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1 INTRODUCTION

LUD2014-001 is an open-label, non-randomized, multicenter Phase 1/2 study of
motolimod and MEDI4736 in subjects with recurrent, platinum-resistant ovarian
cancer, scheduled to receive pegylated liposomal doxorubicin (PLD). The clinical
efficacy and safety of the study drugs in combination will be evaluated during this
clinical trial.

Per Amendment 2, motolimod dosing was discontinued for all subjects as of 18 Aug
2016. At the time of Amendment 2, Phase 1 was completed, and Phase 2 was initiated
at the +1 dose level (PLD 40 mg/m?, MEDI4736 1500 mg Q4W). Subjects who
initiated treatment prior to August 18, 2016 continued the trial at their respective dose
levels for PLD and MEDI4736; however, motolimod was discontinued.

This statistical analysis plan (SAP) contains a detailed description of the data
presentations and statistical analyses that will be included in the clinical study report
for Protocol LUD2014-001. The statistical methods and analyses described here are
based on those presented in the study protocol (Amendment 4 dated 08SEP2017).

2 STUDY SUMMARY

2.1 STUDY OBJECTIVES

For the Phase 1 study period, the primary objective is to determine the maximum
tolerated dose (MTD) and the safety profile of the combination.

For the Phase 2 study period, the primary objective is the evaluation of clinical
efficacy as measured by the Progression-free Survival (PFS) rate using Response
Evaluation Criteria in Solid Tumors (RECIST) v1.1 criteria at 6 months.

For all Phase 1 and 2 cohorts, the secondary objectives are the evaluation of clinical
efficacy as measured by overall response rate (ORR), PFS rate at 12 months (and 6
months in Phase 1), overall survival (OS), and biological activity defined as
immunological responses.

Safety will be assessed by Common Terminology Criteria for Adverse Events
(CTCAE) v4.03. Clinical efficacy will be assessed using RECIST v1.1 and irRECIST
criteria.
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2.2 STUDY DESIGN

This is an open-label, non-randomized, multicenter Phase 1/2 study of motolimod and
MEDI4736 in subjects with recurrent, platinum-resistant ovarian cancer, scheduled to
receive pegylated liposomal doxorubicin (PLD). The estimated study duration is 39
months (duration of treatment: 12 months, study follow-up: 3 months, post study
follow-up: 3 years from initiation of treatment).

Per Amendment 2 (05-OCT-2016), motolimod dosing was discontinued for all
subjects as of August 18, 2016. At the time of Amendment 2, Phase 1 was completed,
and Phase 2 was initiated at the +1 dose level (PLD 40 mg/m?, MEDI4736 1500 mg
Q4W). Subjects who initiated treatment prior to August 18, 2016 continued the trial
at their respective doses levels for PLD and MEDI4736; however, motolimod was
discontinued. Prior to Amendment 2, all subjects were treated with PLD
intravenously, MEDI4736 intravenously and motolimod subcutaneously during each
28-day cycle. On days with concurrent motolimod and MEDI4736 dosing, motolimod
administration was given 30-60 minutes after the end of the MEDI4736 infusion.

Phase 1 dose escalations and de-escalations for the determination of the MTD (or
highest tolerable dose tested) were performed based on the available dose levels and
the respective rules for a standard 3 + 3 study design, as per Dose Level Table and
Schema below:

Dose Level Table
Dose Level Pegylated liposomal MEDI4736 [ 1V] Motolimod [mg/m? SC]
doxorubicin [mg/m2 1V]
day 1
-1 40 450 mg Q4W Day 3 2.0
Days 3, 10 and 17 Cycles 1-
3 and day 3 Cycles 4-12
0Oa (Starting Level) 40 3 mg/kg Q2W Days 3 and 2.5
17 Days 3, 10 and 17 Cycles 1-
(equivalent to 450 mg 3 and days 3 and 17 Cycles
Q4wW) 4-12
0b (Started with Level 0a) 40 1500 mg Q4W Day 3 2.0
Days 3, 10 and 17 Cycles 1-
3 and day 3 Cycles 4-12
+1 40 1500 mg Q4W Day 3 25
Days 3, 10 and 17 Cycles 1-
3 and day 3 Cycles 4-12

Q2W = every 2 weeks; Q4W = every 4 weeks
Note for fixed dose of 1500 mg MEDI4736: If a subject’s body weight drops to < 30 kg while on the study, the MEDI4736
dose will be 600 mg Q4W as long as the subject’s body weight remains < 30 kg.

Phase 2 subjects are treated at the MTD level determined in Phase 1. Subjects are
followed on study for 90 days after the last drug administration and off-study every 3
months thereafter for 3 years from initiation of treatment.

Subjects are enrolled in a non-randomized, competitive multicenter, sequential
enrollment manner with central subject registration. Subject enrollment and the safety
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of the combination regimen are reviewed on an ongoing basis by an internal data
safety monitoring panel.

For each cohort in Phase 1, the start of the Cycle 1 Day 3 study drug administration
(MEDI4736 + motolimod) for the first and second subject was separated by at least
24 hours. All subjects’ safety data is reviewed for DLTs, before proceeding with a
cohort expansion or to a dose-escalated/de-escalated cohort.

Per Amendment 1 (09-DEC-2015), the cohort at dose level Ob was added to Phase 1.
Depending on the timing of Amendment 1, dose level Ob cohort could be running
concurrently with the cohort at dose level Oa, -1, or +1. Thus, subject enrollment will
occur as follows:
a) When only 1 cohort is open: sequential enrollment;
b) When 2 parallel cohorts are open: preferential sequential enrollment into
the cohort with the higher motolimod dose level or into the cohort with the
higher MEDI4736 dose level if both cohorts have the same motolimod dose
level.
Subject enrollment is centrally administered.

