeficiency vinus; 1g = immunoglobulin;

PCE. = polymerase chain reaction;, ULN = upper limat of normal

a As caleulated by the Cockeroft-Gault formmula

b For women of child-bearing potential only; serum p-HOG nst have been negative during screening and serom f-HCG or
unne dipstick pregnancy test amst have been negative at randonuzation (Visit 2)

For female subjects of child-bearing potential, willingness to use a protocol-recommended
method of contraception from the screening visit (Visit 1) throughout the study treatment
period and to 30 days from the last dose of study drug or 12 months from the last dose of
ofatumumab (whichever is later)

For male subjects of child-bearing potential and having intercourse with females of child-
bearing potential, willingness to use a protocol-recommended method of contraception
from the randomisation visit (Visit 2) throughout the study treatment period and for 90
days following the last dose of study drug and to refrain from sperm donation from
randomisation (Visit 2) throughout the study treatment period and for 90 days following
the last dose of study drug

In the judgement of the investigator, participation in the protocol offers an acceptable
benefit-to-risk ratio when considering current CLL disease status, medical condition, and
the potential benefits and risks of alternative treatments for CLL

Willingness and ability to comply with scheduled visits, drug administration plan, imaging
studies, laboratory tests, other study procedures, and study restrictions

Evidence of a personally signed informed consent indicating that the subject is aware of the
neoplastic nature of the disease and has been informed of the procedures to be followed, the
experimental nature of the therapy, alternatives, potential benefits, possible side effects,
potential risks and discomforts, and other pertinent aspects of study participation

7.1.2.2. Exclusion criteria

Subjects with any of the following were not eligible for participation in the study:
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Known histological transformation from CLL to an aggressive lymphoma (i.e. Richter’s
transformation)

Known presence of intermediate- or high-grade myelodysplastic syndrome (i.e. subjects are
excluded who have 2 5% bone marrow blasts; karotypic abnormalities other than normal, Y
deletion, 5q deletion, or 20q deletion; or = 2 lineages of cytopenias due to myelodysplasia)

History of a non-CLL malignancy except for the following: adequately treated local basal cell
or squamous cell carcinoma of the skin, cervical carcinoma in situ, superficial bladder
cancer, asymptomatic prostate cancer without known metastatic disease and with no
requirement for therapy or requiring only hormonal therapy and with normal prostate-
specific antigen for = 1 year prior to randomisation, other adequately treated Stage 1 or 2
cancer currently in complete remission, or any other cancer that has been in complete
remission for 2 2 years

Known hypersensitivity or intolerance to any of the active substances or excipients in the
formulations for either idelalisib or ofatumumab

Evidence of ongoing systemic bacterial, fungal, or viral infections at the time of initiation of
randomisation (Visit 2)

Ongoing drug-induced liver injury, chronic active hepatitis C virus (HCV), chronic active
HBYV, alcoholic liver disease, non-alcoholic steatohepatitis, primary biliary cirrhosis,
extrahepatic obstruction caused by cholelithiasis, cirrhosis of the liver, or portal
hypertension

Ongoing drug-induced pneumonitis

Ongoing inflammatory bowel disease

Ongoing alcohol or drug addiction

Pregnancy or breastfeeding

History of prior allogenic bone marrow progenitor cell or solid organ transplantation
Ongoing immunosuppressive therapy other than corticosteroids

In a subject with a history of prior ofatumumab therapy, the time from the last dose of
ofatumumab to documented CLL progression was < 6 months

History of prior therapy with any inhibitor of serine/threonine protein kinase (Akt), Bruton
tyrosine kinase, Janus kinase, mammalian target of rapamycin, PI3K (including idelalisib), or
spleen tyrosine kinase

Prior participation in an idelalisib clinical study
Concurrent participation in another therapeutic clinical study

Prior or ongoing clinically significant illness, medical condition, surgical history, physical
finding, electrocardiogram (ECG) finding, or laboratory abnormality that, in the
investigator’s opinion, could adversely affect the safety of the subject or impair the
assessment of study results

Comment: The inclusion criteria refer to various criteria promulgated by the International
Workshop on Chronic Lymphocytic Leukemia (IWCLL). These criteria come from an
international consensus guideline originally developed by the National Cancer Institute
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(NCI) in the United States in 1996, which was revised in 2008.8 IWCLL criteria are
currently standard for studies in CLL.

All subjects were required to have undergone prior treatment for CLL with either a purine
analogue or bendamustine. However, the proposed indication includes use of the
combination as first-line treatment in the presence of 17p deletion or TP53 mutation.

In Australia, ofatumumab monotherapy is only approved for use in subjects with CLL that
is refractory to treatment with fludarabine and alemtuzumab. In the pivotal study of
ofatumumab monotherapy, “refractory” was defined as failure to achieve at least a partial
response with fludarabine or alemtuzumab treatment, or disease progression within 6
months of the last dose of fludarabine or alemtuzumab. The inclusion criteria for GS-US-
312-0119 permitted enrolment of subjects with less treatment-resistant disease than this
group. However, current treatment guidelines® recommend ofatumumab monotherapy as
a treatment option for all subjects with relapsed or refractory CLL. The choice of
comparator is therefore considered acceptable.

7.1.3. Study treatments
Subjects were randomised (2:1) to the following:

Group A - Ofatumumab 1g IV for a total of 12 doses, together with idelalisib 150 mg BD
orally until disease progression;

Group B - Ofatumumab 2 g IV for a total of 12 doses.

Idelalisib could be taken with or without food. Subjects were instructed to take the drug at
approximately the same times each day at approximately 12-hour intervals. The dose of
idelalisib could be reduced to 100 mg BD in the event of toxicity.

Ofatumumab was administered IV in the clinic starting at a dose of 300 mg on Day 1 (Week 1)
(Groups A and B) and continued with a dose of either 1g (Group A) or 2g (Group B) on Day 8
(Week 2), Day 15 (Week 3), Day 22 (Week 4), Day 29 (Week 5), Day 36 (Week 6), Day 43 (Week
7), Day 50 (Week 8), Day 78 (Week 12), Day 106 (Week 16), Day 134 (Week 20), and Day 162
(Week 24). The ofatumumab dose was diluted into 1000 mLs of normal saline. The first infusion
was commenced at 12 mLs/hour and the rate increased up to 200 mLs/hr over 2 hours.
Subsequent infusions were commenced at 25 mLs/hr and increased up to 400 mLs/hr over 2
hours.

All subjects received the following recommended premedication prior to ofatumumab
infusions: paracetamol 1g or equivalent, an oral or IV antihistamine (cetirizine 10 mg or
equivalent) and an IV corticosteroid (prednisolone 100 mg or equivalent). These were
administered 30 to 60 minutes prior to the ofatumumab infusion.

Comment: The ofatumumab monotherapy regimen used in Group B is identical to that
approved in Australia for refractory CLL.

7.1.4. Efficacy variables and outcomes
The main efficacy variables were:
Survival;

Change in tumour size (e.g. lymph nodes, spleen, liver);

8 Hallek M, Cheson BD, Catovsky D et al. Guidelines for the diagnosis and treatment of chronic lymphocytic leukemia: a
report from the International Workshop on Chronic Lymphocytic Leukemia updating the National Cancer Institute-
Working Group 1996 guidelines. Blood; 2008; 111: 5446-5456.

9 National Comprehensive Cancer Network (NCCN). NCCN Clinical Practice Guidelines in Oncology - Non-Hodgkin's
Lymphomas - Version 1.2016.
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Changes in haematological parameters.

The primary efficacy outcome was progression-free survival (PFS) defined as the interval from
randomisation to first documentation of either definitive disease progression or death from any
cause (whichever occurred earlier).

Secondary efficacy outcomes were:

Overall response rate (ORR) - defined as the proportion of subjects who achieve a complete
response (CR) or partial response (PR);

Lymph node response (LNR) rate — defined as the proportion of subjects who achieve a
250% decrease in the sum of the products of the perpendicular diameters (SPD) of index
lymph nodes;

Overall survival (OS) - defined as the interval from randomisation to death from any cause;
PFS in the subgroup of subjects with 17p deletion and/or TP53 mutation;
CR rate - defined as the proportion of subjects who achieve a CR.

Exploratory efficacy outcomes were:

Time to response (TTR) - defined as the interval from randomisation to the first
documentation of confirmed CR or PR;

Duration of response (DOR) - defined as the interval from the first documentation of
confirmed CR or PR to the earlier of a) the first documentation of definitive disease
progression or b) death from any cause;

Percent change in lymph node area - defined as the percent change from baseline in the SPD
of index lymph nodes;

Splenomegaly response rate — defined as the proportion of subjects with a 50% decrease
from baseline (minimum decrease of 2 cm) in the enlargement of the spleen in its longest
vertical dimension (LVD) or to < 12 cm by imaging;

Hepatomegaly response rate - defined as the proportion of subjects with a 50% decrease
(minimum decrease of 2 cm) from baseline in the enlargement of the liver in its LVD or to <
18 cm by imaging, or regression to a liver LVD of < 15 cm by physical examination;

ALC response rate — defined as the proportion of subjects with baseline lymphocytosis
(absolute lymphocyte count [ALC] = 4 x 109/L) who achieve an on-study ALC <4 x 109/L or
demonstrate a 50% decrease in ALC from baseline;

Platelet response rate - defined as the proportion of subjects with baseline
thrombocytopenia (platelet count < 100 x 109/L) who achieve an on-study platelet count 2
100 x 109/L or demonstrate a 2 50% increase in platelet count from baseline without need
for supportive care (e.g. transfusion or growth factor). Platelet values within 4 weeks post-
baseline were excluded from the platelet response rate evaluation;

Haemoglobin response rate — defined as the proportion of subjects with baseline anaemia
(haemoglobin < 110 g/L) who achieve an on-study haemoglobin = 110 g/L or demonstrate a
= 50% increase in haemoglobin from baseline without supportive care (e.g., red blood cell
transfusions or growth factor). Haemoglobin values within 4 weeks post-baseline were
excluded from the haemoglobin response rate evaluation;

Neutrophil response rate - defined as the proportion of subjects with baseline neutropenia
(absolute neutrophil count [ANC] < 1.5 x 109/L) who achieve an ANC = 1.5 x 109/L or
demonstrate a = 50% increase in ANC from baseline without the need for exogenous growth
factors. ANC values within 4 weeks post-baseline were excluded from the neutrophil
response rate evaluation;
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Change in health-related quality of life (HRQL) based on the Functional Assessment of
Cancer Therapy: Leukaemia (FACT-Leu) questionnaire.

Changes in Karnofsky performance status.

Comment: Subjects in the trial were also administered another QoL instrument (the EQ5D).
The sponsor considered this to be a pharmacoeconomic endpoint rather than an efficacy
endpoint and therefore the results will not be reviewed in this report.

Tumour response and progression were defined according to IWCLL criteria. An independent
review committee (IRC), which was blinded to treatment allocation, reviewed the radiographic
and clinical data.

The FACT-Leu questionnaire has two parts - a general measure of quality of life (the FACT-G)
containing 27 questions in four domains - Physical Well-Being (PWB - 7 items), Social/Family
Well-Being (SFWB - 7 items), Emotional Well-Being (EWB - 6 items), and Functional Well-Being
(FWB - 7 items) - and a section on ‘additional concerns’ containing 17 leukaemia-specific items
(LeuS). Each of the 44 items is answered using a 5-point scale (0 = ‘Not at all’ to 4 = ‘Very
much’). The questions refer to symptoms etc. experienced in the last 7 days. Scores are summed.
Hence the range of possible scores for the total FACT-Leu score (44 items) is 0 to 176. High
scores indicate better quality of life. The study report focussed on results for the following three
scores:

Trial Outcome Index (TOI, score range: 0-124) = PWB + FWB + LeusS;
FACT-G Total Score (score range: 0-108) = PWB + SFWB + EWB + FWB;
Additional concerns (score range: 0-68) = LeusS.

Subjects attended the clinic at weekly intervals up to week 8, then at 4-weekly intervals up to
week 24, then 6-weekly intervals up to week 48 and at 12-weekly intervals thereafter until
disease progression. At the time of discontinuation from the study, subjects had an end-of-study
(EOS) clinic visit and a further visit 30 days after EOS.

Radiological assessment (CT or MRI) of the neck, chest abdomen and pelvis was performed
within 6 weeks of randomisation and then at weeks 8, 16 and 24, then at 12 weekly intervals
and at EOS. Physical examination (including lymph nodes, liver and spleen) was conducted at
weeks 1, 5 and 8 and then at every clinic visit thereafter. Haematology parameters were
measured at each clinic visit. Bone marrow biopsy or aspirate was only performed to confirm a
CR or progressive disease (PD). FACT-Leu questionnaires were administered, and Karnofsky
score recorded, at each study visit.

