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ABBREVIATIONS AND DEFHITIONS

ARC Advanced Breast Cancer

AE ’ Adverse Event

AMG Absolute Neutrophil Count

aPTT Activated Partial Thromboplastin Time

CB Clinical Benefit

LRER Clinical Beneiit Raté

ol _ Gormfidanée interval

£518H Chromogenic In Situ Hybridization

fﬁ;i*ée‘% Central Nervous System

CR Complete Response

CTCAE Common Terminology Criteria for Adverse Events
T Scan Computed Tomography Scan

BLT Dose Limiting Toxicity

eCRF Eilectronic Case Report Form (sometimes referred to as Clinical Report Form).

An electronic form for recording study participants” data during a clinical study,
as reguired py the protocol. '

=000 ' Eastern Cooperative O'nc;oiogy Groub
ER Estrogen Receptor
ERHE ' Ethical review board; A board or committee (instifutional, regional, or national) -

composed of medical professional and nonmeadical members whose
responsibility is to verify that the safety, welfare, and hurnan righis of the
patients participating in a clinical trial are protected.

Fha Food and Drug Administration

FisH Fluorescence In Situ Hybridization

GGP Good Clinical Practice

GEﬁB}E«m Spanish Breast Cancer Group

HER2 : Human Epidermal Growth Factor Receplor 2
MY Human Immunodeficiency Virus
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1. INTRODUCTION

The nurpose of this Statistical Analysis Plan is to give a detailed description of the statistical
analysis {o be performed to generate the final study report for GEICAM/2015-04 siudy (PANGEA-
Breast). '

At the present time there is enough preclinical and clinical evidence to consider that ABC may be
sensitive to immunotherapeutic approaches. This trial is based on a combination strategy with two
immunostimulatory agents: gemcitabine (immunogenic apoptosis and elimination of MDSC) and
pembrolizumab (blocking PD1/PD-L1 interaction) in ABC in the search of a synergism that may
induce responses with long term clinical benefit. Gemcitabine and pembrolizumab as single
therapias are safe with a very low rate of serious adverse events (SAE), therefore combination of
both drugs might be warranted on efficacy and toxicity grounds. Nevertheless, we propose 1o
perform a safety dose testing phase or run-in-phase since pembrolizumab in combination with
gemcitabine has not been previously tested.

This tial includes a translational sub-study that will pursue to analyze a set of immune biomarkers
ar biclogical profiles in peripheral blood and tumor tissue, looking at their basal level and
monitoring  their evolution' at different time points  during treatrment with gemcitabine and
nembrolizumab. in ABC, immune response assessment in tissue is challending as biapsies.are al
many times not easily accessible orfand risky for the patients. At this point, there exist a set of
immune biomarkers in peripheral blood as myeloid derived suppressor celis (MDSC), regulatory T
cells (Treg), cyiokines and others that can be highly informative with respect to the immune
activation status of the host. This transiational research may shed light on the putative mechanisms
of the eventual efficacy of this combination and ultimately identify immune biomarkers or biclogical

g.:%mﬁieé that may predict clinical activity,
2. BTUDY OBJECTIVES

2.4 Primary Objective

s Rur-in-shase: To determine the Recommended Phase |l Dose (RP2D) of gemcitabine in

combination with fixed doses of pembrolizumab.

of Objective Response Rate (ORR) in patients with HERZ-negative ABC.
2.2 %écaﬁdéry Objectives

The fOEEQWi-ﬂg secondary objectives will be studied:
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= To assess other efficacy measures of the combination in patients included in the phase Hl

(inciuding those in the run-in-phase at the same dose that in the phase 1),
= {o defermine safety and 'ioliefabiiity of the combination in ali patients included in the study.
4.3 Exploratory Objectives

The following exploratory objectives will be studied in alt patients included in the study unless

otherwise specified:

s To assess other efficacy measures of the combination based on immune-related (ir)
response criteria in patients included in the phase |l (including those in the run-in-phase at

the same dose that in the phase ).
s To search for tumor tissue and peripheral blood biomarkers of clinicat activity.

s To compare biomarkers data from cohorts of healthy volunteers (if available) with data from

patients included in the study.

3. 8STUDY DESIGH

This ig 2 multicenter phase B frial, with an initizl exploratory run-ir-phase, to evaluate the efficacy
and safety of pambrolizumab’in combination with gemcitabing in ,batients with HERZ—negaﬁve ABC
that have previously received anthracyclines and taxanes (unless clinically contraindicated). In )
hormone receptor positive patients, previous treatment with 2 or more lines of hormone therapy will
also be required. Patients must have at least one measurable lesion that can be accurately
assessed at baseline and is suitable for repeated assessment by CT, MRI or plain X-ray and a
" metastatic lesion accessible for biopsy. Approximately 83 patients {up to a2 maximum of 65 patients
depending on the results of the run-in-phase) will be included in this trial.

The study will include two cohorts of patients: ) Triple Negative and i) Luminal A+B, with an

approximate 1:1 distribution between both groups.