Enrollment in Phase 2 was initiated after the MTD was established in Phase 1. One
patient was enrolled in Phase 2 when motolimod dosing was discontinued for all
subjects. The Phase 2 dosing schedule is as follows:

Phase 2 Dosing Schedule

DAY CYCLES1-12
1 Pegylated liposomal doxorubicin (IV) 40 mg/m?
3 MEDI4736 (IV) 1500mg

Per Amendment 3 (05-DEC -2016), an optional MEDI4736 treatment extension
beyond the initial 12-cycle treatment period (Core Study) was added for subjects who
complete the Core Study with Stable Disease or better. The optional treatment
extension was permitted for up to 12 additional cycles upon agreement with subject,
Sponsor and Investigator, and continued until confirmed disease progression, unless
there was unacceptable toxicity, withdrawal of consent, or another discontinuation
criterion was met. Under Amendment 4 (08-SEP-2017), the duration of the optional
MEDI4736 treatment extension was changed from 12 cycles to “until confirmed
disease progression.”

Subjects who receive optional study treatment extension receive the currently
recommended fixed dose of 1500 mg MEDI4736 Q4W for subjects > 30 kg. If a
subject’s body weight drops to < 30 kg, the subject will receive weight-based dosing
equivalent to 20 mg/kg Q4W for MEDI4736 as long as the body weight remains < 30
kg (e.g., a 30 kg subject would receive a 600 mg dose; a 25 kg subject would receive
a 500 mg dose; etc.). When the weight improves to >30 kg, the subject may return to
fixed dosing of MEDI4736 1500 mg.
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2.2.1 Number of Subjects

Approximately 6 to 9 sites; and 6 to 53 evaluable subjects were anticipated per the
protocol for this study:

Phase 1: 6-18 evaluable subjects to identify the MTD.

Phase 2: 41 evaluable subjects, including the 6 subjects treated in Phase 1 at the
MTD.

2.2.2 Randomization and Blinding Procedures

This is an open-label study; therefore, no randomization or blinding procedures are
used.

2.2.3 Efficacy Assessments

The assessment of clinical efficacy is the primary objective of Phase 2 and the
secondary objective of Phase 1 and is evaluated using RECIST v1.1 and irRECIST
criteria.

2.2.3.1 Progression-free Survival Rate

The Phase 2 primary endpoint is the proportion of subjects who survive and do not
progress, PFS rate, within the first 6 months of treatment. This endpoint will be based
on RECIST vl1.1 criteria. The PFS status at 6 months will be based on disease
assessments at the scheduled visit at the start of Cycle 7.

The Phase 2 secondary endpoints include PFS rate at 6 months based on irRECIST
and PFS rate at 12 months based on RECIST v1.1 and irRECIST.

For Phase 1, the PFS rate at 6 and 12 months based on RECIST v1.1 and irRECIST
are secondary endpoints.

2.2.3.2 Progression-free Survival Time

Median PFS time evaluated using RECIST v1.1 and irRECIST criteria is a Phase 1
and Phase 2 secondary endpoint.

PFS time will be defined as the number of days from the date of first dose to the date
of earliest disease progression based on radiological or clinical assessment or to the
date of death, if disease progression does not occur. Every effort will be made to
follow subjects for PFS if they complete or discontinue the study prior to progression.
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2.2.3.3 Overall Response Rate

The Phase 1 and Phase 2 secondary endpoints also include ORR based on RECIST
vl.1 and irRECIST. ORR is defined as the percentage of subjects meeting criteria of
complete response (CR) or partial response (PR) over a period of at least 4 weeks.

2.2.3.4 Overall Disease Control Rate

Overall Disease Control Rate (ODCR) is defined as stable disease (SD), PR, or CR
over a period of at least 4 weeks.

2.2.3.5 Overall Survival Time

OS time is a secondary endpoint for Phase 1 and Phase 2 and is defined as the interval
of time initiating at the date of study day 1 up to the recorded date of death or last
follow-up. Subjects lost to follow-up will be censored on the date when they were last
known to be alive. Every effort will be made to follow subjects for OS after they
complete or discontinue the study.

2.2.4 Safety Assessments

Laboratory tests, vital sign measurements, physical exams and subject interviews are
performed to detect new abnormalities and deteriorations of any pre-existing
conditions. The investigator evaluates any laboratory abnormalities for clinical
significance, and clinically significant abnormalities are recorded as adverse events.
All clinically significant abnormalities and deteriorations from time of signing of
informed consent to the end of study visit should be recorded in the Case Report
Form(CRF) as adverse events and graded according to the National Cancer Institute
CTCAE version 4.03.

2.2.5 Biological Activity

Samples for exploratory assessment of correlative immunologic research are collected
according to the Study Flowchart in Section 3.2 of the protocol.

The analyses of these data are being performed by another entity and are not included
in the analysis section of this SAP.
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Table 1. Schedule of Events

P = Screenin
Study Flowchart for Subjects in BESE“":" Treatment
Dose Level 0a Cohort Only
Cyclel Cycle 2 Cycle3 Cycle d Cycle 5 Cycle 6
Cycle week 1 3 1 3 1 3 1 3 1 3 1 3
Visit Day per Cycle -28t0-1 3l | 1742 | 143 | 3+ |17£2 | 143 | 3£1 |17£2 | 143 | 3£1 1782 | 143 | 341 | 172 | 183 | 341 | 1782
Target Cumulative Visit Day 3 17 29 31 45 57 59 73 85 87 101 | 113 | 115 | 129 | 141 | 143 | 157
Phase 1 & 2 STUDY DRUG ADMINISTRATION
Pegylated liposomal doxorubicin - PLD {Iv} X X X x xn
MEDI4736 (v} X X X X X X X X X X X X
Tumor & Disease Assessments
Disease Staging (date/stage at Lstdiagnosis and at
study entry} X
Disease Assessment by RECIST 1.1 andirRECIST
{including apprepriate imaging) -l4te-1 X
Study Procedures & Examinations
Eligihility Assessment and Infermed Consent (IC)I X
Demographics {incl. DoB; sex; race; ethnicity} X
Medical history X
Physical Exam{incl. weight and ECOG Perf Status} X X X X X X
Height X
b
Vital Signs (T, HR, BP, RR} X X X X X X X X X X X X X X X X X X
12-lead FCG" X X X X X
Echocardiogram or MUGA b4 X
Concomitant Medication / Procedure X X X X X X X X X X X X X X X X X
d
Adverse Events (starting or worsening after |C} X X X X X X X X X X X X X X X X X X
Specimens for Laboratory Procedures
Bleed Hematolegy {complete blood count,
differential, platelets) X X X X X X X X X X X X X X X X X X
Chemistry (gluc., BUN, crea., Na, K, Ca, Cl, CO2, P04,
Mg, prot., alb., Thili., AST, ALT, ALP, LDHY X X X X X X X X X X X X
Chemistry cont. (Amylase ancIIiEas;e)a X X X X X X X X X X X X
Chemistry cont. {Free T3, Free T4, TSH)a X X X X X X X X b 4 X b 4 X
Serum pregnaant(-}sta'f “to-l X X
cA-125° 1410-1 X x X % %
i
Urine Pregnancy Testa
Specimensfor Correlative Assessments
PBMC/Plasma Ccllection&Bankinga'g X X X
MDSC (S-erametrix)a'g {US sites only} X X
Tumor Biopsy (Tumor microenvircnment, PD-L1
expression, TCR sequencing)e X X X (at disease progression: optional)
Pharmacogencmics (including BRCAL and BRCA2
tumor s;tatus;)c x*
PAX RNAa'g X X X {at disease progression: optional)