Subjects who permanently discontinued study drug for a reason other than progressive disease
continued with scheduled efficacy assessments until disease progression or another anticancer
or experimental therapy was initiated. Long-term follow-up for survival was to be conducted
annually for 5 years, either at a clinic visit or via telephone.

7.1.5. Randomisation and blinding methods

Subjects were randomised 2:1 to Group A (combination of idelalisib and ofatumumab 1000 mg)
or Group B (ofatumumab 2000 mg). Randomisation was performed centrally in blocks via an
interactive web response system (IWRS) and was stratified according to the following factors:

17p deletion and/or TP53 mutation in CLL cells: either versus neither (or indeterminate);
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).
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Subjects and investigators were not blinded to treatment allocation. However, the IRC reviewing
the efficacy data was blinded.

7.1.6. Analysis populations

The Intent-to Treat (ITT) Analysis Set included all subjects who were randomised, regardless of
whether they received any study drug(s), or received a different regimen from that to which
they were randomised. Treatment assignment was designated according to randomization. This
population was used for most of the efficacy analyses.

The Per Protocol (PP) Analysis Set included subjects in the ITT Analysis Set who met the general
criteria defining the target population for the study, were adherent to the protocol, were
compliant with study drug treatment, and were evaluable for relevant efficacy endpoints. Study
drug assignment was designated according to the actual treatment received. The PP Analysis Set
was used for various sensitivity analyses.

A Safety Analysis Set included subjects who received = 1 dose of study treatment, with
treatment assignments designated according to the actual treatment received. This population
was used in the analyses of safety.

7.1.7. Sample size

Based on a phase 2 study, it was assumed that median PFS in the ofatumumab monotherapy
arm would be approximately 8 months. An improvement in median PFS to 14 months with the
addition of idelalisib was selected as the effect size of interest. It was calculated that a total of
129 PFS events would be required for a power of 85% using a log-rank test with a 2-sided
significance level of 0.05. Assuming an accrual period of 12 months, a minimum follow-up
period of 12 months and a 10% loss of subjects to follow-up, a total of 170 subjects would be
required in Group A and 85 subjects in Group B. The planned sample size was therefore 225
subjects.

7.1.8. Statistical methods

For the primary endpoint, the difference in PFS between the treatment arms was tested using a
stratified log-rank test, adjusted for the stratification factors. Median PFS and the proportion of
subjects who were progression-free at 6 and 12 months were estimated using Kaplan-Meier
methods. A hazard ratio and 95% CI were calculated using a Cox proportional hazards
regression model. Four exploratory sensitivity analyses were planned to test the robustness of
the primary PFS results (an analysis using an unstratified log rank test, an analysis using the Per
Protocol Analysis Set, an analysis in which subjects who missed 2 2 tumour assessments were
not censored and an analysis in which subjects in the combination arm who were lost to follow
up were categorized as having had a PFS event). Subgroup analyses of PFS would be assessed
using Cox regression modeling. Other PFS endpoints and OS were tested using similar methods.

The final analysis was planned to occur after 129 PFS events. One interim analysis was
performed after approximately 75% of the planned 129 events had occurred, and a decision
was made to continue the study to the final analysis. The significance level required to reject the
null hypothesis at the final analysis was set at p < 0.044.

To preserve the overall type I error rate across the primary and secondary endpoints of the
study at a 2-sided significance level of 0.05, a hierarchical testing procedure was implemented.
Secondary efficacy endpoints would only be tested if the null hypothesis had been rejected for
the primary endpoint. Secondary endpoints would be tested in the following order: ORR, LNR
rate, OS, PFS in the subgroup with 17p deletion or TP53 mutation, CR rate. Each would be tested
only if the null hypothesis had been rejected for the previous endpoint.

Differences between the treatment arms in response rates were compared using Cochran-
Mantel-Haenszel (CMH) Chi-square tests after adjusting for stratification factors.
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7.1.9. Participant flow

A total of 261 subjects were randomised in the study - 174 to the combination and 87 to
ofatumumab monotherapy. At the time of data cut-off 48.3% of subjects in the combination arm
were ongoing in the study compared to 6.9% of subjects in the ofatumumab arm.

7.1.10. Major protocol violations/deviations

The overall incidence was the same in the two arms (39.1%). Generally the various types of
violation occurred with similar frequency in the two treatment arms. Errors in stratification
were the most common violation and these were more common in the ofatumumab arm (27.6%
vs. 21.8%). The most common type of stratification error related to reporting of disease status
(relapsed vs. refractory) by the investigator at baseline. The primary analysis was performed
based on corrected strata (corrected during database clean up but after randomisation).
However, additional ad hoc sensitivity analyses were performed, based on strata reported at
randomisation. According to the sponsor these ad hoc analyses gave comparable results to the
primary analyses.

A total of 12 subjects had protocol violations sufficient to exclude them from the Per Protocol
Set - 10 in the combination arm and 2 in the ofatumumab arm.

7.1.11. Baseline data
The incidence of cytopaenias at baseline was comparable between the two arms.

Comment: The two treatment arms were reasonably well balanced at baseline with respect
to demographic and disease characteristics. However, advanced stage disease (Rai stages
H1/1V, Binet stage C) was more common in the combination arm, whereas refractory
disease was more common in the ofatumumab arm. Consistent with the known natural
history of CLL the population was predominantly male and elderly.

The population was a heavily pre-treated one with a median of three prior regimens. The
majority of subjects had previously been treated with rituximab, fludarabine and
cyclophosphamide.

Comment: Prior treatment was comparable between the two arms.
7.1.12. Results for the primary efficacy outcome

Results for PFS as assessed by the IRC in the ITT analysis set are summarised in Table 6 and
Figure 3. At the time of data cut-off a PFS event had been reported in 130 of the 271 subjects.
Treatment with the combination was associated with a statistically significant reduction in the
risk of experiencing a PFS event (hazard ratio 0.27; 95% CI: 0.19 to 0.39; p<0.0001).
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Table 6: Study GS-US-312-0119 - Progression-free survival (primary endpoint).

Id+0 o
N=174) N=87)
Number (%) of Subjects with Events 76 (43.7) 54 (62.1)
Disease Progression 54 (31.0) 48 (55.2)
Death 22 (12.6) 6(6.9)
Number (%) of Subjects Censored 98 (56.3) 33(37.9)
Ongoing 75 (43.1) 4(46)
Discontinued Study without Event 21 (12.1) 29 (33.3)
Missed > 2 Consecutive Tumor Measurements 2(L.D 0
KM Estimate of PFS (Months)*
Q1 (95% CI) 9.0(7.5,10.8) 35(1.8,53)
Median (95% CI) 163 (13.6,17.8) 8.0(5.7,82)
Q3 (95%CD) NR (17.8,NR) 92(82,164)
Adjusted HR (95% CT)° 0.27 (0.19, 0.39)
P-value® < 0.0001

CI = confidence interval; HR = hazard ratio; Id = idelalisib; IRC = independent review committee; NR = not reached;
O = ofatumumab; PFS = progression-free survival; Q1 = first quartile; Q3 = third quartile

a
b

(17p deletion/TP53 mutation, IGHV mutation, and disease status).
¢ P-value is from stratified log-rank test, adjusted for randomization stratification factors (17p deletion/TP53 mutation,

IGHV mutation, and disease stats).

PFS (months) = (minimum [date of PD, date of death] — date of randomization + 1) / 30.4375.
HR and 95% CIs are calculated using the Cox proportional hazards model, adjusted for randomization stratification factors

Figure 3: Study GS-US-312-0119 - Progression-free survival (primary endpoint).
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Median PFS was increased from 8.0 months to 16.3 months. Estimated PFS rate at 6 months was
86.7% (95% CI: 80.5 to 91.0) for the combination and 57.6% (95% CI: 45.0 to 68.3) for
ofatumumab monotherapy. Estimated PFS rate at 12 months was 63.7% (95% CI: 55.5 to 70.7)
for the combination and 17.0% (95% CI: 8.3 to 28.2) for ofatumumab monotherapy.
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The four planned sensitivity analyses gave comparable results to the primary analysis.
Subgroup analyses indicated that the benefit in PFS was consistent across the various
subgroups examined (Figure 4).

Figure 4: Study GS-US-312-0119 - Progression-free survival - Subgroup analyses.
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7.1.13. Results for secondary efficacy outcomes
7.1.13.1. Overall response rate

The ORR was 75.3% (95% CI: 68.2 to 81.5) in the combination arm and 18.4% (95% CI: 10.9 to
28.1) in the ofatumumab arm (Table 7). The difference was statistically significant (p < 0.0001).
There was only 1 complete response (in the combination arm).
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Table 7: Study GS-US-312-0119 - Response rates.

Id+0O (8]
(N =174) (N=87)
Best Overall Response, n (%)
Complete Response (CR) 1(0.6) 0
Partial Response (PR) 130 (74.7) 16 (18.4)
Stable Disease (SD) 31(17.8) 51 (58.6)
Progressive Disease (PD) 1(0.6) 13 (14.9)
Not Evaluable (NE) 11 (6.3) 7 (8.0)
No Disease 0 0
ORR* 131 (75.3) 16 (18.4)
95% CT° 68.2,81.5 10.9, 28.1
Odds Ratio for Overall Response® 15.94
95% CI for Odds Ratio 7.8, 32.58
P-value < 0.0001

CI = confidence interval; Id = idelalisib; IRC = Independent Review Committee; O = ofatumumab; ORR = overall response rate
Subjects with CR or PR who maintain the response for at least 8 weeks (with 1 with interval) are defined to have confirmed
response for CR or PR. Otherwise, response status is categorized to SD.

a
b
c

ORR is the percentage of subjects that had best overall response of CR or PR.
95% CI for ORR 15 based on the exact method.

Odds ratio, 95% CI, and p-value are calculated from the CMH Chi-square test stratified by stratification factors.

7.1.13.2. Lymph node response (LNR) rate

The LNR rate was 93.3% (95% CI: 88.3 to 96.6) in the combination arm and only 4.9% (95% CI:
1.4 to 12.2) in the ofatumumab arm (Table 8). The difference was statistically significant (p <
0.0001).

Table 8: Study GS-US-312-0119 - Lymph node response rates.

Id + O o
N=174) (N=87)

LNR Rate® 153/164 (93.3) 4/81 (4.9)
95% CI for LNR Rate” 88.3,96.6 14,122

Odds Ratio®

486.96

95% CI for Odds Ratio

97.91, 2421.85

P-value

< 0.0001

CI = confidence interval; Id = idelalisib; LNR = lymph node response; O = ofatumumab
LNR rate was defined as the percentage of subjects who achieved a > 50% decreased from baseline in the SPD of

a

index lymph nodes.

95% CI for response rate was based on the exact method.
Odds ratio, 95% CI, and p-value was calculated from the Cochran-Mantel-Haenszel Chi-square test stratified by

stratification factors.

7.1.13.3. Overall survival

Results for OS in the ITT analysis set are summarised in Table 9 and Figure 5. OS data were
immature with only 64 of 261 subjects (24.5%) having died. There was no statistically
significant difference in overall survival between the two treatment arms.
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Table 9: Study GS-US-312-0119 - Overall survival.

Id+0O (0]
N=179) N=87)

Number (%) of Subjects with Events 42(24.1) 22(25.3)

Death 42 (24.1)° 22(25.3)
Number (%) of Subjects Censored 132(75.9) 65(74.7)

Ongoing 84 (48.3) 6(6.9)

Discontinued Study 48 (27.6) 59 (67.8)
KM Estimate of OS (Months)®

Q1 (95% CI) 158(114,20.9) 13 (6.0.19.4)

Median (95% CI) 20.9 (20.9, NR) 19.4 (16.9. NR)

Q3 (95% CI) NR (20.9, NR) NR (19.4. NR)
Adjusted HR (95% CT) 0.74 (0.44, 1.25)

P-value® 0.27

CI = confidence interval; HR = hazard ratio; Id = 1delalisib; KM = Kaplan Meier; NR = not reached; O = ofatummumab;

OS = overall survival; Q1 = first quartile; Q3 = third quartile

a  One subject who died in the idelalisib + ofatunmmab group did not receive treatment and therefore is not included in

safety analyses.

b OS (months) = (date of death — date of randomization + 1) / 30.4375
¢ P-value is from stratified log-rank test, adjusted for randomization stratification factors (17p deletion/TP53 mutation,

IGHV mutation, and disease status).

Figure 5: Study GS-US-312-0119 - Overall survival.
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Comment: The study report did not contain any information on subsequent therapies
received in subjects who experienced disease progression (e.g. whether subjects in the
ofatumumab monotherapy arm with disease progression received idelalisib).