Eligible patients will be enrolled .and treated with:
v Pembrolizumab at a dose of 200mg as ain intravenous (V) infusion on day 1 of each 21-day
cycle.
in cormbination with
v Gemcitabine at a dose of 1,250ma/m?® or 1,000mg/m? (this dose will be explored in
combination with pembrolizumab in the initial exploratory run-in-phase if necessary) as an

intravenous (iV}) infusion on day 1 and 8 of each 21-day cycle.
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A safety dose testing or “run-in-phase”, with & 6+8 design, in which toxicity will be evaluated within
the first cycle, will be performed since pembrolizumab in cornbination with gemcitabine has not
been previously tested. Initially 6 patients ‘wiil be included in the study at dose level & {gemcitabine
at a dose of 1,250mg/mZ as an IV infusion on day 1 and 8 of each 21-day cycle and

ommbmil?umab at a dose of 200mg as an IV infusion on dﬂy 1 of sach 21-day cycle)

o I = 2 patients experience Dose Limiting Toxmsty (DL, 6 additional patients will be included
at the current dose level. If there is a confirmation of this dose to be safe (s 3 patients
experiencing DLT), this will be considered the RP2D and it will be used for the following
recruited patients.

s If = 3 patients experience DLT within the first 6 patients, or = 4 within the first 12 patienis
nciuded at dose level 0, a de-ascalation to dose level -1 (gemcitabine at a dose of
1,000mg/m?2 as an IV infusion on day 1 and 8 of each 21-day cycle and pembrolizumab at a
dose of 200mg as an V infusion on day 1 of each 21-day cycle) will be performed. In this
case, a group of 12 additional patients will be included at dose tevel -1, if = 4 experience
DLT, this combination will be considered too toxic and the study will be stopped. f = 3
experience DLT with this combination, ‘{h.is will he considerad the RP2D and # will be used

for the following ;"ecruitecé patienis,

initially 3 patients will be csllowmcg for niciusmn simulianeously. These 3 patients will be followed
closely during the first cycle to observe the occurrence of any DLT. At the times these 3 patients are
completing the first cycle, the next 3 patients will be included one by one, untii the first cohort is
completed.

ff none of thése 6 patients have a EJ%_T, up to 4 patients will be allowed for %nc!ﬁsion from the
second cohori of 6 patients; they will follow the same procedure as in the first cehort. If one of
these patients from the second cohort has a DLT, the inclusion will be in smaller groups {with &
maximum number of 4 patients with DLT) and following the same procedure as in the first cohort of
6 patients. _

An internal committee will periodically review the safety data in order to take the decision to
maintain or decrease the dose level. This internal commitiee will consist of the chief investigator,
and the.study medical monitor and statistician. The meetings wili be performed by teleconference
10 take these decisions as guickly as possible once the last patient finishes the fi%st cycle of
treatment. Other meetings will be considered ad-hoc whenever necessary (i.e when new DLT&.
appear).

Patients included in the run-in-phase at the same dose than that in the phase [l will be considered

for the phase i analysis.
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3.4 Sample Size

A Simon minimax two-stage design will be employed with the possibility of stopping early due to
tack of response. Results from previous studies showed that gemcitabine producead a rasponse
cate of around 20% (46-48), this will be our expected MO, With the combination of pembrolizumab
and gemcitabine, we expect to increaséthis rate to 35% what will be our H1 {an absalute increase
of 15%). Considering with an alpha emror of 0.05 and a statistical power of 80%, we will need to
clude 53 evaiuabié pétients in this trial. The first stage will include 31 evaluable patients; if at
least 7 have a response, recruitment will continue to include the 53 evaiuable patients. The nuil

hypothesis of HO=20% will be rejected if 16 or more responses are observed in 53 patients.
s Rendomization

Mot applicable,

4. STUDY POPULATION
4.1 Inclusion Criteria
Satients are eligible to be included in the study only if they meet all of the following criteria:

1. The patient has signed and dated the informed consent document and it has been obtained

-before conducting any procedure speciically for the study.
2. Female z 18 years of age on day of signing informed consent,

3. Histological/cytological confirmation of breast cancer with evidence of advanced diseaée}

not amenable 16 resection or radiation therapy with curative intent.

4. Documented luminal A, luminal B (HERZ-negative) or ftriple negative disease by
immunohistochemistry (IMQ) andfor in situ hybridization (FISH/CISH/SISH) based on local

testing on the most recent tumor biopsy defined as follows:

o Lurainal A: tumor with positive estrogen recép‘sar (ER) status (21% of tumor cells
with ER expreésion} and HERZ2-negative status (tHQ score 0/1+ or negative by in
situ hybridization defined as a HER2/CEP17 ratio < 2 or for single probe
assessment a HER? copy number < 4) and high progesterone receptor (PgR) (2

20% of tumor celis with PgR expraession) and low KiG7 (< 14%).
o Luminal B (HERZ-negative): tumor with positive ER status (21% of tumor cells with
ER expression) and HERZ-negative status ({HQ score 0/1+ or negative by in situ

hybridization defined as a HER2Z/CEP17 ratio < 2 or for single probe assessment a
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o

HERZ copy number < 4) and either low or negative PgR (< 20% of tumor celis wi{h

_Pgl exprassion) and/or high KiS7 (= 14%).

o Triple negative: tumor with negative hormone receptor status (<1% of tumor cells
with ER and PgR expression) and HERZ-negative status {(IHQ score O+ or
negative by in situ hybridization defined as a HER2/CEP17 ratio < 2 or for single

probe assessment a HER2 copy number < 4),
Have af izast one unidimensionally measurable lesion by RECIST v1.1.