a -pre-dese (when applicable) Note: It is strongly recommended that hematology, chemistry and pregnancy test (when applicable}results are reviewed hefore dosing.

b -See Section 6.3.5 for assessment of vital signs before/during/after MEDI4736 infusion

¢ -An aliquot of the PBMCand/or Tumor Biopsy/Archival Tissue will be used for pharmacogenomics —a separate sampling is not needed

d -See section 7. 1.5 for details regarding collection of AEs for 90 days after last study drug administration.

e -Biopsyis optional for Phase 1. Referto Criterion 4inSectien 5.1. Archival tissue will be requested for all subjects, preferably frem primary tumer site

prior to cancer treatment; however, archival tissue is not a requirement for study entry.

f-Pregnancy tests are not required for suhjects who are not of child-bearing potential as defined in Section 5.2, #17

g-Screening/Baseline specimens for correlative assessments may be cellected up te Cycle 1/Day 1 prior to the PLD dose. I

h -See Section 3.1.16 regarding assessments scheduled for both the last on treatment visitandthe first post-last treatment visit.

i -Standard of Care procedures may he used for eligibility assessments provided they meet the criteria specified in either the inclusion criteria or flowchart.
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Study Flowchart for Subjectsin
Dose Level Da Cohort Only {Cont)

Treatment

On Study Follow-up

Post
Study

Cycle 8

Cycle 9 Cycle 10 tycle 11 Cycle 12

Eycle week

1 3 1 3 1 3 1 3

Visit Day per ycle

143

1742

143

341

17 2

143 [ 31 2742 [ 143 | 341 1742 143 | 341 |17+2 | 143 | 341 |17 £2

Last Study Drug
Administration

433 dayd

Last Study D
Last Study Drug| -0 o> uoY BIUE

Follow-Up

Administration

50374
sa237days | TOOE davs

End of Study

[Target Cumulative Visit Day

169

185

197

199

213

225 | 227 | 241 | 253 | 255 | 269 | 281 | 283 | 297 | 309 | 311 | 325

Phase1 & 2 5TUDY DRUG ADMINISTRATION

Pegylatad liposomal doxorubicin - PLD (I}

MEDIA736 (IV}

[Tumor & Disease Assessments

Disease Staging(date/stage at 1st diagnosis and at
study entry}

Disease Assessment by RECIST and irRECIST
including a ppropriate imagingt

+84 +7 days from last disease assessment

StudyProcedures & Examinations

|Eligibility Assessmentand Informed Consent EIC)‘

Demographics lincl. DoEB; sex; ra ce; sthnicity}

Medical history

Physical Exam (incl. weight and ECOG Perf Status)

Height

b
Vital Signs (T, HR, EP, RR}

124eadece”

Echocardiogram or MUGA

Concomitant Medication / Procedure (name,
indication, dose, route, start & end dates}

d
Adverse Events (starting or worsening after IC}

for Laboratory d

Blood Hematology (complete blood count,

differential,platelets)”

Chemistry (gluc., BUN, crea., Na, K, Ca, €1, 02, PO4,

Mg, prot., alk., Thili., AST, ALT, ALP,LDH)"

a
Chemistry cont. {Amylase and lipase)

Every 3 months for 3 years from initi

Chemistry cont. {Free T3, Free T4, TSH)"

x x| x

af
Serum pregnancy test

>
B3 B B

cal2s”

B3 A E

B3 A B S
E
>
>

B3 A B S
>
e
E

af
Urine Pregnancy Test ~

Specimens for Correlative Assessments

PEMC/Flasma Collection & Banking

MDSC (Serametrixf® (US sites only}

Tumor Biopsy {Tumor microenvironment, PR-L1

g
expression, TOR sequencing)

X [at disease progression: optional}

Pharma cogenomics (including BRCAL and BRCAZ

3
tumor status)

pax Ria™E

X [at disease prograssion: optional)

dinical outcomes data (dates of progression/relapse and survival} will be recorded {See Section 3.1.16}.

3 -pre-dose (when applicabl e} Note: It is strengly recommended that hematology, chemistry and pregnancy test (when applicable}results are reviewed before dosing.

b -See Section 6.3.5 for assessment ofvital signs before/during/after MEDI4736 infusion

¢ ~#n aliguot of the PBMC and/or Tumor Bi opsy/Archival Tissue will be used for pharmacogenomics —a separate sampling is notneeded

d -See section 7.1.5 for details regardingcollection of AEs for 90 days after last study drug administration.

e -Biopsy is optional for Phase 1. Refer to Criterion 4 in Section 5.1, Archival tissue will be requested for all subjects, preferably from primary tumor site

prior to cancer treatment; however, archival tissue is nota requirement for study entry.