7.1.13.4. PFSin the subgroup of subjects with 17p deletion and/or TP53 mutation

Results for PFS in this subgroup of patients are summarised in Table 10. The incidence of PFS
events was numerically lower in the combination arm (50.0% vs. 60.6%). As the null hypothesis
for the previous secondary endpoint (OS) had not been rejected, formal statistical testing was
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not conducted. However, informal testing suggested that the difference between treatment arms
was significant (HR = 0.32; 95% CI: 0.18 to 0.57; p < 0.0001) median PFS was prolonged from
5.8 months to 13.7 months.

Table 10: Study GS-US-312-0119 - PFS in subjects with 17p deletion or TP53 mutation.

Deletion/Mutation: Either Deletion/Mutation: Neither
Id+0 o Id+0 o
N=70 N=33 N=104 N=54
Number (%) of Subjects with Events 35 (50.0) 20 (60.6) 41 (39.4) 34 (63.0)
Disease Progression 25 (35.7) 16 (48.5) 29 (27.9) 32 (59.3)
Death 10 (14.3) 4(12.1) 12 (11.5) 2(3.7
Number (%) of Subjects Censored 35 (50.0) 13 (39.4) 63 (60.6) 20 (37.0)
Ongoing 27 (38.6) 1(3.0) 48 (46.2) 3(5.6)
Discontinued Study without Event 6 (8.6) 12 (36.4) 15(14.4) 17(31.5)
Missed = 2 Consecutive Tumor Measurements 2(29) 0 0 0
KM Estimate of PFS (Months)*
Q1 (95% CT) 86(54,11) | 26(1.7.53) | 95(74.114) | 36(1.7.7.3)
Median (95% CI) 13.7(11,178) | 5.8(4.5,84) | 164(139.NR) | 8.1(5.6,8.5)
Q3 (95% CI) 178(165.NR) | 85(8.NR) | NR(NR.NR) | 99(82.164)
Unadjusted HR (95% CI)® 0.32(0.18, 0.57) 0.29 (0.18, 0.46)
P-value <0.0001 NA

CI = confidence interval; HR = hazard ratio; Id = idelalisib; NR = not reached; O = ofatunmmab; Q1 = first quartile;
Q3 = third quartile

a  PFS (months) = (mininmm [date of PD, date of death] — date of randomization + 1) / 30.4375.

b  HR and 95% CIs are calculated using the Cox proportional hazards model without any adjustment

7.1.13.5. CRrate
As there was only one complete response this endpoint was not analysed.
7.1.14.
7.1.14.1.

Results for exploratory efficacy outcomes
Time to response

Median time to response was 1.7 months in both arms.
7.1.14.2. Duration of response

Median duration of response was 14.9 months (95% CI: 12.9 to not reached) in the combination
arm and 6.7 months (95% CI: 5.6 to 15.0) in the ofatumumab arm.

7.1.14.3. Percent change in lymph node area

Results for this endpoint are summarised in Table 11. At baseline, mean lymph node area was
greater in the ofatumumab group (8455.6 vs. 6528.3 mmz2). After treatment, mean best percent
reduction in lymph node area was greater in the combination arm (-72.1% vs. -11.2%).
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Table 11: Study GS-US-312-0119 - Best percentage change in lymph node SPD.

Id+0 (0]
N=174) N=87)
Baseline
N 174 87
Mean (StD) 6528.3 (6391.95) 8455.6 (7344.48)
Median 4823.0 6336.7
Q1.Q3 25328, 8166.1 3253.0, 11333.9
Min, Max 298.1,44383.3 343.7. 352411
Best % Change
N 164 81
Mean (StD) -72.1(13.63) 1112 (31.64)
Median -74.6 -13.1
Q1.Q3 -82.5,-65.0 -29.3.0.1
Min, Max -945 -16.4 -73.6, 140.0

Id = idelalisib; IRC = independent review committee; O = ofatummumab; Q1 = first quartile; Q3 = third quartile;

SPD = sum of the products of greatest perpendicular diameters; StD = standard deviation

The tumor measurement from the first reader was used, unless the adjudicator picked the second reader.

Baseline was defined as the last measurement before randomization.

The best percent change from baseline was defined as the largest decrease in SPD postbaseline. For subjects who had
SPD increases only, the smallest increase was considered the best change from baseline.

7.1.14.4. Splenomegaly and hepatomegaly response rates

Results are summarised in Table 12. A greater proportion of subjects in the combination arm
achieved significant reductions in both spleen and liver size, compared with the ofatumumab
arm.

Table 12: Study GS-US-312-0119 - Splenomegaly and hepatomegaly response rates.

Id+0O o
(N=174) (N=87)
Splenomegaly Response Rate® 100/122 (82.0%) 24/56 (42.9%)
95% CI° 74,883 29.7.56.8
Hepatomegaly Response Rate" 56/86 (65.1%) 11/44 (25.0%)
95% CI° 541,751 132,403

CI = confidence interval; Id = idelalisib; O = ofatunmumab

a  Analysis included only subjects in the ITT Analysis Set who had splenomegaly at baseline and had at least
1 evaluable postbaseline spleen measurement. Responders were subjects with a 50% decrease (minimmum 2 cm) from
baseline in the enlargement of the spleen in its LVD or to = 12 cm by imaging.

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

¢ Analysis only included subjects who had hepatomegaly at baseline and at least 1 evaluable postbaseline liver
measurement. Hepatomegaly response rate was the percentage of subjects with a 50% decrease (mininmum 2 cm) from
baseline in the enlargement of the liver in its LVD or to < 18 cm by imaging.

LVD = longest vertical dimension

7.1.14.5. Responses in haematological parameters

Results are summarised in Table 13. For each of the four haematology parameters, a greater
proportion of subjects in the combination arm achieved a response compared with the
ofatumumab arm.
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Table 13: Study GS-US-312-0119 - Haematology parameter response rates.

Id+0 0
N =174) N=87)
ALC Response Rate® 139/143 (97.2%) 60/68 (88.2%)
95% CI° 93,992 78.1,94.8
Platelet Response Rate® 88/93 (94.6%) 34/43 (79.1%)
95% CI° 87.9,982 64, 90
Hemoglobin Response Rate® 65/73 (89.0%) 21/42 (50.0%)
95% CI° 79.5,95.1 342,658
ANC Response Rate* 31/32(96.9%) 14/22 (63.6%)
95% CI° 838,999 40.7,8238

ALC = absolute lymphocyte count; ANC = absolute neutrophil count; CI = confidence interval; Id = idelalisib; O = ofatunmmab
a  Analysis included subjects who had lymphocytosis (ALC >4 x 10%/L) at baseline. Responders were subjects with
baseline lymphocytosis who achieved on-study ALC <4 x 10°/L or > 50% decrease in ALC from baseline.

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

¢ Analysis included subjects who had thrombocytopenia (platelet count < 100 x 10°/L) at baseline. Responders were subjects
with baseline thrombocytopenia who achieved on-study platelet count of = 100 x 10°/L or = 50% increase in platelet count
from baseline.

d  Analysis included subjects who had anemia (hemoglobin < 110 g/L [11 g/dL]) at baseline. Responders were subjects with
baseline anemia who achieved on-study hemoglobin = 110 g/L (11 g/dL) or = 50% increase in hemoglobin from baseline.

e Analysis included subjects in the ITT Analysis Set who had neutropenia (ANC < 1.5 x 10°/L) at baseline. Responders were
subjects with baseline neutropenia who achieved on-study ANC of > 1.5 x 10%/L or = 50% increase in ANC from baseline.

7.1.14.6. FACT-Leu questionnaire

The study report focussed on results for the Trial Outcome Index (TOI) composite score, the
FACT-G Total Score and the Additional Concerns subscale (LeuS). For the Additional Concerns
score, the percent change from baseline is illustrated in Figure 6, and the differences between
the arms over time are summarised in14. The potential range of scores is 0-68. At baseline the
mean score was 46.3 (= 10.9) in the combination arm and 45.7 (* 9.9) in the ofatumumab arm.
Symptoms improved in both arms, with greater improvement in the combination arm. A similar
pattern was seen with the TOI score and FACT-G total score.
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Figure 6: Study GS-US-312-0119 - FACT-Leu questionnaire - Additional concerns (LeuS)
subscale - change from baseline.
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Table 14: Study GS-US-312-0119 - FACT-Leu questionnaire - Additional concerns (LeuS)
subscale.
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Comment: According to the sponsor the minimally important difference (MID) for the
Additional Concerns score is 5 points. This cut-off was apparently based on a published
study conducted in patients with chronic myeloid leukaemia. As shown in Table 14, the
difference between the treatment arms was less than 5 points for most study visits.

Submission PM-2015-02423-1-4 Extract from the Clinical Evaluation Report for Zydelig 30 of 59



Therapeutic Goods Administration

Therefore, although improvement in symptoms was greater in the combination arm, the
difference is unlikely to be clinically significant. It is noted that the sponsor is not seeking
to make any claims regarding improved quality of life in the product information.

7.1.14.7. Karnofsky score

Average Karnofsky score improved in both arms, to a similar extent (Table 15).

Table 15: Study GS-US-312-0119 - Karnofsky score.

Id+0 0
N=174) (N=87)
Change from Change from
Statistic Actual Value Baseline Actual Value Baseline
n 173 87
Mean (StD) 84.2(10.34) 82.9(9.75)
o 95% CI (82.6, 85.7) (80.8, 85.0)
Median 80.0 80.0
Q1. Q3 80.0,90.0 80.0,90.0
Min. Max 60.0, 100.0 60.0, 100.0
n 173 173 86 86
Mean (StD) 92.1(8.78) 7.8 (9.57) 89.4 (9.62) 6.6 (9.02)
Best Change 95% CI (90.8,93.4) (6.4.9.2) (87.4,91.5) (4.7, 8.6)
from Baseline® Median 90.0 10.0 90.0 10.0
Q1,Q3 90.0, 100.0 0.0,10.0 90.0, 100.0 0.0, 10.0
Min. Max 50.0, 100.0 -20.0, 40.0 60.0. 100.0 -20.0, 40.0

CI = confidence interval; Id = idelalisib; O = ofatummumab; Q1 = first quartile; Q3 = third quartile; StD = standard deviation
a  DBest change from baseline is defined as the highest value of change from baseline among all post-baseline visits.

7.2.
7.2.1.

Other efficacy studies
Study 101-07

This study is an ongoing phase 1, open-label trial. It included subjects with CLL, indolent non-
Hodgkin’s lymphoma (iNHL) or mantle cell lymphoma (MCL). Subjects were required to have
relapsed or refractory disease. This study was reviewed in the clinical evaluation of the original
submission for the registration of idelalisib. In the current submission, the sponsor provided an
updated study report. The original report was dated 24 July 2013 and the updated report was
dated 17 February 2015.

The study enrolled multiple separate cohorts of patients to explore the efficacy and safety of
idelalisib when used in combination with a variety of other agents (rituximab, ofatumumab,
bendamustine, fludarabine, everolimus, bortezomib, chlorambucil and lenalidomide) in the
treatment of the three diseases. Overall, 241 subjects were enrolled. In one of the cohorts,
subjects with relapsed or refractory CLL were treated with a combination of idelalisib and
ofatumumab. Only the results for this cohort are reviewed in this report.

The cohort enrolled 21 subjects, 13 with relapsed disease and 8 with refractory disease. Median
time since diagnosis was 6.5 years. Seven subjects (33.0%) had 17p deletion or TP53 mutation.
The median number of prior treatment regimens was 2.0. Subjects were treated with idelalisib
150 mg BD. The ofatumumab dose regimen was identical to that used in the pivotal study
(initial 300 mg dose, then 1000 mg per dose for a further 11 doses over 24 weeks).
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Efficacy results for the cohort are summarised in Table 16.

Table 16: Study 101-07 - Efficacy results (Idelalisib + ofatumumab cohort).

N 21
Complete response, n (%) 2(9.5)
Partial response, n (%) 13 (61.9)
Stable disease, n (%) 5(23.8)
Progressive disease, n (%) 0
Not done, n (%) 1(4.8)
Overall response rate, n (%) 15(71.4)
95% CI 47.8 - 88.7
Duration of response (months), median (95% CI) NR (3.5-NR)
Time to response (months), median (Q1, Q3) 1.9(19-2.3)
Progression-free survival (months), median (95% CI) NR (8.7 - NR)
Overall survival (months), median (95% CI) NR (NR - NR)
Lymph Node response rate n (%) 17 (81.0)
95% CI 58.1-94.6

Cl=confidence interval; NR=not reached; Q=quartile.

Comment: The overall response rate seen in this study (71.4%) is comparable to that seen
in the pivotal study (75.3%). The efficacy results for this cohort in the updated study report
are essentially unchanged from those in the original study report.