Patient agrees fo the collection of a metastatic tumor sample (biopsy) at the time of

Cinclugion ana at progression (wheneaver possible).

Have g performance status of 0, 1 or 2 on the Eastern Cooperative Oncology Group

(ECOG) Performance Scale.

Demonsirate adequate organ function as follows (all screening labs should be performed

within 7 days of study treatment inltiation):
o Bone marrow:
s Absolute Neutrophil Count (ANC) 2 1,500/mm?® (1.5x10%1).
Platelets 2 100,000/mm® {100x10%1). "

= Hemoglobin = 9g/di or 2 5.6 mmoll without transfusion or EPO dependency

{within 7 days of assessment).
o Hepatic
s Serum total bilirubin £ 1.5 x U}:ﬁper Limit of Normal (ULN).

w  Alkaline Phosphatase = 2.5 x ULN or £ 5 x ULN for patients with liver

metasiases or bone metastases or any nor-malignant bone disease.

2 CAST (8GOT) and ALT (EGPT) = 2.5 x ULN or 5 5 x ULN for patients with liver

rmatasinses,
s Afbumin 2 2.5 g/dl
o Renal:

= Serum creatinine s 1.5 x ULN or creatinine clearance = 80 mi/min for

patients with creaiinine levels > 1.5 x ULN.

o Coagulation:
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e |niernational Normalized Ratio (INR) or Prothrombin Time {(PT} = 1.5 x ULN
unless patient 15 receiving anticoagulant therapy as long as PT or PTT is

within therapeutic range of intended use of anticoagulants.

= Activated Parlial Thromboplastin Time (aPTT) £ 1.5 x ULN uniess patient is
receiving aniicoagulant therapy as long as FT or FT7T is within therapeutic

range of intended use of anticoaguilanis.

Prior treatment with anthracyclines and faxanes (unless clinically contraindicated) and iwo

- of more prior lines of hormone therapy in hormone receptor positive disease.

0

2.

At least 3 months life expectancy.

. Patient ot childbearing potential should have a negative wine or serum pregnancy wilnin 72

niours prior to recelving the first dose of study drug/medication. If the urine test is positive or

cannot he confirmed as negative, a serum pregnancy test wili be required.

Patients of childbearing potential (see section 4.4. from protocol for definition) must be
witling to use an adequate method of confraception as outlined in Section 4.4, —-
Contraception, for the course of the study through 120 days after the last dose of siudy

medication.

Mote: Abstinence is acceptable if this is the usual lifestyle and preferred coniraception for

the subject.

CWillingness and ability to comply with scheduled visits, freatment plan, laboratory iests and

other study procedures.

Evelusing Criteria

Fatients will be excluded from the study if they mest any of the following criteria:

1.

2.

HERZ-positive disease by immunohi@ioch@mistfy or iry situ hybridation (FISH-SISH-CISH).

Patient iz currently participating or has parlicipated in a 'study of an investigational agent
and received study therapy or used an investigationa! device within 4 weeks of the first
dose of study drug/medication. ' ‘

Has had a prior anti-cancer monoclonal antibody (mAD) within 4 weeks prior {o study day 1
or who has not recovered (e, £ grade 1 or at baseling) from adverse events due o agenis

administered more than 4 weeks earlier.
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4. tas had prior chemotherapy, targeted small molecule therapy, or radiation therapy within 2
weelks prior to study day 1 or who has nol recovered (e, = grade 1 or at baseline) from

adverse events due 1o a previously administered agent.

o Note: Patients with £ grade 2 neurcpathy are an exceplion to this criterion and may

guaiify for the study.

o Note: if patient received major surgery, they must have recovered adequataiy from -

the toxicity and/or complications from the intervention prior to starting therapy.

5. Has received prior iherapy with an anti-PO-1, anti-PD-L1, or anti-PD-L2 agent,

G

Has received a live vaccine within 30 days of planned start of study therapy.

o Note: Seasonal influenza vaccines for injection are generally inactivated flu vaccines
and are allowad: however, intranasal influenza vaccines {exlg., Flu-Mist®) are live

sitenuated vaccines, and are not allowad.

7. Has hypersensitivity to pembrolizumab, gemcitabine or any of theirs excipierits.

P

o

HMas known active central nsrvous system (ONS) metaéiases andfor carcinomatous
meningitis. Palients with previously treated brain metastases 'may participate provided they
are stable (without evidence of progression by imaging for at least four weeks prior to the
first dose of trial treatment and all neurologic symptoms have returned to baseline), have no
evidence of new or enlarging brain metastases, and are not using steroids for af least 7
days prior to trial treatment. This exception does not include carcinomatous meningitis

which is excluded regardiess of clinical stability.