- Pregnancytests are not required for subjects who are not of child-bearingpotential as defined in Section 5.2, #17

g- Screening/Baseline specimens for correlative assessments may be collected up to Cycle 1/Day 1 prior to the PLD dose. | | | | I
h -See Section 3.1.16 regarding assessments scheduled for_both the laston treatment visitand the first post- asttre atment visit] | |
| -Standard of Care prozedures may be used for eligibility assessments provided they meet the criteria specified in either the inclusion criteria or flowchart
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i Serecning/ Treatment
Study Flowchart for All Subjects fasaline
Except Dose Level Da Cohort
Cycle 1 Cycle 2 Cycle 3 Cycle 4 Cycle S Cycle 6
Cycle week 1 1 1 1 1 1
Visit Day per Cycle 28to-1 i 341 | 1#3 | 321 | 143 | 321 | 143 | 321 | 1#3 | 341 | 143 | 341
Target Cumulative Visit Day 1 3 29 31 57 59 a5 a7 113 | 115 | 141 | 143
Phase 1 & 2 STUDY DRUG ADMINISTRATION
Pegylated liposomal doxorubicin - PLD {1V} X X X X X X
MEDI4736 (IV) X X X X X X
Tumor & Disease Assessments
Disease Staging (date/stage at 1stdiagnosis and at
studv entry} A
Disease Assessment by RECIST 1.1 andirRECIST
including appropriate imaging) 1A-dor<l X
Study Procedures & Examinations
Eligibility Assessment and Informed Consent (HS)I X
Demographics {incl. DoB; sex; race; ethnicity) X
Medical history X
Physical Exam {incl. weight and ECOG Perf Status) X X X X X X X
Height X
Vital Signs (T, HR, 87, AR)" X x | x [ x| x x | x| x| x|x X
12-lead FCG° X X X x
Echocardiogram or MUGA X
Concomitant Medication / Procedure X X X X X X X X X X X
d
Adverse Events (starting or worseningafter [C} X X X X X X X X X X X X X
Specimens for Laboratory Procedures
Blood Hematology (complete blood count,
differential platelets)a X X X X X X X X X X X X X
Chemistry {gluc., BUN, crea., Na, K, Ca, Cl, CO2, P04,
Mg, prot., alb., Thili., AST, ALT, ALP, LDH)" X X X
Chemistry cont. (Amylase and |ipase)a X X X
Chemistry cont. (Free T3, Fr@@T4,TSH)a X X X X
f
Serum pregnancytesta’ 7to-1 X X
cA125" -14to-1 X % X X X
f

Urine PregnancyTesta' Xa
Specimens for Correlative Assessments
PBMC/Plasma Collection & Banking “8 X X X
MDSC {Sera metrix)a‘g {US sites only) X X
Tumor Biopsy (Tumor microenvironment, PD-L1
expression, TCR sequencing)E X X X {at disease progression: optional)
Pharmacogenomics {including BRCAL and BRCA2
tumor s‘ca‘cus)C x&
PAXRNATE X X X {at disease progression: optional)

a - pre-dose {(when applicable) Note: It is strongly recommended that hematology, chemistry and pregnancy test (when applicable) results are reviewed before dosing.

b - See Section 6.3.5 for assessment ofvital signs before/during/after MEDIA736 infusion

¢ -4n aliquot ofthe PBMC and/or Tumor Biopsy/Archival Tissue will be used for pharmacogenomics —a separate sampling is not needed

d -See section 7.1.5 for detzils regarding collection of AEs for 90 days after last study drug administration.

e - Biopsy is optional for Phase 1. Refer to Criterion 4in Section 5.1. Archivaltissue will be requested for all subjects, preferably from primary tumor sit

priorto cancer treatment; however, archival tissue is not a requirement for study entry.

f-Pregnancy tests are notrequired for subjects who are not of child-bearing potential as definedin Section 5.2, #17

g- Screening/Baseline specimens for correlative assessments maybe collected up to Cycle 1/Day 1 priorto the PLD dose.

h -See Section 3.1.16 regardingassessments scheduled for both the last on treatmentvisit and the first post-last treatment visit.

i - Standard of Care procedures maybe used for eligibility assessments provided they meet the criteria specified in either the inclusion criteria or flowchart
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Study Flowchart for All Subjects Treatment On Study Follow-up Post
Exce pt Dose Level Oa Cohort {Cont) Study
Cyde 7 Cycle 8 Cycle d Cycle 10 oycle1l | Cycle12 [Last StudyDrugli e stucy Drug :35’ 5‘““":“3 Follow-Up
i ration
Cycle week 1 1 1 A ration| A gministration P
h put
Visit Day per Cycle 153 | 301 | 123 [ 321 [ 143 |30 | 193 | 301 |13 |30 143 [ 320 | 4283 days’ | #06&7davs o Study
Target Cumulative Visit Day 169 | 171 | 197 | 199 | 225 | 227 | 253 | 255 | 281 | 283 | 309 | 311
Phase 1 & 2 STUDY DRUG ADMINISTRATION
Pegylatedliposomal doxorubicin - PLD {1V} X X X X X X
MEDI4736 {1V} X X X X X X
Tumor & Disease Assessments
Disease Staging (date/stage at 1stdiagnoesisandat | |
study entry}
Disease Assessment by RECIST and irRECIST ke
{includingappropriate imagi ng) X X +84 +7 days from last disease assessment 3
-
Study Procedures & Examinations o
: =
Eligibility Assessment and Informed Consent (\C)I :E
Demographics (incl. DoB; sex; race; ethnicity} -
Medical history E
Physical Exam {incl. weight and ECOG Perf Status} X X X X X X X X X et 3]
g e
Height % E
vital Signs (T, HR, BP RR)b X X X X X X X X X X X X X E E
12-Lead ECG” X X X X X 2=
Echocardiogramor MUGA X X '*an i
Concomitant Medication / Precedure {name, *g g
indication, dese, route, start & end dates} X X X X X X X X X X X X X X X é g
d ° 5
Adverse Fvents (starting or worsening after IC} X X X X X X X X X X X X X X X ‘E =
w
Specimensfar Laboratary Pracedures g §
Blood Hematology (complete blood count, 'g ]
-~
W=
differential Elatelt-:tts)a X X X X X X X X X X X X X X X g .2
Chemistry {gluc., BUN, crea., Na, K, Ca, Cl, CO2, PO4, *g E
E w0
M, prot. alb., Thill,, AST, ALT, ALP,LDH)” X X | x| x| x| x X | x| x| x X X X m £
v
Chemistry cont. AmylaseanclliEase)a X X X X X X X X X X X X X L e
W
Chemistry cont. (Free T3, Free T4, TSH)a X X X X X X X X X E
Al )
Serum pregnancy tes;ta X X X X X E
=
ca-125° X x X X X X X 2
i a.f g
Urine Pregnancy Test g
Specimens far Correlative Assessments §
m
G
PBMC/Plasma Cellecticn & Banking o X X X ]
=]
MD'E.C(Serametrix)a'g {US sites only} X X
Tumor Biopsy (Tumor microenvironment, PD-L1
expression, TCR sequencing)e X {at disease progression: optional)
Pharmacogenemics {including BRCAL and BRCA2
C
tumor status}
pax RNATE X {at disease progression: optional)