7.3. Analyses performed across trials (pooled & meta analyses)

In the Summary of Clinical Efficacy of the submission, the sponsor presented analyses of efficacy
endpoints for pooled data from studies GS-US-312-0116 (combination with rituximab) and GS-
US-312-0119 (combination with ofatumumab). As the question raised by the current
application is the efficacy of the ofatumumab combination only, these analyses are not
considered directly relevant to this review.

Both studies demonstrated a highly statistically significant effect of idelalisib on the primary
endpoint of PFS. The pooled analysis of PFS gave a consistent result (HR=0.21; p < 0.0001).
When the results of the extension study GS-US-312-0117 were included in an analysis, a
beneficial effect of idelalisib on overall survival was suggested (Table 17). However, the data
were not yet mature.
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Table 17: Pooled analysis of overall survival.

Studies GS-US-312-0116, GS-US-312-0117, and GS-US-312-0119
Pooled: OS (ITT Analysis Set)

Id+Anti-CD20 Anti-CD20
(N =1284) N =197)
Number (%) of Subjects Who Died 63 (22.2) 65 (33.0)
Number (%) of Subjects Censored 221 (77.8) 132 (67.0)
Ongoing 132 (46.5) 34 (173)
Completed/Discontinued Study 89 (31.3) 98 (49.7)
KM Estimate of OS (Months)*
Q1 (95% CI) 18.1 (14.9, 23.5) 10.7 (8. 13.3)
Median (95% CI) NR (23.5,NR) 21 (18.1.NR)
Q3 (95% CI) NR (NR. NR) NR (NR. NR)
Adjusted Hazard Ratio (95% CI)® 0.53 (0.37,0.75)
P-value From Stratified Log-Rank Test® 0.0004
P-value From Unstratified Log-Rank Test 0.0008

a  Overall survival (months) = (date of death - date of randomization + 1)/ 30.4375

b  Hazard ratio and 95% ClIs are calculated using the Cox proportional hazards model, adjusted for 17p deletion/TP53
mutation, IGHV mutation, and study.

¢ P-value is from stratified log-rank test, adjusted for 17p deletion/TP53 mutation, IGHV mutation, and study.

7.4. Other efficacy data included in the submission

The submission included a number of other studies that were not directly relevant to the
proposed new indication. The safety data from these studies have been reviewed. One of these
studies (Study 101-09) included efficacy data that was relevant to one of the currently approved
indications (follicular lymphoma).

Study 101-09 was a phase 2 single-arm trial in 125 subjects with treatment-refractory indolent
NHL. Subjects were treated with idelalisib monotherapy (150 mg BD). The primary efficacy
variable was response rate. A full study report for this trial was reviewed in the clinical
evaluation of the original submission to register idelalisib. In the current submission the
sponsor provided a brief update of efficacy data from the study prepared in response to a
request from the EMA as a ‘post-authorisation measure (PAM)’.

The original and updated results are summarised in Table 18. With longer follow-up, there was
a slight increase in response rate.

Table 18: Study 101-09 - Updated efficacy results.

Original Updated
results results

N (all subjects) 125 125

N (follicular lymphoma) 72 72

Overall response rate, follicular lymphoma - 54.2 55.6

% [95% CI] [42.0 - 66.0] [43.4 - 67.3]
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Original Updated
results results
Complete response, n (%) 8.3 13.9
Partial response, n (%) 45.8 41.7
Overall response rate, all subjects 56.8 57.6
- % [95% CI] [47.6 - 65.6] [48.4 - 66.4]
Duration of response, all subjects 12.5 12.5
- (months), median

7.5. Evaluator’s conclusions on clinical efficacy

The pivotal efficacy study was well designed and executed. The study design was consistent
with the recommendations of the relevant EMA guidelines adopted by the TGA. The study
demonstrated a statistically significant improvement in efficacy when idelalisib was combined
with ofatumumab, compared to ofatumumab monotherapy. The magnitude of the efficacy
benefit was clinically significant with a doubling of median PFS (16.3 versus 8.0 months) and a
3.7 fold increase in the proportion of subjects alive and free of progressive disease at 12 months
(63.7% versus 17.0%). A PFS benefit was observed consistently across the various subgroups
examined including those subjects with an adverse prognosis due to the presence of a 17p
deletion or TP53 mutation.

The sponsor is proposing that the combination of idelalisib with ofatumumab should be
approved for use as first line therapy in subjects with 17p deletion or TP53 mutation. The
submitted efficacy studies did not examine the efficacy of the combination in the first line
setting. However, efficacy was demonstrated in this subgroup in the setting of
relapsed/refractory disease. It is possible that efficacy may be superior in the first line setting
where the disease would be expected to be less treatment resistant. Given that disease with 17p
deletion or TP53 mutation responds poorly to conventional first line chemoimmunotherapy, it
is considered reasonable to extrapolate the efficacy data into the first line setting for this
subgroup. It is noted that idelalisib is already approved for use in combination with rituximab in
the first line setting for these patients.

Table 19 shows a comparison of the PFS results obtained in Study GS-US-312-0119 with those
obtained in Study GS-US-312-0116, the pivotal study that led to the approval of idelalisib in
combination with rituximab in CLL. Although both studies were conducted in subjects with
relapsed CLL, the inclusion criteria and baseline characteristics of subjects were different and as
aresult any conclusions regarding comparative efficacy based on cross-trial comparison are
likely to be unreliable.
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Table 19: Comparison of PFS results in studies GS-US-312-0119 and GS-US-312-0116.

GS-US-312-0119 GS-US-312-0116
Idelalisib + Ofatumumab Idelalisib + Rituximab
Ofatumumab Rituximab
% of subjects 43.7% 62.1% 22.7% 63.6%
with PFS event
Median PFS - 16.3 8.0 19.4 6.5
1)
E“I‘)’“ths (95% (13.6,17.8) (5.7,8.2) (12.3 - NR) (4.0,7.3)
Adjusted HR 0.27 (0.19-0.39) 0.15 (0.09 - 0.24)
(95% CI)
p-value <0.0001 =1.6x10-16

Study 101-07 provided some supportive evidence of efficacy with an overall response rate
comparable to that seen in the pivotal study.

Updated efficacy data from study 101-09 in subjects with indolent NHL were consistent with the
original data.

8. Clinical safety
Idelalisib is known to be associated with the following toxicities, as described in the current PI:
Hepatotoxicity;
Gastrointestinal toxicity (diarrhoea, colitis, intestinal perforation);
Pneumonitis;
Cutaneous reactions;
Cytopaenias;

Infections (possibly including reactivation of hepatitis infection and progressive multifocal
leukoencephalopathy).

8.1. Studies providing evaluable safety data

The following studies provided evaluable safety data relevant to the proposed new indication
(treatment of relapsed CLL with idelalisib in combination ofatumumab):

8.1.1. Pivotal efficacy study
In the pivotal efficacy study, the following safety data were collected:

Data on general adverse events (AEs) were collected at each study visit, including the EOS
visit and the 30-day follow-up visit. Subjects were asked an open-ended question regarding
new health problems. An AE was defined as any untoward medical occurrence in a subject.
AEs were assessed as either related or not related to study drug and were graded using the
Common Toxicity Criteria for Adverse Events (CTCAE) version 4.03. AEs were coded using
Medical Dictionary for Regulatory Activities (MedDRA) terminology.
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The following were considered AEs of particular interest: diarrhoea and/or colitis, rash,
pneumonitis, pneumonia, bowel perforation, anaphylaxis, PML, Richter’s transformation
and second malignancies.

Laboratory tests, including haematology and biochemistry, were performed at each study
visit. Urinalysis and ECGs were not routinely monitored during the study.

Oxygen saturation by pulse oximetry was measured at each study visit. Other vital signs
such as temperature, pulse and blood pressure were not systematically monitored during
the study.

8.1.2. Study 101-07

Safety monitoring similar to that in the pivotal study was undertaken in this trial.

8.2. Patient exposure
8.2.1. Pivotal efficacy study

Median duration of exposure to idelalisib was 12.3 months. A total of 134 subjects were exposed
for at least 6 months and 90 subjects for at least 12 months.

The planned dosing regimen for both arms involved a total of 12 doses with the final dose being
given at week 24 (i.e. a planned duration of exposure of approximately 6 months). Median
duration of exposure was 5.3 months in the combination arm and 4.2 months in the
ofatumumab monotherapy arm.

Comment: Duration of exposure to treatment was considerably longer for subjects in the
combination arm, and reporting of AEs would therefore have continued for a longer
period. Crude incidence figures for AEs would therefore be expected to be higher in the
combination arm.

8.2.2. Study 101-07

A total of 21 subjects were treated with the combination of idelalisib with ofatumumab. Median
duration of exposure to idelalisib was 10.6 months. 15 subjects were exposed for at least 6
months and 1 subject for at least 12 months.

8.3. Adverse events

An overall summary of the incidence of AEs that occurred in the pivotal study is shown in Table
20. Exposure-adjusted incidence is summarised in Table 21.
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Table 20: Study GS-US-312-0119 - Overall incidence of AEs.

Id+0 o

Adverse Event Category, n (%) N=173) (N=86)
Any AE 172(994) 85(98.8)
> Grade 3 AE 152 (879) 48(55.8)
Idelalisib-Related AE 155 (89.6) NA

> Grade 3 Idelalisib-Related AE 116 (67.1) NA
Ofatumumab-Related AE 136 (78.6) 67(71.9)
> Grade 3 Ofatumumab-Related AE 82(474) 29(33.7)
AE Related to both Idelalisib and Ofatunmmab 102 (59.0) NA
Any SAE 121 (69.9) 36 (41.9)
Idelalisib-Related SAE 73 (42.2) NA
Ofatumumab-Related AE 39 (22.5) 17(19.8)
AE That Led to Idelalisib Dose Reduction 35(20.2) NA
AE That Led to Idelalisib Dose Interruption 93 (53.8) NA
AE That Led to Idelalisib Dose Interruption/Reduction 97 (56.1) NA
AE That Led to Idelalisib Discontinuation 53 (30.6) NA
AF That Led to Ofatumumab Delayed 79 (45.7) 20(233)
AE That Led to Ofatumumab Discontinuation 16(9.2) 20(233)
Death due to AE 18 (10.4) 6(7.0)

AE = adverse event; Id = idelalisib; NA = not applicable; O = ofatumumab; SAE = serious adverse event
Relationship to idelalisib is determined by investigator; AEs with missing relationships are considered to be related.

Table 21: Study GS-US-312-0119 - Overall incidence of AEs (exposure-adjusted).

Id+ 0 Lo
N=178 (X = 36)
Adjusred Adjusred

Bol Subjects | Tedal Ezposmre | Imcidence Rate B of Subjecty Total Expoture | Imcidence Rate

with Events Time im Years #5% CT) with Events Time im Years 95% CT)
Any AE 172 124 138901189, 1613) £5 is 22481796, 2780y
= Grade 3 AE 152 632 241 (204, 2 82) 48 219 219 {1.62, 291)
Idelahiab-Felated AE 133 “ui 1470294, 408 NA NA NA
= Grade 3 Idelahissh-Felated AE 116 918 1.19 (098, 1.47) NA NA NA
Ofaraneomab-Related AE 136 455 293 245, 31485 &7 111 6,03 (4,67, 7.66)
= Grade 3 Ofatmmemab-Felated AE 82 1051 0.78 .62, 09T P 26.1 11 {074, 1.59)
AE Fielated to both Idelalizh and Ofstunsemab 102 g9 125 (102, 1.51) NA NA NA
Any SAE 2 159 114095, 1.50) 36 57 1.40 (0,98, 1.94)
Idelaligb-Felated SAE 73 133.3 055 (043, 0.69) NA NA NA
Ofasumemmab-Felated AE kL 1454 02719037 17 e 0.57 (033, 092}
AE That Led to Idelalinh Dose Reduction 35 150.2 0.23 (016, 0.3 HA NA NA
AE Tht Led to Idelalisth Doce Imternapition 1] 1058 088 (071, 1.08) NA NA NA
AE That Lad to Ideladinil Dose Internption Fedoction " 144 093(0.75,1.15) NA NA NA
AE That Led to Idelalish Discontmuation 33 1679 0.32 (024, 0.41) NA NA NA
AE That Led o Ofatansumab Dielayed L 1077 0.73 (058, 0.91) 0 18 0.72{0.44, 1L11)
AE That Led o Ofstamemab Duscontmation 1] 17046 0.06 {005,015 N ilé 0.63 (0.39.0.98)
Death due to AE (1 1726 0.10 (006, 0.16) § 315 018 (007, 0.40)

AE = pdverse event, Id-xﬁd:h:i&,m-nﬂlppbrﬂr.ﬂ-n\ﬁmmh; SAE = senons adverse event

a  The total exposure time of all sabjects (T) was calculated a8 T = T o, where £, was the  subyect exposuse time in weekt. If a subgect had omaltiple events, 1, was the time of the
first event For 3 subject with no svente, 1, was censored af the tme of data cutoff date if the mobject was ehll on shady dnap. and was censored af the tme of kit dose date phas
30 duys or the dats cusoff date (whichever is shorter) if the subject discontizued stady dnag

AE was classified by FT using MedDEA version 17.1

8.3.1. All adverse events (irrespective of relationship to study treatment)
8.3.1.1.  Pivotal study

The incidence of AEs was high in both arms - 99.4% in the combination arm and 98.8% in the
ofatumumab arm. Common AEs (those with an incidence = 10%) are listed in Table 22. AEs that
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were notably more common in the idelalisib arm included diarrhoea, abdominal pain,

cytopaenias, rash and hypokalaemia.