9. Has a diagnosis of immuncdeficiency or is receiving systemic steroid therapy or any other
form of immunosuppressive therapy within 7 days prior tc the first dose of study
drugimedication. '

10. Has an active autoimmune disease that has required systemic treatment in the past 2 years

{ie. with use of disease modifying agenis, corticosteroids or immunosuppressive drugs).
Replacement therapy {e.g., thyroxing, insulin, or physiclogic corticosieroid replacement
L

therapy for adrenal or pituitary insufficiency, elc.) is not considered a form of systemic

tregiment.

11 H

£.]
b
acl

as a current or prior malignancy within. the previous 5 years (other than braast cancer or
leguately treated basal cell or squamous cell carcinoma of the skin or in-situ carcinoma of

the cervix).

Siatistical Analysis Plan Template

Version N° 2/ Version date: Movember 11, 2014



12. Has a history of (non-infectious) pneumonitis that required steroids or current pneumonitis.
13 Has an active infection requiring systemic therapy.

4. Has a known history of active TB (Bacilius Tuberculosis} or Human mmunecdeficiency Virus
(HIVY (FIV 172 antibodies) or a known active Hepatitis B (e.q., HBsAg reactive) or Hepatitis
T {e.g., HCV RNA [gualitative] is detected).

15. Has 2 history or current evidence of any condition, therapy, or laboratory abnormality that
might confound the results of the trial, interfere with the patient's participation for the fuli
duration of the trial, or is not in the best interest of the patient to'par’eic%pa‘ie, in the opinion of

the treating investigator,

16. Has known psychiatric or substance abuse disorders that would interfere with cooperation

with the requirements of the frial.

17. Patient is pregnant or breastfeeding, or expecting to conceive within the projected duration

of the trial, starting with the baseline visit through 120 days after the last dose of triad

freatment.
4.3 Discontinustions
4,31 Discontinuation of Study Drug/fedication

The criteria for enrollment must be followed expiicitly. If & patient who does not meet enroliment
criteria i3 inadvertently enrolied,' that patient should be disconlinued from the study
drug/medication, but can be aliowed o contfinue in the study in order to provide the follow-up data
needead for the analysis of ’zhé entire population. An exception may be granted if the patient, in the
opinion of the investiggior, is having bengfit from the a%zédy drug/medication. In these rare cases,
the investigator must abtain docurnented approval from GEICAM to allow the patient to continue to
receive the study drug/medication. _ | \
Patients can be discontinued from the study therapy i the following circumstances:

»  Patient’s own request. -
« Unacceptable toxicity as defined in the protocol.

» lumar pregression/recurrence as defined in the protocol.

ce o Any clinical AE, laboratory abnormality or inter-curreni dliness which, in the opinion of the

Investigator, indicates that continued participalion in the study is not in the best interast of the

patient.
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s Pregnancy.

o instruct to contact the investigator or study staff immediately i they 3uépect they

might be pregnant.

o The investigator must immediately netify GEICAM i a study patient becomes

pragnant.
» Jermination of the study by GEICAM.
= Physician’s decision, including need of other anti-cancer therapy, not specified in the protocal.
= |f the patient is non-compliant with study procedures.

s Loss of ability to freely provide consent through imprisonment or inveluntarily incarceration for

freatment of sither a psychiatric or physical (.g. infectious disease) iliness.

All patients will be discontinued from the active treatment phase and entered into the follow up

phase in case of a delay of more than 12 weeks or psrmanent discontinuation of both study

o Completed 24 months of uninterrupied freaiment with pembrolizumab or 35 administrations of
study medication, whichever is later. In this case, the investigator may decide to continue the
treaiment with gemcitabine if considers this is in the benefit for the patient, in this case the
natient will be maintained in the active treatment pnase.

Note: 24 months of study medication /s calculaled from the dalte of first dose. Fatients who sfop pembrolizumab afier 24 months
may be sligible for up to one vear of additional pembrolizumab ireaiment if they progress affer stopping it provided they meel (he
reguirements deiailed in Section 3.1.4 of the protocol.

it possible, and after the permanent discontinuation of treatment, the patients wili be assessed

using the procedure normally planned for the last dosing day with the study treatment.

All permanent treatment discontinuation should be recorded by the investigator in the eCRF when

considersd as confirmed,
4.3, Discontinuation of Pembrelizumab after CR

Ciscontinuation of pembrolizumab may be considered for patients who have attained a confirmed
CR that have been treated for at least 24 weeks with this therapy and had at least two cycles with
pembrolizumab beyond the date when the initial CR was declared. Patients who then experience
radiographic disease progression may be eligible for up to one vear of additional treatment with

aembrolizumab via the Second Course Phase at the discretion of the investigator f no cancer
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treatment was administered since the last dose of pembrolizumab (except for the continyation of
gemciabing), the subject mests the safety parameters listed in the Inclusion/Exclusion criteria, and
ihe trial is open. Patients will resume therapy at the same dose and schedule at the fime of initial

37

dizcontinuation.
£.3.3 Jaﬁca}mmsza*ma of Study Sites

Study site participation may be discontinued it GEICAM, the investigator or the Ethical Review

Board (ERB) of the study site judges it necessary for any reason.
4.3.4 Dizeontinuation of Siudy

The study may be discontinued by GEICAM if this is medically reasonable and consistent with
applicaple regulations of Good Clinical Practice (GCP). Stopping the study for medical ressons

may be reguired If patlents experience adverse reacticns under the treatment with the study

4.4 intent to treat population

The intent to treat population (ITT) will include all patients who are enrolied.