a -pre-dose (whenapnplicable)} Note: Itis strongly recommended that hematology, chemistry and pregnancy test (when applicable}results are reviewed before dosing.

b -See Section 6.3.5 for assessment ofvital signs before/during/after MEDI4 736 infusion

¢ -An aliquot ofthe PBMCand/or Tumer Biopsy/Archival Tissue will be used for pharmacogenomics —a separate samplingis not needed

d - See section 7.1.5 for details regarding collection of AEs for 30 days after last study drug administration.

e -Biopsy is optional for Phase 1. Refer te Criterion 4 in Section 5.1. Archival tissue will be requested for all subjects, preferably from primary tumor site

prior to cancer treatment; however, archival tissue is net arequirement for study entry.

f-Pregnancy tests are not required for subjects whe are not ofchild-bearing petential as definedin Section 5.2, #17

g- Screening/Baseline specimens for correlative assessments maybe collected up to Cycle 1/Day 1 prior tothe PLD dose.

h -See Section 3.1.16 regarding assessments scheduled for hoth the last on treatment visit and the first post-last treatment visit.

i -Standard of Care procedures may be used for eligibilityassessments provided they meet the criteria specified in either the inclusion criteria or flowchart
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3 STATISTICAL METHODS

3.1 General Methods

3.1.1 Computing Environment

All statistical analyses will be performed using SAS® Version 9.4 or higher for
Windows.

3.1.2 Reporting of Numerical Values

All clinical study data will be presented in subject data listings. All by-visit
summarizations will be conducted using data from Cycle 1, Cycle 2, and/or the last
cycle, as applicable. All data presentations will be by the planned cohorts in the
protocol, separately for Phase 1 and Phase 2.

Descriptive statistics (n, mean, standard deviation, median, minimum and maximum)
will be calculated by cohort for continuous variables.

Frequencies and percentages will be presented by cohort for categorical and ordinal
variables. If there are missing values, the number missing will be presented, but
without a percentage.

Means and medians will be reported to one decimal place more than the data reported
in the EDC. Standard deviations will be reported to two decimal places more than the
data reported. Minimum and maximum will be reported to the same number of
decimal places captured in the EDC.

3.1.3 Baseline Value and Change from Baseline

Baseline value is defined as the most recent non-missing value obtained immediately
prior to administration of first dose. Change from baseline will be calculated by
subtracting the baseline value from the post-treatment assessment for each subject
(i.e., post-treatment — baseline).

3.1.4 Handling of Missing/Incomplete Values

Unless otherwise explicitly specified, missing data will not be imputed.

3.1.5 Handing of Repeated Assessments

If multiple results are available for a test at the same scheduled time point post-
baseline then the following rules will be used:
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e If multiple pre-dose assessments are available at the same scheduled time
point and all results are considered normal, then the first (earliest) result will
be used in all summarizations.

e If multiple pre-dose assessments are available at the same scheduled time
point and at least one result is considered abnormal, then the worst (most
abnormal) result will be used in the summarization.

3.2 Analysis Populations

3.2.1 Intent-To-Treat Population

The Intent-To-Treat (ITT) Population and the Safety Population are the same for this
study and are defined as all subjects who receive at least one dose of PLD, motolimod
(pre Amendment 2), or MEDI4736. All tables, listings, and figures will identify this
group of subjects as the Intent-to-Treat Population.

3.2.2 Per-Protocol Population

The Per-Protocol (PP) Population is defined as all subjects enrolled in Phase 2 of the
study, including the 6 subjects treated in Phase 1 at the MTD, who received at least
75% of the scheduled doses of MEDI4736 and PLD over the first 2 cycles, as well as
respective disease assessments, without major protocol violations.

Phase 2: The Per-Protocol (PP) Population for Phase 2 is defined as all subjects
enrolled in Phase 2 of the study who received at least 75% of the scheduled doses of
MEDI4736 and PLD over the first 2 cycles, as well as respective disease assessments,
without major protocol violations.

3.3 Analysis Variables

3.3.1 Clinical Efficacy

Tumor response will be assessed using RECIST v1.1 and irRECIST criteria. When a
radiological assessment is unavailable to determine RECIST (irRECIST), a clinical
assessment of progressive disease and/or death may be used in lieu of the RECIST
(irRECIST) to determine disease response. This combined clinical efficacy endpoint
will be used in the primary efficacy analysis. RECIST and irRECIST criteria are
described in detail in the protocol, and an abbreviated description is provided below.
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RECIST evaluation of target lesions are as follows:

Response Criteria for Response

Complete Response (CR) | Disappearance of all target lesions

Partial Response (PR) At least a 30% decrease in the sum of the diameters of target lesions
taking as reference the baseline sum diameters

Stable Disease (SD) Neither sufficient shrinkage to qualify for PR nor sufficient increase to
qualify for PD

Progressive Disease (PD) | At least 20% increase in the sum of the diameters of target lesions taking

as reference the baseline sum diameters or new lesion identification

irRECIST evaluation of target and new lesions are as follows:

Complete Response (irCR) Complete disappearance of all target and new, measurable lesions, with

the exceptions of lymph nodes which must decrease to < 10 mm in

short axis.
Partial Response (irPR) Decrease in TMTB” > 30% relative to baseline.
Stable Disease (irSD) Not meeting criteria for irCR or irPR, in absence of irPD.