Table 22: Study GS-US-312-0119 - Common AEs (incidence = 10%).

Id + 0
m=173) (N = 86)
Adverse Events by Syvstem Ovgan Class and Preferved Term Bi{%) o {%%)
Infections and Infestatons 132(76.3) 51(59.3)
Pocumonia W0{17.3) 11(12.8)
Upper respiratory tract infecten 1 {179) 9 {10.5)
Unnary tract infection 23(13.3) 6 (7.0)
Sinusiis 19 {11.0) 223
Brameclutrs 19(i1.0) 0
Gasgomtcvtinal Disorders 124(71.7) 51 (59.3)
Diasrhoea £3 (48.0) 0(21.3)
Nausea 52(30.1) 11 (26.T)
Comtipation 36 (20.8) 13(15.1)
Vominng 25 (14.5) 12 {14.0)
Abdonnunal pamn 26 (15.0) & [7.0)
General Disorders and Adwmmistsation Site Conditions 122 (70.5) 56 (85.1)
Fatigue 55 (31.8) 24(279)
Pyrexia 38 (324) 0 (23.3)
Oedema peripheral X (168) 9{105)
Chulls M (139) 13(15.1}
Asthema 23(13.3) 10(11.6)
Blood and Lymphatic System Disorders 96 (55.5) 28 (32.6)
Neumepenia &1(35.3) 14(163)
Asaemia M{19.7) 9{10.5)
Thrombocytopenia 22(12.7) 6(7.0)
Febrile nemropenia 20127 1(15)
Respuratory, Thorace: and Medistinal Drsorders 95 (H4.9) B (44.2)
Cough 52(30.1) 18 (20.9)
Dryspnaca 25 (16.8) 10 (11.6)
Skin and Subcutaneous Tissue Disorders 89 (51.4) 30 (34.9)
Fash M9 7(8.1)
Profins 19(11.0) 6(7.0)
Wight sweats 7(4.0) 10 {11.6)
Metabolian and Nutntion Disorders £0(46.2) 20(23.3)
Decreased appetite 30(17.3) 7(81)
Hypekalasma 25{14.5) 44T
Nervous System Drsorders 77{44.5) 30(34.9)
Headache 31(19.1) 9(10.5)
Musculoskeletal and Connertive Tissue Disorders 73 (42.2) 32(37.7)
Back pain 23(13.3) 11(12.8)
Tnveinpansns 74{431.9) 18 (209)
Weight decreased 18{10.4) 5(5.8)
Tajury, Povsomang and Procedural Complacations 53(30.6) 21D
Infusson related reaction 29 (16.8) 23 (26.7)
Psychiamic Disorders 50(28.9) 19(22.1)
Inwomnia 27(154) 13(15.1)

1d = sdelabisib; O = ofstemunmab
AE was clasasfied by PT using MedDFA verion 17.1.

Subjects who expenenced multiple events within the same PT (or S0C) were counted once per PT (or SOC)
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The sponsor also presented data on the incidence rate of AEs adjusted for exposure time.
According to this analysis the incidence rates for individual AE terms were generally
comparable for the two treatment arms. Events that were more common in the combination
arm (by a margin of at least 0.05 events per year) were:

Bronchitis (0.12 events/year vs. 0.00 events/year);
Dehydration (0.09 vs. 0.00);
Colitis (0.08 vs. 0.00);
Oral candidiasis (0.07 vs. 0.00);
Productive cough (0.07 vs. 0.00);
Maculo-papular rash (0.07 vs. 0.00);
Sinusitis (0.12 vs. 0.06); and
Pneumonitis (0.06 vs. 0.00).
8.3.1.2. Study 101-07

All 21 subjects (100%) treated with the combination of idelalisib and ofatumumab experienced
an adverse event. The most common AEs were diarrhoea (52.4%), cough (42.9%), dyspnoea
(33.3%), pyrexia (33.3%), nausea (28.6%), neutropaenia (28.6%) and decreased appetite
(23.8%).

8.3.2. Grade = 3 adverse events
8.3.2.1.  Pivotal study

The incidence of grade 3 or higher AEs was increased in the combination arm - 87.9% vs.
55.8%. Grade 3 or higher AEs occurring in > 2% of subjects are shown in Table 23.
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Table 23: Study GS-US-312-0119 - Grade = 3 AEs (incidence > 2%).

System Organ Class Id+0 o
Preferred Term (N=173) (N=86)
Subjects with > Grade 3 AE 152 (87.9%) 48 (55.8%)
Blood and lymphatic system disorders 87 (50.3%) 22 (25.6%)
Neutropenia 59 (34.1%) 13 (15.1%)
Anaemia 20 (11.6%) 5 (5.8%)
Febrile neutropenia 20 (11.6%) 3(3.5%)
Thrombocytopenia 16 (9.2%) 6 (7.0%)
Granulocytopenia 5(2.9%) 1(1.2%)
Infections and infestations 60 (34.7%) 24 (27.9%)
Pneumonia 22 (12.7%) 7(8.1%)
Sepsis 12 (6.9%) 1(1.2%)
Pneumocystis jirovecii pneumonia 8 (4.6%) 0
Lower respiratory tract infection 4(23%) 2(2.3%)
Neutropenic sepsis 4(23%) 2(2.3%)
Unnary tract infection 6 (3.5%) 0
Bronchitis 5(2.9%) 0
Lung infection 4(23%) 1(1.2%)
Septic shock 4(2.3%) 1(1.2%)
Respiratory tract infection 2(1.2%) 2(23%)
Progressive multifocal leukoencephalopathy 0 2(2.3%)
Gastromtestinal disorders 49 (28.3%) 5(5.8%)
Diarrhoea 30 (17.3%) 1(1.2%)
Colitis 10 (5.8%) 0
Abdominal pain 5(2.9%) 0
Investigations 40(23.1%) 4(4.7%)
Alanine amunotransferase increased 14 (8.1%) 0
Neutrophil count decreased 11 (6.4%) 2(2.3%)
Aspartate aminotransferase increased 6(3.5%) 0
Platelet count decreased 4(23%) 1(1.2%)
White blood cell count decreased 4(2.3%) 0
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Table 23: Study GS-US-312-0119 - Grade = 3 AEs (incidence > 2%).

System Organ Class Id+0 o
Preferred Term IN=173) (N=86)
Metabolism and nutnition disorders 36 (20.8%) 5(5.8%)
Hypokalaemia 11 (6.4%) 1(1.2%)
Hyponatraenua 7 (4.0%) 0
Dehydration 6 (3.5%) 0
Hyperglycaemia 5(2.9%) 0
Respiratory, thoracic and mediastinal disorders 33 (19.1%) 4 (4.7%)
Dyspnoea 7 (4.0%) 1(1.2%)
Pneumonitis 8 (4.6%) 0
Respiratory failure 4(23%) 1(1.2%)
General disorders and administration site conditions 26 (15.0%) 8(9.3%)
Pyrexia 12 (6.9%) 2(2.3%)
Fatigue 6 (3.5%) 4 (4.7%)
Asthenia 5(29%) 1(1.2%)
Vascular disorders 11 (6.4%) 2(2.3%)
Hypotension 7 (4.0%) 1(1.2%)
Musculoskeletal and connective tissue disorders 10 (5.8%) 1(1.2%)
Pain 1n extremity 4(2.3%) 0
Skin and subcutaneous tissue disorders 9 (5.2%) 2(2.3%)
Rash maculo-papular 4(23%) 0
Renal and uninary disorders 9 (52%) 1(1.2%)
Renal failure acute 4(23%) 0
Injury, poisoning and procedural complications 6 (3.5%) 4(4.7%)
Infusion related reaction 4(23%) 1(1.2%)

Id = idelalisib; O = ofatumumab

AEs are classified using MedDRA version 17.1.

Subjects who expenenced multiple events within the same PT (or SOC) are counted once per PT (or SOC) in the highest
severity grade.

Severity of AEs is graded according to the CTCAE, Version 4.03.

Comment: Grade 3 or higher diarrhoea and cytopaenias were again more common in the
combination arm. Other notable Grade 3 or higher events that were more common in the
combination arm included transaminase elevations (ALT: 8.1% vs. 0%; AST: 3.5% vs. 0%),
pneumonitis (4.6% vs. 0%) and pneumocystis pneumonia (4.6% vs. 0%).

8.3.2.2. Study 101-07

16 of 21 subjects (76.2%) treated with the combination of idelalisib and ofatumumab
experienced a grade 3 or higher AE. Individual Grade = 3 AEs that occurred in more than one
subject were neutropaenia (23.8%), pneumonia (14.3%), ALT increase (9.5%) and
hyperglycaemia (9.5%)
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8.3.3. Treatment-related adverse events (adverse drug reactions)
8.3.3.1.  Pivotal study

A total of 89.6% of subjects in the combination arm experienced AEs that were assessed as
being related to idelalisib. Those occurring in = 5% of subjects are listed in Table 24. The most
common events were diarrhoea, neutropaenia and fatigue. 67.1% of subjects experienced grade
3 or higher AEs that were assessed as being related to idelalisib.

Table 24: Study GS-US-312-0119 - AEs related to idelalisib (incidence = 5%).

Svetem Ovgan Class Id + O
Preferred Term N=173)
Number of Subyects with any AE Reported by the Investigator as Related to Idelalisib 155 (89.6)
Gastroutesunal disorders 92(53.2)
Duarrhoea 57(329)
Nausea 25(14.5)
Constipanon 14(8.1)
Abdominal pain 13(7.5)
Colinis 12(6.9)
General disorders and administration site condinons 54(31.2)
Fatigue 30(17.3)
Pyrexsa 18 (10.4)
Blood and lynphatic system disorders 53(30.6)
Neutropema 31(17.9)
Febnle neutropenia 12 {6.9)
Thrombocytopenia 10(5.8)
Angenua 9(5.2)
Infections and mfestations 50(28.9)
Poeumonia 12 (6.9)
Skan and subcutaneous tissue disorders 43(249)
Rash 15(87)
Rash maculo-papular 9(5.2)
Investigations 42(24.3)
Alanine anunotransferase mcreased 16(9.2)
Aspartate aminctransferase mereased 11 (6.4)
Neutrophil count decreased 10(58)
Nervous system disorders 38 (2200
Headache 13(7.5)
Dhysgeusia 9{52)
Metabolism and mutnition disorders 32(18.5)
Decreased appente 12(6.9)
Respuratory, thoracic and mediastinal disorders 27(15.6)
Cough 10(5.8)
Preumonitis 10 (5.8)"

1d = sdelalissh; O = ofatomumat

AEs are classified unng MedDRA version 17.1.

Subpects who expenenced multiple events within the same PT (or S0C) are counted once per PT (or SOC).

a2 Includes | event (in Subgect 7570-15440) with the verbatim term “interstitial pocumenstis™ that was coded to the
prefierred term “interstitial lung disease
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The overall incidence of AEs that were assessed as being related to ofatumumab was
comparable in the two treatment arms - 78.6% in the combination arm and 77.9% in the
ofatumumab arm. Those occurring in = 5% of subjects are listed in Table 25. Grade 3 or higher
events related to ofatumumab were more common in the combination arm (47.4% vs. 33.7%).

Table 25: Study GS-US-312-0119 - AEs related to ofatumumab (incidence = 5%).

System Organ Class Id+0 o
Preferred Term N=173) (N=280)
?sulx{n;b]::' e;ftiugjfaecnt;n m gny AE Reported by the Investigator 136 (78.6) 67 (77.9)
General Disorders and Administration Site Conditions 57 (32.9) 29 (33.7)
Fatigue 26 (15.0) 11 (12.8)
Pyrexia 17 (9.8) 6(7.0)
Asthenia 10 (5.8) 7(8.1)
Chulls 8(4.6) 7(8.1)
Blood and Lymphatic System Disorders 57 (32.9) 17 (19.8)
Neutropenia 44 (25.4) 11 (12.8)
Febrile neutropema 11(6.4) 1(1.2)
Anemia 6(3.5) 5(5.8)
Gastrointestinal Disorders 46 (26.6) 17 (19.8)
Nausea 16 (9.2) 7(8.1)
Diarrhea 15(8.7) 6(7.0)
Constipation 9(5.2) 2(2.3)
Skin and Subcutaneous Tissue Disorders 39 (22.5) 13 (15.1)
Rash 13 (7.5) 3(3.5)
Pruritus 10 (5.8) 4(4.7)
Injury, Poisoning, and Procedural Complications 27 (15.6) 23 (26.7)
Infusion related reaction 24 (13.9) 23 (26.7)
Nervous System Disorders 29 (16.8) 13 (15.1)
Headache 11 (6.4) 1{12)
Neuropathy peripheral 4(23) 7(7.0)
Investigations 22 (12.7) 7(8.1)
Neutrophil count decreased 9(5.2) 1(1.2)

AE = adverse event; Id = idelalisib; O = ofatummumab
AEs are classified using MedDRA version 17.1.