Efiicacy population is 2 subset of the ITT population that have measurable disease, have received
at least one dose of study treatment and have at least one tumor response assessment FCCOTUIngG
to RECIST vi.1 criferia [ CITATION EAED9 \ 2082 1 (unless a progression or death or
unacceptable toxicity is seen before the first tumor response assessment) and without certain
major protocol deviations according to the protocol deviation manual,

The Efficacy population will e the primary pobulstion for the efficacy analysis. It will be performed

& sensitlvity analysis using the ITT population.
4.8 Safety popuiation

Safety population will include all patients who are enrolled and have received at least one dose of

the st udy treatment.

4.7 Bionarker population

Biomarker populationis a subset of enrolled patents with available samples
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.5 Second course population

Second course population will include all patients who are enrolled in second course phase.

£ ENDPOINTS AND STUDY VARIABLES

€58
e

Primary End-point

»  Fun-in-phase: To determine the incidence rate of Dose Limiting Toxicity (DLT) within the first

cyole of the combination,

« Phage Ib Obiective Response Rate (ORR) is defined as Complete Response (CR) plus

Partial Resgponse (FR) according to Response Evaluation Criteria in Solid Tumors
(RECIST) version 1.1] CITATION £AED2 1\ 3082 1.

o

2 Sscondary End-points

The following secondary end-poinis will be studied:

o Progression-Free Survival (PFS) assessed according to RECIST  version

1.1 CITATION EAEQ9 N 3082 | by the investigator.

@]

Clinical Beneﬁt Rate (CBR)' defined as Complete Response (CR) plus Partial
Response (PR) plus Stable Disease (8D lasting = 24 weeks according to RECIST
varsion 1,1 CITATION EAEQD M 3082 ].

o Response Duration (RD) assessed according to RECIST version 1.1] CITATION

EAE0S\I 3082 1.

o Overall Survival (O8), with special interest on long term responders {L.e. alive and

without disease progression after 24 months of study treatment).

e Safety will be assessed by standard clinical and labor'étory tests {hemalology, serum
chernistry). Adverse Evenis (AE) grade will be defined by the NC CTCAE (National Cancer
ingtitute Common Terminology Criteria for Adverse Events) version 4,00 CITATION USDO0g \
3082 |.

i

] Exploratory End-poinis
- The foliowing exploratory end-points wilt be studied:

e Efficacy:
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o Immuno-related Objective Response Raie (iORR) is defined as iCR plus iPR

according to IRECISTICITATION GEI3 \ 3082 1

o immuno-related Progression-Free Survival (FPFS) assessed according to IRECIST
[CITATION GEI3 N 3082 ] by the investigator |

o immunc-related Clinical Benefit Rate (ICBR) defined as ICR plus iPR plus 18D
lasting = 24 weeks according to IRECIST [CITATION GEI3 V1 3082 1.

o immuno-related Response Duration (IRD) assessed according to iRECIST
[CITATION GEI3 W 3082 1.

< Any biorarker analyzed in tumor tissue and blood samples.

TE SCREENING AND ACCEPTARCE

7. | Missing data

The frequency of missing data will be examined and reported for each variable in the analysis. We
will not perform data imputation for missing data.

8.4 Missing date

I the day of the month is missing for any date used in a caloulation, the 15" of the month will be
used (o replace the missing date unless the calculation resulis in a negative time duration (e.g.,
date of onset cannot be prior to day one date). In this case, the date resulting in 1 day duration witl
be used, If the day of the month and the month are missing for any date used in a calculation, the

date will be considered missing.

8.3 Statisticsl software
fhe statistical analysis will be devefoped in SAS Enterprise Guide v5.1.,
£.3 vatabase lock

The first database lock will be carried out when run-in phase have heen completed and

recommended phase It dose of gemcitabine have been chosen.

The catabase lock for efficacy analysis of p i will be carried oul when there will be sufficient

o

3
dat

S}Q

0 achieve the primary and secondary objectives and all palients have ended the study

—

INTERIM ANALYSIS

Mo interim analysis will be carried out in this study.
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.
=

Purpose of interlm analysis

Mot applicable. |

?-,2 mm_@ {byterim E’.’}a‘e:a Monitoring Commitlee)
Not applicable

7.3 Criteria for End of Study

This study will be considered complete following the data cut-off date and data lock for the final
&naiysis. The data cub-off date for the final analysis will ocour after all enrclled patienis have died
or withdrawn ihe informed conseni, or there is sufficlent data to achieve the primary and
sacondary objectives, whatever occurs first.

f further daia are collected and not included as part of the final locked database, the postlock data
will eventually be combined with the locked database and stored in 2 data library separate from
ine tocked database,

The end of siudy date is dals of ko %% patient’s death or the date wheﬁ there is sufficient data to
achigve the primary and secondary objectives and ali patients have ended the study treatment,
whichever comes first,

Performing exploratory objectives will be independent of the end of the study date.