Progressive Disease (irPD) Increase in TMTB > 20% relative to nadir.

*TMTB = SumbD target lesions + SumD new, measurable lesions.

For both RECIST and irRECIST, if CA125 levels are initially above the upper normal
limit, they must normalize for a subject to be considered in complete clinical

response.

Efficacy variables include:

e Progression-free Survival

@)

Proportion of subjects surviving without progression at 6 months
(based on RECIST v1.1 and/or clinical progression/death) — Phase 2
primary endpoint

Proportion of subjects surviving without progression at 6 months
(based on irRECIST and/or clinical progression/death) — Phase 2
secondary endpoint

Proportion of subjects surviving without progression at 12 months
(based on RECIST v1.1 and irRECIST and/or clinical
progression/death) — Phase 2 secondary endpoints

Proportion of subjects surviving without progression at 6 and 12
months (based on RECIST v1.1 and irRECIST and/or clinical
progression/death) — Phase 1 secondary endpoints

Progression-free survival time (based on RECIST v1.1 and irRECIST
and/or clinical progression/death) — Phase 1 and 2 secondary endpoints
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e Tumor Response

o

o

Overall Response Rate (ORR) based on RECIST vl1.1 and irRECIST
and/or clinical progression/death — Phase 1 and 2 secondary endpoints

Overall Disease Control Rate — stable disease (SD), PR, or CR over a
period of at least 4 weeks based on RECIST v1.1 and irRECIST-
Phase 1 and 2 secondary endpoints

e Overall Survival

(@)

Median overall survival time — Phase 1 and 2 secondary endpoint

3.3.2 Safety Variables

Safety variables include:

¢ Incidence of treatment emergent adverse events (TEAEs), defined as an
adverse event (AE) that is first identified, or is identified to worsen in
intensity, at a time point occurring after the first dose of study drug

o

(@)

o

o

(@)

All TEAEs by System Organ Class (SOC) and Preferred Term (PT)
All TEAEs by PT
TEAEs by maximum severity (according to CTCAE version 4.03)

Treatment related TEAEs (TRAE) defined as events with a
relationship to any study drug of ‘Definitely Related’, ‘Probably
Related’ or Possibly Related’

Treatment related TEAEs by maximum severity (according to CTCAE
version 4.03)

TEAE:s leading to study drug withdrawal
Serious TEAEs

e Change in clinical laboratory parameters (hematology, chemistry, amylase,
lipase, thyroid) from baseline to each selected post-treatment assessment time
point and shifts in clinical laboratory parameters from baseline to each
selected post-treatment assessment time point

e Change in vital signs (systolic and diastolic blood pressure, heart rate,
respiratory rate, and body temperature) from pre-dose to end of infusion at
selected post-treatment assessment time points

e Change in ECOG performance status from baseline to last assessment

e Shifts in ECG from baseline to each selected post-treatment assessment time

point
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e Shifts in ECHO or MUGA from baseline to each selected post-treatment
assessment time point

3.3.3 Immunological Response

The following immunological response variables are being analyzed by another entity
and are not included in the analysis sections below:

3.4 Subjects Disposition and Evaluability

3.4.1 Subject Disposition

Subject disposition will be presented by cohort and overall. The number of subjects
enrolled and in the ITT and PP populations will be presented.

The following will be summarized:
e number and percentage of ITT subjects experiencing a DLT

e number and percentage of ITT subjects discontinuing study treatment and the
reasons for treatment discontinuation

e number and percentage of ITT subjects completing and not completing the
study (through 90 day on Study Follow-up period), and the reasons for study
discontinuation

e number and percentage of ITT subjects entering and discontinuing from the
Follow-up Extension, and the reasons for discontinuation

Descriptive statistics will also be presented for duration of time in study for subjects
(start of therapy to last visit of follow-up).
3.4.2 Protocol Deviations

Protocol violations and deviations are recorded in a written log. Any major protocol
deviations will be described in the study report.
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3.5 Demographics and Baseline Characteristics

3.5.1 Demographics

Subject demographics, height and weight will be summarized for the ITT and PP
populations.

Descriptive statistics will be provided for age (years), height (cm), and weight (kg).
Frequencies and percentages will be tabulated for sex, race, ethnicity, disease staging
at initial diagnosis and study entry, and for prior anti-cancer treatment use and the
corresponding indications.

3.5.2 Medical History

The number and percentage of subjects having a non-oncological medical condition
in each body system will be summarized for the ITT Population. Non-oncological
medical history will be presented in a subject listing.

3.5.3 Oncological Treatment History

. Prior oncological treatment, radiation and surgical history will be presented in subject
listings.

3.6 Prior and Concomitant Medications/Procedures

Prior and concomitant medications will be coded using the World Health
Organization (WHO) Drug dictionary (Version Dec 2014).

A concomitant medication is defined as any drug or substance administered between
the time of the first dose of study treatment and the time of the last study visit. This
includes medications that were started prior to screening, if their use continued during
or after dosing. In order to define whether a medication with missing start or stop
dates is a concomitant medication, refer to the following additional criteria.

e if both the start and stop dates of a particular medication are missing, that
medication will be considered concomitant;

o if the start date of a medication is missing and the stop date of that medication
falls on or after the first dose date, that medication will be considered
concomitant;

o if the start date of a medication is missing and the stop date of the medication
is prior to the first dose date, that medication is considered not concomitant;

o If the start date of a medication is prior to the first dose date and the stop date
of the medication is missing, that medication is considered concomitant.
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Concomitant medication use will be classified by Anatomical Therapeutic Class
(ATC) level 4 and PT for the ITT population. For the presentation of concomitant
medications, the ATC level 4 terms will be sorted alphabetically, and within ATC
level 4 term, the PT will be used and presented by decreasing total frequency overall.