Subjects who experienced multiple events within the same PT (or SOC) are counted once per PT (or SOC) in the highest

severity grade.
Severity of AEs is graded according to the CTCAE, Version 4.03.

Comment: Although the overall incidence was comparable, there were some differences
with respect to individual AE terms. Infusion reactions related to ofatumumab arm were
less common in the combination arm (13.9% vs. 26.7%) whereas neutropaenia related to
ofatumumab was more common in the combination arm (25.4% vs. 12.8%).
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8.3.3.2.  Study 101-07

13 of 21 subjects (61.9%) treated with the combination of idelalisib and ofatumumab
experienced an AE that was considered related to idelalisib. Individual related AEs that
occurred in more than one subject were neutropaenia (14.3%) and pneumonia (9.5%).

8.3.4. Deaths and other serious adverse events
8.3.4.1. Deaths
Pivotal study

A total of 63 treated subjects had died by the time of data cut-off - 41 (23.7%) in the
combination arm and 22 (25.6%) in the ofatumumab arm. There were 37 deaths that occurred
during study treatment (or within the first 30 days after the last dose). Of these, 29 occurred in
the combination arm and 8 in the ofatumumab arm. In 24 of these 37 cases, AEs led to the death.
There were 18 subjects with AEs that led to death in the combination arm and 6 subjects in the
ofatumumab arm. These adverse events are listed in Table 26.

Table 26: Study GS-US-312-0119 - AEs leading to death.

IDBLA + OFA Ofatumumab
(H=173) (8=86)

Humber of Subjects with TBAN:s Leading to Death by PT 18 ( 10.4%) 6 ( 7.08)

Preferxed Texm
Septic shock

Pncumonia

.7%)
.6%)
.7%)
.2%)

( 1.2%)

Sep=is

.-...-...-...-.
[ -

Carxdiogenic shock

Progressive multifocal leukoencephalopathy
.6%)
. 6%)
. 6%)
.6%)
.6%)

Acute myocardial infarction
Arrhythmia

Atrxial fibrillation

Candida sepsis

Cardiac failure

Central nexvous system leukaemia
Chronic obstructive pulmonary disecase

R
o 0 0 0o o

( 1.2%)
.6%)
.6%)
.6%)
. 6%)
.6%)

Cytomegalovirus wviraemia
Myocardial infarction
Ponecumonitis

Pulmonary fibrosis
Respiratory failure

- e~ -
o 0o 0o o o

( 1.2%)
Respiratory tract infectiom ( 0.6%)

( 0.6%)

H B O MM BB BEDOHEEEEEONWHE W
0 0 H 00 0 0 0 O 00 O O NOOWN M-

Thrombocytopenia

For 9 of the 18 deaths in the combination arm, the AEs leading to death were assessed as being
related to idelalisib or the combination of idelalisib and ofatumumab. Most of these deaths were
infection-related (pneumonia or sepsis). In two subjects cause of death included pneumonitis or
fibrotic lung disease. For 2 of the 6 deaths in the ofatumumab arm the AEs leading to death were
assessed as being related to ofatumumab (1 PML and 1 pneumonia).

Study 101-07

Four of the 21 subjects (19.0%) treated with the combination of idelalisib and ofatumumab died
while on treatment or within 30 days of their last dose. None of these deaths were assessed as
being related to idelalisib.

8.3.4.2. Serious adverse events
Pivotal study

An SAE was defined as an event that resulted in any of the following outcomes:
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Death

Life-threatening situation (subject was at immediate risk of death);
Inpatient hospitalization or prolongation of existing hospitalization;
Persistent or significant disability/incapacity;

A congenital anomaly/birth defect;

Other medically significant events that, based upon appropriate medical judgment may have
jeopardized the subject or may have required medical or surgical intervention to prevent
one of the outcomes listed above.

The incidence of SAEs was higher in the combination arm - 69.9% vs. 41.9%. SAEs occurring in
> 2% of subjects are shown in Table 27.
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Table 27: Study GS-US-312-0119 - Serious AEs (incidence = 2%).

System Organ Class Id+0O 0o
Preferred Term N=173) (N=286)

Number of Subjects (%) with any SAE 121 (69.9) 36 (41.9)
Pneumomia 20(11.6) 9(10.5)
Febrile neutropenia 20(11.6) 3(3.5)
Pyrexia 19(11.0) 1(1.2)
Diarrhoea 17(9.8) 0
Neutropenia 13(7.5) 2(2.3)
Sepsis 11(6.4) 1(1.2)
Anaenua 7(4.0) 2(23)
Colitis 9(5.2) 0
Pneumonitis 8 (4.6 0
Thrombocytopenia 529 2(23)
Uninary tract infection 7(4.0) 0
Hypotension 5(2.9) 1(1.2)
Neutropenic sepsis 4(23) 2(2.3)
Neutrophil count decreased 6(3.5) 0
Pneumocystis jirovecii pneumonia 6(3.5) 0
Abdominal pain 4(23) 1(12)
Atnal fibnllation 3(1.7) 2(23)
Lower respiratory tract infection 3(1.7) 2(2.3)
Respiratory tract infection 3(1.7) 2(2.3)
Septic shock 4(23) 1(1.2)
Bronchitis 4(23) 0
Dehydration 4(23) 0
Dyspnoea 4(23) 0
Lung infection 4(23) 0
Nausea 4(2.3) 0
Vomiting 4(2.3) 0
Progressive multifocal leukoencephalopathy 0 2(23)

Id = idelalinb; O = ofatumumab
AEs are classified using MedDRA version 17.1.
Sulyects who expenenced multiple events within the same PT were counted once per PT.

a. Includes 1 event (in Subject [information redacted]) with the verbatim term “interstitial pneumonitis” that
was coded to the preferred term “interstitial lung disease”.

Comment: The pattern of SAEs was consistent with that observed for AEs overall, with an
increased incidence of GIT toxicity (diarrhoea, colitis), cytopaenias, pneumonitis and some
infections (sepsis, UTI, pneumocystis pneumonia) in the combination arm.

Study 101-07
12 of the 21 subjects (57.1%) treated with the combination of idelalisib and ofatumumab

experienced an SAE. Individual related SAEs that occurred in more than one subject were
pneumonia (9.5%) and pyrexia (9.5%).
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8.3.5. Discontinuation due to adverse events
8.3.5.1.  Pivotal study

A total of 53 subjects in the combination arm (30.6%) discontinued idelalisib due to an AE. AEs
leading to discontinuation in at least 2% of subjects are listed in Table 28.

Table 28: Study GS-US-312-0119 -AEs leading to discontinuation of idelalisib (incidence >
2%).

System Organ Class Id + O
Preferred Term N=173)
Number of Subjects (%) with AEs Leading to Idelalinthb Disconbnuation® 53 (30.9)
Gastromntestinal Disorders 15 (8.7%%)
Diarthea 11 (6.4%
Infections and Infestanons 12 (6.9%)
Poeumoma 5(29)
Respiratory. thoracic, and mediastinal disorders 7(4.0)
Preumonitis 5(29)°
Investigations 6(3.5)
Alamne aminotransferase increased 4(23)

AE = adverse event; [d = idelalisib; O = ofatummmab
AEs are classified using MedDRA version 17.1.
Subjects who expenenced multiple events withun the same PT were counted once per PT.

a  Four sulyects had AEs with a study drug action taken of
“drug withdrawn, ™ but had other reasons given by the physician for idelalisb withdrawal on the dmg discontinvation ¢CRF
(physician decimion, withdrawal by subject, progressive disease, and death, respectively)

b Inchades | event with the verbatim term “interstitial posumonitis” that was coded to the preferred
term “interstitial lung disease ™

AEs leading to discontinuation of ofatumumab occurred in 9.2% of subjects in the combination
arm and 23.3% of subjects in the ofatumumab monotherapy arm. The only AE that led to
discontinuation in more than 2% of subjects was pneumonia, which occurred in 1.7% of
subjects in the combination arm and 3.5% of subjects in the ofatumumab monotherapy arm.

8.3.5.2.  Study 101-07

5 of the 21 subjects (23.8%) treated with the combination of idelalisib and ofatumumab
discontinued idelalisib treatment due to an AE. These events were colitis, pneumonia, elevated
transaminases, acute myeloid leukaemia and neutropaenic sepsis with endocrine disorder.

8.3.6. Adverse events of special interest (pivotal study)

Analyses of exposure-adjusted incidence rates for AEs of special interest are shown in Tables
29-30. Combination treatment was associated with increased incidences of grade = 3
diarrhoea/colitis and pneumonitis (any grade).
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Table 29: Study GS-US-312-0119 - AEs of special interest - Exposure-adjusted incidence

rate (1).
GS-US-312-0119: Adverse Events of Interest Adjusted for Exposure” (Safety Analysis Set)
Id=0 (4]
=173 (N = B6)

Adjuited Adjasted
# of Subjects Total Exposure Incidence Rate & of Subjects Taotal Exposure Incidence Rate

Preferved Term with Events Tims in Years* (250 CT) with Events Time in Years® (#2% CT)
Dramhoea/Colitns (= Grade 3) ] 158.2 0220015 031) 1 24 0.03 (0,00, 0.17)
Preumonza (= Grade 3) k1 161.9 0.19 (013, 027) ] £l 0.29 (0,13, 0.55)
Preumonitis (ay grade)® 10 168.6 0.06 (0,03, 0.11) 0 327 0.00 (NEst, 0.11)
Rash MST (= Grade 3) T 1678 0.04 (0,02, 0.09) 2 320 0.06 (0,01, 0.23)

(1 = confidence mberval; Id = idelakisib; MST = medscal search term;, O = ofasanmmab
AEs were clissifed by PTs using MedDEA version 17.1.
Prevalence of TEAE 15 defined as the proportion of subjects expenencing a TEAE in the icterval among those at risk at the begmning of the mberval

preumonia fmpal, resprratory tract mfecton, bower repuratorny tract mfschon, kewer respiestony tract mfischon hactenal

Rask is defined per Gilead hodscal Search Teren (MST) which inchodes exdolisiive, drug eruphon, msh, mab enythemuons, mab peacrbsed, rash maculy, fash ssculo papular,

rash papudar, rash prutsise, rash mosbiiform, and exfoliative rash.

3 mmmmammmnmumar-ir,nm:,-muﬁuqmmmmm Ifa sobject bhad nmlizple events, 1, was the tome of the
it event. For 3 sulject with no events, f, was cesored af the tume of data cusoff date if e subject was still oo sthudy drug, and was cemsosed 2t the e of last dose daie plus
30 days o the data cutedl date (whachever is shorier) iff the subsect discontizned saady dnug.

b Total exposwe-me among the aubyects at ik of an mital occmence of the event m each treatment proup
Table 30: Study GS-US-312-0119 - AEs of special interest - Exposure-adjusted incidence
rate (2).

GS-US-312-0119: Richter’s Transformation and Second Malignancies Adjusted for Exposure”
(Safery Analysis Ser)

Id + 0 4]
(N=173) (N = 58)
Adjusted Adjusied
¥ of Subjects Total Exposure Incidence Rate ¥ of Subjects Total Expesure Imcidence Rate
Preferred Term with Events Time fn Years (952 CT) with Events Time in YVears (954 CT)

. 2 003 iz
Richter's wransformation 5 1728 (0.0094, 0.0675) 4 3zE (0.0333, 03125)
Second maly, 1 24 1594 L5 8 304 o

puancics o ; {0.0964, 0.2240) (0.1136,0.5183)

(1 = confidence mberval, I = wielalisib, O = ofsnsminab

AEs were clasafied by FTs using MedDBA verson 17.1

3 The iotal exposure Bme of all sobjects (T) was caloabited 3 T = T 1, wisere [, was the /™ subject exposure thowe tn weeks. If 2 subrject had multiple events, £, was the e of the
frst event. For a subject with oo events, £ was censored af the tune of data cutoff date if the subject was sill on sthody dnog, and was oosored af the tmee of Lisa dose date plus
30 days or the data cutoff date (whichever is shorter) if the sobject discoatizued ssudy drug.