8. BTATISTICAL METHODS AND ANALYSES
8.1 Statistical Methods
For descriptive analyses, frequencies, percentages and ninety-five percent confidence intervals of

interest will be calculated for categorical variables wherever possible. For continuous variables,

standard descriptive statistics, such as total number of observations, number of available data,

mean, standard deviation, minimum, percentil 25, median, percentil 75 and maximum will be

calculated.

For efﬁcécy znalyses the Z-sided 95% confidence iﬂt rval will be presented wherever possible. A
bilgteral (Z-sided) 5% significance level will be used o assess the statistical significance.

ci'ihiwsquare ¥* test or Fisher exact test will be used 1o explore the relationship between two
qualizative variables. Mann-Whitney-Wilcoxon test will be used to compare a quariitative variable in

wo independent grouns. .

Logistic regression moedels will be used {o test the association of covariables with a binary variabia
({ORR, CBR) and to estimate odds ratios and their 95% confidence intervals.

Kaplan-Meler Method will be used to estmate the survival function, survival median and

}fL”)bcb! iftes of ocourrence of evant at a caria Eﬁ *30”]’{ of THWE"
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Cox Proportional Hazards Regression Model will be used o estimate the hazard ratio and assess
the association belween several risk factors, considerad simultaneously, and survival time (PFS,
R, O5).

#.2  Statistical Analyses

An exploratory and descriptive ana'iyséa will be developed for each variable in the study. All
continuous variables will be summarized using the foillowing descriplive stalistics: n, mean,
‘median, siandard deviation, maximum and minimum and confidence intervat (Chy wili "bhe
parformed when this information is considered relevant to describe a unique variable. The
freguency and percentages of observed lsvels will be repofed for all categorical measures.
Ninsty-five percent confidence intervals will be provided for estimates of inferest wherever
soasible

All statistical teste will be performed with a significance lavel of 5%, unless otherwise specified. For
qualitative comparison of independent samples the Chi-squared tesi (or Fisher's exact test for 2x2

3

tables) will be used, while for the quantitative samples Mann-Whitney-U will be used. Logistic
regression modsis will be used to test the association of covariables with objeclive response
(ves/no) and clinical benefit (ves/no), and io estimate odds ratios and their 95% confidence
intervals. The Kaplan-bMeier limit-product method will be used io estimate PFS and 0S. The
Kaplan-Meier survival curve will be presented graphically. Median PFS and 05 with the 85%
confidence interval will be reported. Cox regression models will be used to estimate hazard ratios
and its 95% confidence interval. The Wald test will be used to establish the progriostic imporiance

aof each covariable.

(s

22 Fatiant ﬁgp%iﬂ:i@n
Acdetasiled description of patient disposition will be provided. It wilt include:
#  Dummary of patients entered and by site
@ .Totai number of patients entered.
e Total number of patients enrolled.
s Summary of reasons for patients er‘:‘te—:-r'ed‘ but not enrolled.
e fotal number of patients treatad.
e Summarny of reasons for patients enrolled, but not treated.
A detailed summary of reasons for patient discontinuation from study treatment wi%il be provided.

A summary d? all identified important protoco! violations will be provided.
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8.2.2 Patiem Characteristics

Patient characteristics will include a summary of the fellowing:

e Patient demographics.

s Hassline disease characteristics,

e Preaxisting conditions/secondary conditions.
e Prior am‘i:i&amer therapy.

Other patient characteristics wilt be summarized ag deemead appropriate.

Slandard descriptive sialistics, such as the mean, median, range and proportion, will be used {o

Hp—)

summarize the patient sample and 1o eslimate parameters of interest. Ninety-five percent
confidence intervats will be provided for estimates of interest where possible.

o

323 Concomitant Therapy
A summary of concomitant therapies will be generaled in the safety population.
3.2.4 Treatment Compliance

Treatment information will be coliected at each dose adminisiration, The eslimate of percent

compliance will be given by

Dose expected
Actual dose administered per week

L

Percent Compliance = be administered per weelk ¢ x 100

Mo minimal level of compliance will be defined for patient inclusion in efficacy analyses. To be

considered compliant patients should have received at least 80% of the planned number of doses.

Exploratory analysis of the impact of compliznce on selected efficacy endpoints may be performed
n

if deerned necessary.

8.2.5 Dose Limiting Toxicity

DLT is defined as the ocourrence of any of the following adverse evenis or abnormal iaboratory
value (graded according o the NCI Common Terminology Criteria for Adverse Events (CTCAE)
varsion 4.0}, assessed as possibly, probably or definitively related io study drug/medication,
oooUrTng within the first cycle of study treatment.

Hemalologic foxicities:

e Any Grade 4 thrombocytopania or neutropenia tasting > 7 days.
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Mon-hematoloaic toxicities:

= Episcleriiis, uveitis, or iritis of Grade 2 or higher.
e Any Grade 4 oxicity.
¢ Any Grade 3 ioxicity EXCLUDING:
o MNausea, vomiting, or diarrhea controlled by medical intervention within 72 hours.

o Grade 3 rash in the absence of desquamation, nc mucosal involvement, does not

require steroids, and resolves o Grade 1 by the next scheduled dose of

pembrolizuman.

o transient Grade 3. Aspariate Transaminase (ASTISGOT). or Alanine Transaminase

(ALT/SGRT) elevation, definad as no more than 3 days with orwithout sleroid use,

= Discontinuation or delay of more than 2 weeks of any study drug/medication due to
treatment-related AE.