Frequencies and percentages of subjects using each concomitant medication will be
presented for the ITT population. Prior and concomitant medications and concomitant
procedures/surgeries will be presented in subject listings.

3.7 Treatment Exposure

For each subject, treatment duration and the total number of cycles treated will be
calculated based on the expected treatments for that subject in accordance with their
assigned cohort. Treatment duration (weeks) will be calculated for each subject as:
([date of last dose of any study drug received — date of first dose of any study drug
received +1]/7).

Descriptive statistics for treatment duration and the total number of treatment cycles
will be displayed. The number of doses and cumulative dose received will be
summarized for PLD, MEDI4736, and Motolimod. Study drug administration will be
presented in a subject listing.

3.8 Efficacy Analysis

3.8.1 Progression-free Survival

The primary endpoint in Phase 2 of this study is the PFS rate at 6 months defined as
the visit at the start of Cycle 7, where progression is assessed for subjects based on a
combination of RECIST v1.1 and/or the clinician’s assessment of clinical progression
or death. The primary efficacy analysis will be based on the Per Protocol population.
A sensitivity analysis will be conducted on the ITT population. A secondary efficacy
analysis will be conducted on the Phase 2 Per Protocol population.

The primary efficacy analysis entails testing the null hypothesis that PFS at 6 months
is less than or equal to 25% against the alternative hypothesis that PFS at 6 months is
higher for those treated with PLD and MEDI4736 combination. This hypothesis will
be tested at a=0.05 using the 90% two-sided confidence interval for the PFS rate at 6
months based on Kaplan-Meier product limit estimates. The null hypothesis will be
rejected in favor of the alternative if the lower bound of that confidence interval is
greater than 25%. The null hypothesis will also be tested using a one-sided binomial
test as a sensitivity analysis. In this analysis, if a subject has no tumor response
assessment, or discontinued treatment or withdrew from the study for other reasons,
he or she will be considered as “progressed.” The null hypothesis will be rejected in
favor of the alternative if the lower bound of a two-sided 90% binominal confidence
interval is greater than 25%.
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Table displays will include PFS rate at 6 months and the corresponding 90%
confidence interval along with the corresponding number of subjects at risk. In
addition, PFS will be presented graphically.

Secondary efficacy analyses will use the secondary efficacy endpoints listed in
section 3.3.1 of the SAP and will be based on the ITT population. PFS rate and the
corresponding 95% confidence interval will be calculated based on Kaplan-Meier
product limit estimates and will be displayed by cohort and phase.

Descriptive analyses of PFS will include the following:
e Number and percentage of subjects that died or had a confirmed progression,

e Number and percentage of subjects that survived without a confirmed
progression,

e Number and percentage of subjects lost to follow up (unknown survival
and/or progression status), and

e Number of subjects missing the tumor response assessment

PFS time will be summarized for each cohort and phase and will include the 25th
percentile, median, 75th percentile, corresponding 95% Cls, minimum and maximum,
where PFS time will be calculated using the Kaplan-Meier method. In addition, PFS
will be presented graphically.

PFS time is defined as time from the start date of the treatment (Day 1) to the first
occurrence of confirmed progression (clinical or radiological), or the date of death
due to any cause, whichever occurs first. Subjects without documentation of
progression at the time of the analysis will be censored at the date of the last tumor
response assessment, date of start of alternate therapy, or last contact if in post study
follow-up, whichever comes first. Subjects with no tumor response assessment will
be censored at the start date of the treatment.

3.8.2 Tumor Response

Tumor response will be summarized and analyzed descriptively for the ITT
population.

The number and percentage of subjects meeting criteria of CR, PR, SD, and PD will
be displayed. The number and percentage of subjects meeting criteria of CR or PR
over a period of at least 4 weeks (Overall Response Rate — ORR) based on RECIST
v1.1 and irRECIST, as well as the number and percentage of subjects meeting criteria
of SD, PR, or CR over a period of at least 4 weeks (Overall Disease Control Rate —
ODCR) will be displayed along with the corresponding 95% binomial CIs. In
calculating ORR and ODCR, subjects who drop out prior to meeting the responder
criteria will be considered as non-responders. Descriptive statistics will be presented
for duration of response, defined as the time from the first response of PR or CR to
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the date of disease progression or death. Tumor response and tumor marker CA-125
will be presented in subject listings.

3.8.3 Overall Survival

Overall survival (OS) time will be based on data collected during study and Post
Study Follow-up. OS time is defined as the time from the start date of the treatment
(Day 1) to the date of death due to any cause and will be analyzed descriptively.

The number and percentage of subjects who died, who were lost to follow up, and
who survived will be summarized. Subjects who withdrew from the study or were lost
to follow-up (survival status unknown) will be censored at the date of last contact/last
data point collected in the CRF.

OS Rate and the corresponding 95% confidence intervals at 6 months and 12 months
will be calculated based on Kaplan-Meier product limit estimates and will be
displayed along with the corresponding number of subjects at risk at each time point.
OS time will be summarized descriptively. The 25th percentile, median, 75th
percentile, corresponding 95% Cls as well as the minimum and maximum survival
time will be calculated using the Kaplan-Meier method. In addition, OS estimates
will be presented graphically.

3.9 Safety Analysis

All safety analyses will be performed using the ITT population. For clinical
laboratory, data collected from all core study cycles and/or on-study follow-up
assessments will be analyzed for each subject. For vital signs, ECOG performance
status, and ECG, only data collected from the first two cycles and/or on-study follow-
up assessments will be analyzed for each subject. All subject data including those
from the additional cycles will be presented in subject listings.

3.9.1 Adverse Events

All adverse events will be coded using the Medical Dictionary of Regulatory
Activities (MedDRA) Version 19.0 and will be classified by MedDRA system organ
class (SOC) and preferred term (PT).