There was one case of bowel perforation in the combination arm and none in the ofatumumab
arm. Anaphylaxis was reported in one subject in the ofatumumab arm only, and PML in two
subjects in the ofatumumab arm only.

8.4. Laboratory tests
8.4.1. Liver function
84.1.1.  Pivotal study

LFT abnormalities occurred with increased frequency in the combination arm (Table 31). After
adjustment for duration of exposure, only the incidence of ALT elevations remained increased in
the combination arm (Table 32).
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Table 31: Study GS-US-312-0119 - LFT abnormalities.

H+0 0
Parameter" WN=17%8 (N =56)
Albwmin decreased

Any Grade 52 (30.1) 17(19.8)

=Grade 3 (LD 1.3
Alkaline phosphatase increased

Any Grade 43049 13 (15.1)

= Grade 3 307 113
ALT increased

Any Grade 90 (52.0) 18 209)

= Grade 3 20(11.6) 10
AST increased

Any Grade 61 (35.3) 17(19.8)

= Grade 3 15 (8.1) 109
Bilinshin increased

Any Grade 26 (15.0) 7.1

= Grade 3 201y 0
GGT increased

Amy Grade 69 (39.9) 17(19.8)

= Grade 3 7(4.00 0

14 = sdalalisb- O = ofytormmab

The Safety Analyass Set mchuded all subjects whe seceived = | dose of study beatment, with trestment group desipnated

according to the actual trextment recenved.
Grades were obtamed per CTCAE version 4.03.

3 Worst grade at post basaline

Table 32: Study GS-US-312-0119 - Abnormalities in biochemistry - Exposure-adjusted

incidence rate.

G5-US-312-0119: Chemidstry: Incidence Rate of Treatment-Emergent Laboratory Abpormalities
(Any Grade) Adjusted for Exposure” (Safety Analysis Sef)

Id=0 L]
x=173 (X = 86)

Adjusted Adjusted
# of Subjects Tetal Exposure Incidence Rate # of Subjects Total Expasare Incidence Rate

Abpormality with Events Tiime in Years (®5% CI) willh Evenis Thme in Years (5% CT)
ALP mcrease 41 1425 030 (0.22. 0.41) 13 5.6 044 (023, 0.75)
ALT mcrease 20 10533 0,85 (0,69, 1.05) 18 FIE ] 065 (0.58, 1.02)
AST mcrease &1 1259 0.4%8 (0.37, 0,62} 17 284 060 (0,35, 0.26)
Balwuben imncrease 16 158.0 016 (011, 0.24) T 109 0223 (0,09, 0.4T)
Cholesterol high 18 154.% 012 (007, 0.18) 2 E1E) 0.06 (0.01. 0.23)
Creatinme clearance i3 1516 022 (015,031} 12 292 041 (0.21,0.72)
GGT morease &9 1288 0.54 (0.41, 0.68) 17 27.3 0,62 (0.36, 1.00)
Hypermglycendenua 102 813 1.25(1.02, 1.52) 45 19.6 2.29(1.67, 3.07)
Hypoalbuminenua 52 1394 0.37 (028, 0.49) 17 285 060 (0.35,0.95)
Hypoglycenua 6 1519 017(0.11,0.25) 5 37 016 (0.05, 0.37)
Hypokalemsa 16 151.8 024 (0.17,0.33) 8 116 0L25(0.11, 0.50)
Hypophosphatemia 19 1494 0.19 (0,13, 0.28) 3 3.7 0,09 (0,02, 0.28)

ALP = alialize phosphatase; ALT = alanine aminotmanaferave; AST = aspastabe amepotranaferase; C1 = confidence mieral, GGT = gamnu glutanyl tansferase; 1d = idelalinib;

The adpsited incidence rate of AE: are thown fior AEs with 21 least 5% dafference in fequency between the proups

4 Thesotal exposuse tane of all subjocts (T) was caboulatod as T= T o whre £ was e /* subject exposie time in wocks. 1 3 subpoct had smiltiphe cvests, §; was (b tize of the
ferst event, For o sulgect with no evenis, §, wis censoed af the soe of datn cutoff dase if ihe sobject was s811 on shady dnag, snd was censored of the time of list dose date plus
30 dys or the data catoff date (whichever is chorter) if the subject discontimaed shady drag.

One subject in the combination arm developed abnormal LFTs that met the criteria for Hy’s law
(AST or ALT > 3 x ULN with concurrent elevation of bilirubin > 2 x ULN and normal alkaline
phosphatase). However, this subject had had abnormal transaminases for the previous 2
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months with a concurrent intermittent grade 1 elevation of alkaline phosphatase, and at the
time the bilirubin levels became elevated the subject had sepsis.

84.1.2.  Study 101-07

For the 21 subjects treated with the combination of idelalisib and ofatumumab, the incidence of
grade 3 or 4 transaminase elevations was 14.3%.

8.4.2. Kidney function
84.2.1.  Pivotal study

Abnormalities in renal function tests occurred with comparable frequency in the two treatment
arms (Table 33).

Table 33: Study GS-US-312-0119 - Renal function test abnormalities.

Id +0O O

Parameter” N=173) (N = 86)
Creatinine increased

Any Grade 22(12.7) 13 (15.1)

> Grade 3 2(1.2) 0
Creatinine clearance decreased

Any Grade 33 (19.1) 12 (14.0)

> Grade 3 5(2.9) 3(3.5)

Id = 1delalizib; O = ofatummumab

The Safety Analysis Set included all subjects who recerved > | dose of study treatment, with treatment group designated
according to the actual treatment recerved.

Grades were obtamed per CTCAE version 4.03.

a  Worst grade at post baseline

84.2.2. Study 101-07

There were no grades 3 or higher elevations in creatinine for the 21 subjects treated with the
combination of idelalisib and ofatumumab.

8.4.3. Other clinical chemistry
84.3.1.  Pivotal study

Decreased potassium and decreased phosphate occurred with greater frequency in the
combination arm (Table 34). After adjustment for duration of exposure, only the incidence of
decreased phosphate remained increased (Table 35).
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Table 34: Study GS-US-312-0119 - Abnormalities in other biochemistry tests.

Id+0O 0

Parameter® N=173) (N =86)
Albumin-corrected calcium increased

Any Grade 21 (12.1) 8(9.3)

= Grade 3 3(L.) 1(1.2)
Glucose increased

Any Grade 104 (60.1) 48 (55.8)

> Grade 3 21 (12.1) 4(4.7)
Potassium increased

Any Grade 4(2.3) 3(3.5)

= Grade 3 2(1.2) 1(1.2)
Potassium decreased

Any Grade 36 (20.8) 8(9.3)

> Grade 3 10 (5.8) 2(23)
Phosphate decreased

Any Grade 29 (16.8) 3(3.5)

> Grade 3 14 (8.1) 1(1.2)
Sodium decreased

Any Grade 43 (24.9) 19 (22.1)

> Grade 3 12 (6.9) 3(3.5)
Trglycerides increased

Any Grade 102 (59.0) 45(52.3)

> Grade 3 12 (6.9) 2(2.3)
Urate increased

Any Grade 19 (11.0) 6(7.0)

> Grade 3 3(L7) 0

Id =1delalisib; O = ofatumumab

The Safety Analysis Set included all subjects who received = 1 dose of study treatment, with treatment group designated
according to the actual treatment recerved.

Grades were obtained per CTCAE version 4.03.

a  Worst grade at post baseline
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Table 35: Study GS-US-312-0119 - Abnormalities in biochemistry - Exposure-adjusted
incidence rate.

GE-US-212-0119: Chemistry: Incidence Bate of Treatment-Emergent Laboratory Abnormalities
(Any Grade) Adjusted for Exposure” (Safery Analysks Set)

Id+Q o
=173 0% = 88)

Adjusied Adjusted
# of Subjects Taotal Expesure Incidence Rate & of Subjects Taotal Exposure Incidence Rate

Abnormality with Events Time in Years (9585 CT) wilh Events Time in Years {0595 CT)
ALP mcrease 43 1425 0.30 (0,22, 0.41) 13 9.4 044 (0.23, 0.75)
ALT mcrease k] 1085 0.85 (0,465, 1.08) 12 78 065 (038, 1.02)
AST merease &1 1259 0,48 (0.37, 0.62) 17 2854 060 (0,35, 0.96)
Bilirabin increase 2 1580 0.16 (0,11, 0.24) T 109 0,23 {009, 0.4T)
Cholesterol hagh 18 154.9 0.12 {0.07, 0.18) 2 e 0L06 {001, 0.23)
Creanmine clearance 13 1518 0.22 (015, 0.31) 12 292 041 (021,072
GGT mcrexse 4 1288 0.54 {042, 0.68) 17 273 0,62 (0,36, 1.00)
Hypennglycendenia 102 Bl5 1.25{1.02, 1.52) 45 19.6 228{1.67.3.07)
Hypoalbumisennsa 52 1384 0.37 {0.28, 0.49) 17 M5 060 {035, 0.95)
Hypaglyeemia 26 1519 0.17 (0.1, 0.25) 5 7 0,16 (0.0, 0.37)
Hypolkalenuia 5 151.E 024 (0.17, 0.33) E ilé 0.25{0.11, 0.50)
Hypophasphatemia » 1494 0.19 (0.13, 0.28) 3 iz U0 (002, 0.28)

ALP = aliabne piwiphamee; ALT = alanine sminoiramsferase; AST = Jpamme aminormsferace O = confidence miervall GGT = gamma ghutany] manslerace; 1d = welalisib;
O = ofanmmmah
The adjusted incidence rate of AEs are shown for AFs with at beast 3% difference in frequency between the groups

a  The wtal exposure Gme of all subgects (T) was caloulated as T= ¥ 1, whene & was ﬂtr.l":ﬂ:jrﬁupcmn time in weeks. Ifa subject had maaliiple events, £, was the time of the
first evenl. For a salbyect with no cvents. f was omsoved af the time of data cubofd dabe of the ssbyect was vhill on shady dnsg, and was censored af fhe bme of Lt dose dale plus
30 days of the data cutoff date (whichever is shorter) if the subject discontinued shady dng

84.3.2.  Study 101-07

There were no notable findings for other biochemistry parameters for the 21 subjects treated
with the combination of idelalisib and ofatumumab.

8.4.4. Haematology
84.4.1.  Pivotal study

The combination arm was associated with a greater frequency of the following haematology
abnormalities - increased lymphocyte count, neutropaenia and thrombocytopaenia (Table 36).
After correction for duration of exposure only the incidence of increased lymphocyte count
remained higher in the combination arm (Table 37).
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Table 36: Study GS-US-312-0119 - Abnormalities in haematology tests.

GS-US-312-0119: Summary of Treatment-Emergent Hematology
Abnormalities” (Safety Analysis Set)

14+0

Parameter” N=173) N = 86)
Hemaglobin decreased

Any Grade T4 (42.8) 34 (39.5)

= Girade 3 W0 (17.3) 10{11.6)

Lymphocyte count increased T T

Any Grade ES AR 5(5.8)

z Grade 3 18 (10.4) 3(3.5)
Lymphocyte count decreased

Any Grade 35(20.2) 1922.1)

= Grade 3 18 (10.4) 9 {10.5)
Newtroplul count decreased

Any Grade 122 (70.5) 50 (58.1)

= Grade 3 £2(47.4) 28 (32.8)
Plateler count decreased

Any Grade 58(33.5) 21 (24.4)

= Grade 3 23(13.3) 10 (11.6)
Leukocytes (white bload cell decreased)

Any Grade a9 (39.9) 32(372)

= Grade 3 24 (13.9) 10 (11.6)

Id = sdelaliab; O = ofstummmalb

Thee Safery Analyeis Sef inchided all subjects who received = | dote of study treatment, with treatment group designated
accondng to the actual treatment recerved.

Grades were cbtained per CTCAE version 4.03,

3 Worst grade at post bascline

Table 37: Study GS-US-312-0119 - Abnormalities in haematology - Exposure-adjusted
incidence rate.

GS5-US-312-0119: Hematology: Incidence Rate of Treatment-Emergent Laboratory Abnormalities
Adjusted for Exposure” (Safety Analysis Set)

Id + 0O o
N=17% (N = 86)

Adjusted Adjusied
# of Subjects Total Exposure Incidence Rate # of Subjects Total Exposure Incidence Rate

Abnormality with Events Time in Years {95% CT) with Events Time in Years (959 CT)
ALC merease 3 144.0 0.22(0.15,031) 5 2 0.16 (0.05, 0.37T)
Neulropensa 12 60.0 2.03(1.69, 2.43) 50 18.0 2.77 (2.06. 3.65)
Thrombocytopemna 58 1339 0.43 (0.33, 0.56) 21 26.1 0.80 (050, 1.23)

ALC = absohaste hymphocyte count; Id = sdelalisih; O = ofhmamal
3 The weal expone Gme of 2l subsects (T) was caboslabed a8 T = T 1, where 1, was the /™ subject exposae time in weeks. If 3 subject had multiple events, ¢ was (e time of the
first event. For a subject with no events, & was censored at the time of data cusoff date if the aubject was still on shudy drug. and was cenored af the tme of last dose date plus
30 days or the data cutoff date (whichever is shorter) if the subject discontinned study drug.