The iotal of patients with a DLT in the first cycle will be presented in order to choose the

racommended phase It dose of Gemcitabine. Aks and SAEs in first cycle will be reported in

frequency tables by grade. It will be indicated the number and percentage of those specific adverse

avents gualifying for DLT, with the name and grade, per patient and in each dose level.

8,26 Etflcacy Analyses

All efficacy analyses will be based on the Efficacy population. Additional efficacy analyses will be
performed on the 1TT population.

Al primary and secondary endpoints based on radiological (and photographical where applicable)
assessments of wmor burden (PFS, ORK, CBR and RD) will be derived using the iocal

‘gdiologist sfinvestigaions assassment.

B.2.6.1 Analyses of Primary Endpoin
The primary endpoint is GRR.

Ohioctive Fesponze Rate (ORRL A pé’{ieﬂt will be considerad to have achieved an objective

s

raspanse (OR) i the patient hau a susizined complete response (CR) or partial response (PR}
zocording w KECGIET v1.3] C TATEO\E EAEDOD N 3082 | definitions, Gtherwise, the patient will be
considered as nov-responders in the ORRF analysis. ORR will be estimated by dividing the number

of patients with objective response (CR or PR} by the Eficacy population (“response rate”).
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Number of CRs+PRs
Efficacy Population

Objective Response Rate=

The ORR will be reported, includin ng & 95% confidence interval using the Clopper-Pearson mathod |
CITATION Kel0B M 3082 1.

These analyses will be conductad at a two-sided 0.05 lavel of significance.

Additionally a similar analysis will be also performed in the ITT population as sensitivity analysis.
For the analysis inthe ITT pdgdu%aiion, patients with inadequate data for iumor assessment (e.g., no
paseline assessment or NO follow-up assessments) will be considered as non-responders in the
ORR ansalysis. ' -

In addition, the best objective response for each patient will be summarized.

£.2.5.2 Analysis of Sscondary Entpoints

e secondary efficacy endpoints are:

Progression-Free survival {(PES): PFS data wili be censored on the date of the last tumor

assessment on study for patients who do not have objective tumor progression and who have not
died due o any cause while on.s‘cudy. Additéona%!y, patients who start a new anti-cancer therapy
prior to documented PO will be cansored af the fjme of the last iwmor assessmeant pror to the start
of the new tharaoy. _

The primary analysis of PFS will be performed in the Efficacy population. Additionaily a similar

- analysis will be also performed in the ITT population as & sensitivity anaiysis,

Dverall Survival {O8): OS5 dais will be censored on the last date the patient is known 0 be alive.
oS wilt be anaiyzed in the Efficacy population. Additionally a similar analysis will be also
performed inthe [T71 popuiation as a ¢ ﬂnsmvﬁ\/ analysis,

Resnonse Duration (KDY RD data will be censored on the date of the last tumor assessment o

siudy for patients who do net have objective tumor progression and who have not died due o any
cause while on study. Additionally, patients who starl a new anti-cancer therapy prior o
documented PD will be censored at the date of the last tumor assessment prior to the siart of the

new therapy.

RE will only be calculated for the Subgmup of patients with an objsclive response.

¢ Hate (CER) A patient will be considered to have clinical benefit (CB) If the patient

hae a sustained complete response (CR) or partial response (PR), or stable diseass (3D) = 24
WEEKS cwrdmg to RECIST v. 1.1 CITATION EAEDS M 3082 | aefinitions. Ctherwise, the patient will

be considerad as ot achieving CB in the CBR analysis. CBR on study freatment will be estimated
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by dividing the number of patients with CR, PR, or SD z 24 weeks by the Efficacy population by

freatiment arm.

Number of CRs+ PRs+5Ds =24 weeks
Efficacy Population

Clinical Benefit Rate=

The CBR will be reported, including a 95% confidence interval using the Clopper-Pearson method |
CITATION Kei0S \l 3082 1.

Allof the above secondary analyses will be conducted at a two-sided 0.05 level of significance.
f@e.dcié{iaraaléy a similar analysis will be also performed in the ITT population as a sensitivity analysis.
For the CBR analysis in the ITT population, natients with inadegquate data for tumor assessment
(2.0, o baseline assessment or no follow-up asses ::.r‘rrzef"e"cs} will be considered as not achieving
CB in the CBR analysis.

Fatients without post enroliment assessments will be censored at the date of enroliment + 1 day in

all time 1o event analyses.

