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3. Revision History

SAP Version 1 was approved prior to the first visit when a subject receives study drug or other protocol 
intervention. 
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4. Study Objectives

4.1. Phase 1a:  Dose Escalation

4.1.1. Primary Objective
The primary objective of the Phase 1a portion of the study is to confirm the safety and 
tolerability of the combination of olaratumab plus pembrolizumab in patients with unresectable 
locally advanced or metastatic STS who have failed standard treatments.

4.1.2. Secondary Objectives
The secondary objectives of the Phase 1a portion of the study are:

 To characterize the pharmacokinetics (PK) and pharmacodynamics (PD) of 
olaratumab when administered  in combination with pembrolizumab 

 To determine the immunogenicity of olaratumab when administered in 
combination with pembrolizumab 

 To document any antitumor activity of olaratumab when administered in 
combination with pembrolizumab as assessed by: 

o Objective response rate (ORR) using Response Evaluation Criteria in 
Solid Tumors (RECIST) v1.1 and immune-related RECIST (irRECIST)

o Disease control rate (DCR) using RECIST v1.1 and irRECIST

o Duration of response (DOR) using RECIST v1.1 and irRECIST

o Progression-free survival (PFS) using RECIST v1.1 and irRECIST

o Overall survival (OS) 

4.2. Phase 1b:  Dose Expansion

4.2.1. Primary Objective
The primary objective of the Phase 1b portion of the study is to confirm the safety and 

tolerability of the combination of olaratumab plus pembrolizumab at the recommended dose in 
patients with unresectable locally advanced or metastatic STS who have failed standard 

treatments.  

4.2.2. Secondary Objectives
The secondary objectives of the Phase 1b portion of the study are:

 To document any antitumor activity of olaratumab when administered in 
combination with pembrolizumab as assessed by: 

o ORR using RECIST v1.1 and irRECIST
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5. Study Design 

5.1. Summary of Study Design
Study JGDQ is an open-label, multicenter, nonrandomized, Phase 1a/1b dose-escalation study 
followed by cohort expansion of intravenous olaratumab plus pembrolizumab in patients with 
advanced or metastatic STS who have failed standard treatments.  

In the Phase 1a dose-escalation portion of the study, eligible patients will receive olaratumab 15 
mg/kg (starting dose) or 20 mg/kg on Day 1 and Day 8 plus pembrolizumab 200 mg IV (fixed 
dose) on Day 1 of a 21-day cycle.  Patients will enroll patients in a 3+3 fashion until dose-
limiting toxicity (DLT) is observed or the maximum tolerated dose is achieved.   Patients in any 
cohort who do not complete Cycle 1 treatment for reasons other than a DLT will be replaced.  A 
minimum of 6 patients will be enrolled to the highest tolerated dose arm in Phase 1a.  

Upon determination of recommended dose for olaratumab combinations, an expansion cohort in 
the Phase 1b portion of the study will open.  Eligible patients will receive the recommended 
Phase 1b dose of olaratumab plus pembrolizumab according to a 21-day cycle.  

5.2. Determination of Sample Size
In Phase 1a portion of the study, up to approximately 12 patients may be treated and evaluated in 
order to determine the recommended dose for the Phase 1b portion (recommended Phase 1b 
dose; RP1bD). In the Phase 1b portion, approximately 25 patients will be enrolled. Further 

details on the sample size determination are provided in the protocol. 
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6. A Pri ori St ati sti c al M et h o d s

6. 1. G e n e r al C o n si d e r ati o n s
St ati st i c al a n al ysis of t his st u d y will be t h e r es p o nsi bilit y of  El i Lill y a n d C o m p a n y .

T h e i nt er pr et ati o n of t h e st u d y  r e s ults will b e t h e r es p o nsi bility of  t h e i n v esti g at or wit h t h e Lill y

C R P/ C R S , p h ar m a c o ki n eti cist, a n d st atisti ci a n.  T h e C R P/ C R S a n d st atisti ci a n will als o b e 
r es p o nsi bl e f or t h e a p pr o pri at e c o n d u ct of a n i nt er n al r e vi e w f or b ot h t h e fi n al st u d y r e p ort a n d 

a n y st u d y -r el at e d mat eri al  t o b e a ut h oriz e d b y  Lill y f or p u bli c ati on.