8.4.4.2.

Study 101-07

For the 21 subjects treated with the combination of idelalisib and ofatumumab, incidences of
grade 3 or 4 cytopaenias were 33.3% for neutropaenia, 4.8% for thrombocytopaenia and 4.8%

for anaemia.
8.4.5.
84.5.1.

Vital signs

Pivotal study

There were no clinically significant differences between the study arms in average oxygen
saturation measurements. The incidence of abnormally low oxygen saturation readings was
comparable in the two arms.
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8.4.5.2. Study 101-07

There were no clinically significant changes in temperature, blood pressure, or heart rate during
this study.

8.5. Other safety data included

The submission included data from the following additional studies, which were not directly
relevant to the proposed new indication:

8.5.1. Study GS-US-312-0116

This was the pivotal phase 3 study for the approval of idelalisib in combination with rituximab
in relapsed CLL. In the current submission the sponsor provided an updated study report. This
report was to be reviewed as part of a separate TGA submission and therefore has not been
reviewed in this evaluation.

8.5.2. Study GS-US-312-0117

This trial was originally an extension study for subjects who had developed disease progression
in study GS-US-312-0116. In addition, Study GS-US-312-0116 was stopped early due to
overwhelming evidence efficacy following an interim analysis and all subjects still in the trial
were transitioned to GS-US-312-0117. All subjects in GS-US-312-0117 were treated with
idelalisib monotherapy. A total of 161 subjects were enrolled. Most subjects were treated with
150 mg BD. Four subjects were treated with 300 mg BD. Median duration of treatment with
idelalisib was 5.7 months in subjects who had disease progression on placebo in study GS-US-
312-0116, 9.9 months in subjects who did not have disease progression on placebo, and 15.9
months who were treated with idelalisib in study GS-US-312-0116.

8.5.3. Study 101-08

This was a phase 2 study in subjects with previously untreated CLL. The original submission to
register idelalisib included a report of a cohort of 64 patients (Cohort 1) who were treated with
idelalisib in combination with rituximab. In the current submission the sponsor provided a
report on a separate cohort of 41 subjects (Cohort 2) who were treated with idelalisib
monotherapy (150 mg BD). Median duration of treatment was 6.0 months.

8.5.4. Study 101-09

This was a phase 2 single-arm study in 125 subjects with treatment-refractory indolent NHL.
Subjects were treated with idelalisib monotherapy (150 mg BD). A full study report for this trial
was reviewed in the clinical evaluation of the original submission to register idelalisib. The trial
provided the main evidence to support the TGA approval of idelalisib for refractory follicular
lymphoma. In the current submission the sponsor provided a brief update of efficacy and safety
data from the study. The update was prepared in response to a request from the EMA as a ‘post-
authorisation measure (PAM)’. The updated efficacy data have been summarised. Median
duration of treatment in the updated report was 6.6 months.

8.5.5. Study 101-99

This was open open-label extension study for subjects who had completed one of the following
four early phase studies:

Study 101-02 - a phase 1 dose-escalation trial in subjects with relapsed or refractory
haematologic malignancies;

Study 101-07 (as described above);
Study 101-08 - Cohort 1 (as described above)
Study 101-10 - a phase 1/2 study in subjects with previously treated low-grade lymphoma.
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These four studies were reviewed during the evaluation of the original submission to register
idelalisib. In 101-99 subjects were treated with idelalisib monotherapy at the last dose they
received during their parent study. Doses ranged from 100 mg OD (or 50 mg BD) to 350 mg BD.
A total of 198 subjects enrolled in the extension study. Median duration of exposure varied from
3.7 to 22.4 months for the four parent study groups. Only grade = 3 AEs were recorded in the
extension study.

8.5.6. Study GS-US-339-0103

This is an ongoing phase 2 study of idelalisib in combination with GS-9973 (an investigational
oral inhibitor of spleen tyrosine kinase) in subjects with relapsed or refractory haematological
malignancies. The only data supplied from this study were listings of serious AEs, AEs leading to
discontinuations and deaths. No information was supplied on the study design or other study
outcomes.

The safety data from these studies (except GS-US-312-0116) have been reviewed. The incidence
and patterns of AEs and laboratory abnormalities observed in these studies were consistent
with those observed in the pivotal study GS-US-312-0119, and with the toxicity profile of the
drug as described in the currently approved product information. No new safety issues were
identified.

8.6. Post-marketing experience

No post-marketing data were included in the submission.

8.7. Safety issues with the potential for major regulatory impact
8.7.1. Liver toxicity

Idelalisib is known to be associated with hepatotoxicity and this was confirmed in the pivotal
study where subjects randomised to combination treatment had an increased incidence of
transaminase elevation. There were no cases of severe drug induced liver injury (DILI) in any of
the submitted studies. In addition there were no cases that clearly met ‘Hy’s law’ criteria
(predictive of DILI).

8.7.2. Haematological toxicity

Cytopaenias are a known complication of CLL, especially in advanced disease and are a known
adverse effect of idelalisib. They are also a complication of many agents used in the initial
treatment of CLL. Cytopaenias occurred frequently in the submitted studies. However, in the
pivotal study in this submission, the incidence of cytopaenias was not increased in the
combination arm after incidence was adjusted for duration of exposure.

8.7.3. Serious skin reactions

Idelalisib is known to be associated with dermatological toxicity. In the pivotal study the
incidence dermatological SAEs was 1.2% in the combination arm and 0% in the ofatumumab
arm.

8.7.4. Cardiovascular safety

The submitted studies did not produce evidence to suggest that idelalisib is associated with
significant cardiovascular toxicity.

8.7.5. Unwanted immunological events

Idelalisib was not associated with serious immunological reactions (e.g. anaphylaxis) in the
submitted studies.

Submission PM-2015-02423-1-4 Extract from the Clinical Evaluation Report for Zydelig 55 of 59



Therapeutic Goods Administration

8.8. Evaluator’s overall conclusions on clinical safety

The safety profile of idelalisib in the submitted studies was consistent with that previously
observed. No new safety issues were identified.

The addition of idelalisib to ofatumumab in the treatment of CLL results in some increase in the
incidence of AEs. Combination treatment was associated with an increase in the incidence of
grade = 3 AEs (87.9% vs. 55.8%) and serious AEs (69.9% vs. 41.9%). This increased toxicity
may be due in part to the longer observation period for subjects in the combination arm. 30% of
subjects in the combination arm had an AE that led to discontinuation of idelalisib. Combination
treatment was not associated with any increase in overall mortality.

9. First round benefit-risk assessment

9.1. First round assessment of benefits
The benefits of the combination of idelalisib and ofatumumab in the proposed usage are:

A significant reduction in the risk of experiencing a PFS event (mainly events of disease
progression) in patients with relapsed/refractory CLL

9.2. First round assessment of risks
The risks of idelalisib in the proposed usage are:

An increase in the incidence of a number of adverse events such as diarrhoea, colitis, LFT
abnormalities, pneumonitis and skin toxicity.

No new safety issues have been identified with the proposed new indication.

The efficacy and safety of the idelalisib-ofatumumab combination has not been presented for
patients with 17p deletion who are treatment-naive. Use in this group is consequently
considered unfavourable.

9.3. First round assessment of benefit-risk balance

The benefit-risk balance of idelalisib used in combination with ofatumumab is considered
favourable in patients with relapsed/refractory CLL without 17p deletion. Other studies
included in the submission do not alter the benefit-risk balance for the currently approved
indications.

10. First round recommendation

Satisfactory responses to the clinical questions are required before authorisation and approval
of the proposed indication can be recommended.

11. Clinical questions

(Q1) Please provide an assurance that the tablet formulations used in the pivotal study (GS-
US-312-0119) were identical to those registered in Australia.
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(Q2) The sponsor is requested to provide a justification for the use of a non-registered
regimen of ofatumumab for use in combination with idelalisib in the studies presented
for evaluation.

(Q3) Given that the studies presented in this submission only recruited patients with CLL that
were relapsed or refractory, the sponsor is requested to provide a justification for the
extrapolation of use of the idelalisib-ofatumumab combination as first-line in patients
with 17p deletion - as per the proposed indication.

12. Second round evaluation of clinical data
Not applicable

13. Second round benefit-risk assessment
Not applicable

14. Second round recommendation
Not applicable

15. References

Blunt MD and Steele AJ. Pharmacological targeting of PI3K isoforms as a therapeutic
strategy in chronic lymphocytic leukaemia. Leuk Res Rep. 2015; 4(2): 60-3.

Hallek M. Chronic lymphocytic leukemia: 2013 update on diagnosis, risk stratification and
treatment. Am ] Hematol; 2013; 88: 804-816.

Cancer Australia. Chronic lymphocytic leukaemia statistics.

National Comprehensive Cancer Network (NCCN). NCCN Clinical Practice Guidelines in
Oncology - Non-Hodgkin’s Lymphomas - Version 1.2016.

Rai KR and and Patel DV. Chronic lymphocytic leukemia. In: Hoffman R, Benz EJ, Shattil S] et
al (eds). Hematology - Basic Principles and Practice. 3rd ed. Philadelphia: Churchill
Livingstone, 2000, pp 1350-1363.

European Medicines Agency. Guideline on the evaluation of anticancer medicinal products
in man. EMA/CHMP/205/95/Rev.4; (2012).

European Medicines Agency. Appendix 1 to the guideline on the evaluation of anticancer
medicinal products in man. Methodological consideration for using progression-free
survival (PFS) or disease-free survival (DFS) in confirmatory trials.
EMA/CHMP/27994/2008/Rev.1; (2012).

European Medicines Agency. Points to consider on application with 1. Meta-analyses; 2. One
pivotal study; CPMP/EWP/2330/99 (2001).

Jones JA, Wach M, Robak T et al. Results of a phase IIl randomized, controlled study
evaluating the efficacy and safety of idelalisib (IDELA) in combination with ofatumumab
(OFA) for previously treated chronic lymphocytic leukemia (CLL). ] Clin Oncol 33, 2015
(suppl; abstr 7023).

Submission PM-2015-02423-1-4 Extract from the Clinical Evaluation Report for Zydelig 57 of 59



Therapeutic Goods Administration

Hallek M, Cheson BD, Catovsky D et al. Guidelines for the diagnosis and treatment of chronic
lymphocytic leukemia: a report from the International Workshop on Chronic Lymphocytic
Leukemia updating the National Cancer Institute-Working Group 1996 guidelines. Blood;
2008; 111: 5446-5456.

Submission PM-2015-02423-1-4 Extract from the Clinical Evaluation Report for Zydelig 58 of 59



Therapeutic Goods Administration

PO Box 100 Woden ACT 2606 Australia
Email: info@tga.gov.au Phone: 1800 020 653 Fax: 02 6232 8605
https://www.tga.gov.au



mailto:info@tga.gov.au
https://www.tga.gov.au/

	AusPAR Attachment 2
	About the Therapeutic Goods Administration (TGA)
	About the Extract from the Clinical Evaluation Report
	Copyright
	Contents
	List of abbreviations
	1. Introduction
	1.1. Drug class and therapeutic indication
	1.2. Dosage forms and strengths
	1.3. Dosage and administration

	2. Clinical rationale
	3. Contents of the clinical dossier
	3.1. Scope of the clinical dossier
	3.2. Paediatric data
	3.3. Good clinical practice

	4. Pharmacokinetics
	5. Pharmacodynamics
	6. Dosage selection for the pivotal studies
	7. Clinical efficacy
	7.2. Other efficacy studies
	7.3. Analyses performed across trials (pooled & meta analyses)
	7.4. Other efficacy data included in the submission
	7.5. Evaluator’s conclusions on clinical efficacy

	8. Clinical safety
	8.1. Studies providing evaluable safety data
	8.2. Patient exposure
	8.3. Adverse events
	8.4. Laboratory tests
	8.5. Other safety data included
	8.6. Post-marketing experience
	8.7. Safety issues with the potential for major regulatory impact
	8.8. Evaluator’s overall conclusions on clinical safety

	9. First round benefit-risk assessment
	9.1. First round assessment of benefits
	9.2. First round assessment of risks
	9.3. First round assessment of benefit-risk balance

	10. First round recommendation
	11. Clinical questions
	12. Second round evaluation of clinical data
	13. Second round benefit-risk assessment
	14. Second round recommendation
	15. References