#8.2.6.2 Analysis of Explorstory Endpoints
The sxploratory efficacy clinical enpoinis are:

R ey

Imimuno-related Chjsctive Response Rate (JORR): A patient wili be mnmaued to have achieved

an immuno-related objective response (I0OR) if the patient has a sustained ICR or IPR according to
IRECIST [CITATION GEI3 VI 3082 | definitions. Otherwise, the patient will be considered as
non-rasponders iy the IORR analysis. '

immuno-related Progression-Free survival (IPFS): Immuno-related _Progression-Free Survival

P

{%Jl“ 3y assessed according to IRECIST [CITAT uN GEISN 3082 | by the investigator,

mmuno-related Chnical Benefit Rate (ICBR) A patient will be considered to have iCB if the

patient has a sustained ICR or IPR, or iSD = 24 weeks (+/- 2 weeks} according to iRECIST
{CITATION GEIB M 3082 | definitions. Otherwise, the patient will be considered as not achieving iCB
in the ICBR analysis

immuno-related Response Duration {IRDY: Immuno-related Response Duration (RD) assessed
aocording o iRECIST [CITATION GEIZ A 3082 1. |

BAET Sately Anglyses

the toxicity and tolerability of study drug/medication will be evaluated In the safety population,

Safety analyses will include summaries of the incidence of adverse svents by maximum CTCAE

Siatistical Analysis Plan Template

V@ioiOn N® 2/ Version data: November 11, 2014



grade (v4 0; NCI 2010 CITATION USDO% V3082 1 that ocour during the study treatment period or
~within 30 days of the last dose of study treatment, regardiess of causalily and according to the
relationship to study drug/medicatioh as assessed by the investigator. Additionally, the following

safety-related outcomes will be summarized;

s Siudy treatment discontinuations due to adverse events,

 Hospitalizations and transfusions.
= Use of key concomitant medications or growth factors.

ﬁiﬂE‘SySES- for data with - discrete dates, for example, deaths, transfusions, and concomitant

medications, will be done through 30 days after each pabent's last dose of study reatment,

Adverse events will also be analyzed in this timeframe; that is, if an event starts within 30 days of
discontinuation from study treatment, but 30 days aﬁéz‘ the last dose of study treatment, it will not

be included. ' |

AEs data and SAEs will be pressnted in frequency tables by grade. Hematologic and clinical

biocheristry toxiciies will be assessad from iabaoratory test paramelers, ;The satety analysis will be

performed i the safety population.

#.2.8 Oither Analyses

- 8.2.8.1 Biomarker Exploratory Analyses

oo

e biomarker analyses of the present study will be exploratory and primarily make use of
cescriptive siatistical methods. For continuous variables, descriptive statistics including the mean,
standard devigtion, median, minimum and maximum values will be provided. Categornical variables
will be summarized by numbers and proporiions (if possible, the 95% confidence intervals will be
calctilated).

Appropriate siatistical methods will be used o investigate any possible relationship of biologica!
subtypes/profiles and biomérker levets with the efficacy end-points and outcome, and to compare
<

with data from healthy volunteers (i available). Any exploratory biomarker analysas, inciuding

additional sensitivity analyses, will be outlined in the specific statistical analysis plan/summary.
8.2.9 Chither Subgroup Analyses

Other exploratory subgroup analyses may be periormed i deemed appropriate.
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g.2.44 Second Course Phase Analyses

Exploratory second course phase analyses may be performed if desmed appropriaie.
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4. TABLES Y FIGURES

Table/Figure No. Title of Table/Figurs

1 Recruitment of Siie - i

2. Consort Flowchart
2.1 Protocol devigtion o
2.z Analysis Populations I

3 Characterisiics of patienis

4 Study medication exposuie

& ~ Primary Objectives o
5.1 Run-in phase: RPZD, TDI. analysis

| 2 Fhase I OR analysis

] Secondary Objsciives
&1 Fhase Il PFS analysis
5.2 Fhase I OB apalysis |
5.5 Fhase ll. RD anﬁfs/‘“'f“ )

S L _iFhase il OS5 -
6.5 | Safety Amfy% ______________________

4 Exploraiory Objeciives
71 Phase Ii IOR analysis by IRECIST ‘
7.2 Fhase I iPFS analysis by IRECIST
7.3 Phase Il: iCB analysis by iRECIST
7.4 Phase Il IRD analysis by iIRECIST N
7.5 Biomarker analysis ' N

& ] Second Course Phase Analvsis

e

The numbers of fablss and figures do not have o maich exactly with those of the Sf&usz af report.

Hease see Shells

s Tables, Lislings

and Figures,
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10, APPENDIX

10.1 Shell Tables, Listings and Figures

See attachment “Shell TLFs GE%CAM 2015-04 (PANGEA-Breast Siudy). doex”

Statisticat Analysis Plan Templais

Version N° 2/ Version date: November 11, 2014



i

BBLIOGRAFHY /REFERENGES

ey

1. ICH E8, Statistical Principles for Clinical Trials,

2. 1CH E£3, Structure and Content of Clinical Study Reporis.

3. GEICAM. Frotocol GEICAM/2015-04 Version 4.0.

4. Fisenhauer ef al. New response evaluation criteria in solid turmours. Revised RECIS ! guidelire

{version 1.1). s : European Journal of Cancer 45 228-247 . 2009.

‘j Services, (1S Departiment of Health and Human, Common Terminology Criteria fo: Adverse
vefm (CTCAE) version 4.0, May 28, 2008,

8 GEICAM, WRECIST Evaluation Guide - PANGEA Breast. _

7. Confidence Interval Calculalion for Binomial Proportions. Dunnigan, ¥eith, P08-2008, Statking

Consulting, inc.

Statistical fmalyatw fan Template

Versio;\ N 2/ Version date: Novemnber 11, 2014