The following imputation rules will be used for missing or incomplete AE start dates:
e Missing AE start day:

o If the partial date contains a different month from the date of first study
dose, then impute it as the first day of the month.

o If it contains the same month as the date of first dose, then impute it as
date of first dose.

e Missing AE start day and month:
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o If the partial date contains a different year from the date of first dose, then
impute the missing day and month as Dec 31.

o If it contains the same year as the date of first dose, then impute the
missing day and month as day and month of first dose.

e Completely missing AE date:

o Impute the missing date as the date of first dose.

3.9.1.1 Overall Summary of Treatment Emergent Adverse Events

An overall summary of TEAEs will be presented by cohort and for all subjects
combined. The number and percentage of subjects who experienced at least one AE,
at least one TEAE, at least one TRAES, at least one TEAE of Grade 3 or higher, at
least one TRAE of Grade 3 or higher, at least one serious TEAE, at least one DLT, at
least one serious TRAE, at least one TEAE leading to treatment discontinuation, at
least one TRAE leading to treatment discontinuation, and number of subjects with an
adverse event resulting in death will be displayed.

3.9.1.2 Treatment Emergent Adverse Event Incidences

The incidence of TEAEs will be presented by cohort and for all cohorts combined.
The number and percentage of subjects who experienced at least one TEAE as well as
the number and percentage of subjects who experienced at least one TEAE within
each specific SOC and PT will be presented. For this analysis, if a subject has more
than one occurrence of the same PT, then the PT will be counted only once for that
subject. Similarly, if a subject has more than one PT within the same SOC, the
subject will be counted only once in that SOC.

A summary table of TEAEs by PT will also be presented by cohort and for all cohorts
combined.

For the presentation of AE incidences, the SOCs will be sorted alphabetically, and
within SOC, the preferred term (PT) will be presented by decreasing total frequency.

Adverse events leading to study withdrawal, leading to study drug interruption or
discontinuation, treatment emergent adverse events, serious adverse events, dose-
limiting toxicities, and deaths will be displayed in subject listings.

3.9.1.3 Adverse Events by Maximum CTCAE Grade

TEAEs will be presented by maximum CTCAE grade for each PT by cohort and for
all subjects combined. For this analysis, if a subject has more than one occurrence of
the same PT, then the PT will be counted only once for that subject under the
maximum grade at which it was experienced.
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3.9.1.4 Treatment Related Adverse Events

99 ¢

Adverse events with a relationship to study drug of “possibly,” “probably” or

“definitely” related will be classified as treatment related.

The number and percentage of subjects who experienced at least one treatment related
AE within each specific SOC and PT will be presented overall and by cohort. For the
presentation of AE incidences, the SOCs will be sorted alphabetically, and within
SOC, the preferred term (PT) will be presented by decreasing total frequency.

The incidences of adverse events related to MEDI4736, motolimod, and PLD will
also be summarized by SOC and PT.

Incidence of treatment related AEs will be presented by maximum CTCAE grade for
each PT by cohort. For this analysis, if a subject has more than one occurrence of the
same PT, then the PT will be counted only once for that subject under the maximum
grade at which it was experienced.

The incidences of adverse events related to MEDI4736, motolimod, and PLD will
also be presented by maximum CTCAE grade for each PT overall and by cohort.
3.9.1.5 TEAEs Leading to Study Drug Withdrawal

TEAEs leading to study drug withdrawal of MEDI4736, motolimod, or PLD will be
presented by SOC and PT and will also be presented in a subject listing.

3.9.1.6 DLTs

DLTs will be presented in subject listings.

3.9.1.7 Serious Adverse Events

The incidences of serious adverse events will be summarized by SOC and PT overall
and by cohort. SAEs will be presented in a subject listing.
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3.9.2 Clinical Laboratory Evaluation

For each continuous laboratory (hematology and chemistry) parameter, results will be
categorized as low, normal, or high based on the laboratory normal ranges.
Frequencies and percentages will be presented by cohort and overall for the shifts in
these categories from baseline to selected post-treatment assessment time points (i.e.,
low to normal, low to high, high to low, etc.). Percentages for the shift tables will be
calculated based on the number of subjects who had results for both baseline and the
corresponding post-treatment assessment time point. Additionally, for continuous
hematology and chemistry parameters, descriptive statistics will be presented for the
changes from baseline to each selected post-treatment assessment time point.

Abnormal laboratory values with their clinical significance status will be presented in
a subject listing.

3.9.3 Vital Signs

For vital signs, descriptive statistics will be presented for changes from pre-dose to
end of infusion on MEDI4736 dosing days in the first two cycles and for On Study
Follow-up assessments. End of infusion time points and change from pre-dose to end
of infusion for subjects who experienced an interruption in the study drug
administration (administration was stopped and subsequently restarted) will not be
included.

3.9.4 ECOG Performance Status

ECOG Performance Status will be summarized by cohort by presenting the number
and percentage of subjects with ECOG score 0, 1, 2, 3, and 4 at baseline and ECOG
score of 0, 1, 2, 3, 4, and 5 at the last on-treatment assessment time point (including
optional treatment extension time points) and last on-study follow-up time point for
which ECOG Performance Status was assessed. ECOG data will be provided in a
subject listing.

3.9.5 12-Lead ECG

Shift of normality status (normal, abnormal with no clinical significance, abnormal
with clinical significance) from baseline to each selected post-treatment assessment
time point will be presented for the ECG data. Based on the number of subjects who
had non-missing results for both baseline and corresponding post-treatment
assessment time point, percentages for the shift tables will be calculated. ECG results
will be provided in a subject listing.

3.9.6 ECHO or MUGA

For the ECHO or MUGA data, shift of normality status (normal, abnormal with no
clinical significance, abnormal with clinical significance) from baseline to each
selected post-treatment assessment time point will be presented. Percentages for the
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shift tables will be calculated based on the number of subjects who had non-missing
results for both baseline and corresponding post-treatment assessment time point.
ECHO and MUGA data will be provided in a subject listing.

3.9.7 Physical Examination

Physical examination assessments, if performed, will be shown in a subject listing.
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