All d at a s u m m ari es a n d fi g ur es will b e s plit b y tr e at m e nt d os e . S p o ns or st a n d ar d T F Ls a n d 

s u p p orti n g pr o gr a ms a n d s oft w ar e ( e. g. T A F F Y, B E A C H) will b e utili z e d f or all a n al ys es w h er e 
a s ui t a bl e st a n d ar d e xists. D at a d eri v ati ons i n t his S A P ar e d efi n e d b as e d u p o n c urr e nt s p o ns or 

r e p orti n g st a n d ar ds at t h e ti m e of writ i n g, a n d m a y b e u p d at e d at t h e ti m e of a n al ysis i n or d er t o 
m ai nt ai n a c c or d a n c e wit h t h e m ost c urr e nt s p o ns or st a n d ar ds at t h at ti m e. 

I n g e n er al, c o nti n u o us v ari a bl es will b e pr es e nt e d usi n g t he m e a n, st a n d ar d d e vi at i on ( S D), 
c o effi ci e nt of v ari at i on, m e di a n, mi ni m u m, m a xi m u m a n d n u m b er of p ati e nts wit h a n 

o bs er v at i on ( n). F or c at e g ori c al v ari a bl es, t h e p o p ul at i on si z e ( N), t h e n u m b er of p ati e nts wit h 
e v e nts ( n) a n d t h e p er c e nt a g e of p ati e nts wit h e v e nts ar e us u all y  r e p ort e d. 

T h e f o ll owi n g p o p ul at i ons will b e d efi n e d f or t his st u d y :

S af et y p o p ul ati o n:   will i n cl u d e all e nr oll e d p ati ent s w h o r e c ei v e d a n y q u a nt ity of  st u d y 

tr e at me nt, r e g ar dl ess o f t hei r eli gi bilit y for t h e st u d y .  T h e s af ety e v a l u ati on will b e p erf or m e d 
b as e d o n t h e first d os e of st u d y  tr e at me nt a p ati e nt a ct u all y r e c ei v e d.  T h e s af et y p o p ul ati o n will  

b e us e d f or all d osi n g/ e x p os ur e, s af et y a n d effi c a c y  a nal ys es.

P h a r m a c o ki n eti c p o p ul ati o n:   will i n cl u d e all e nr oll e d p ati e nts w h o r e c ei v e d at l e ast 1 d os e of 

st u d y tr e at me nt a n d h a v e at l e ast 1 p ost b as eli n e e v al u a bl e P K s a m pl e.

 C CI
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The following data handling conventions will be used in the analysis.

Term Definition	or	Rule

Relative Study Day If assessment is on or after date of first dose then 
(date of assessment) – (date of first study drug dose) +1
If assessment precedes first dose of drug then 
(date of assessment) – (date of first study drug dose)

There is no study day 0.  Study day 1 is the date of first dose and study day -1 is the 
day before the first dose.

Cycle Day If assessment is on or after date of first dose in cycle then 
(date of assessment) – (date of first study drug dose in cycle) +1

There is no cycle day 0.  Cycle day 1 is the date of first dose in that cycle.

Baseline For change from baseline analyses, baseline value is defined as the last reported 
measure on or before the first dose date (prior to the dose administration), unless 
otherwise specified.

Entered Patients who have signed the informed consent document directly.

Enrolled Patients who have been assigned to study treatment 

Safety analysis set Patients who have been enrolled and received at least one dose of any study drug.

Screen Failures Patients who have signed informed consent, do not meet eligibility criteria and are 
not enrolled.

6.2. Adjustments for Covariates 
Given the small sample size for each tumor type and treatment, no formal analysis investigating 

the impact of covariates is planned. Exploratory analyses may be performed on safety or efficacy 
measures to adjust for factors that may affect outcomes. 

6.3. Handling of Dropouts or Missing Data 
Missing data, except for dates, will not be imputed. They will be kept as missing in the data 
analyses, except for dates when used in calculations of relative study day, for which sponsor 

reporting standards will be utilized for imputation rules, defined as: Missing start days will be
replaced with 1 and missing day/month with 01 JAN. Missing end days will be replaced with the 

last day of the month, and missing day/month with 31 DEC, or date of death if this occurs prior 
to the proposed imputation date. The imputation rule may be updated at the time of study 

reporting if necessary to maintain accordance with most recent sponsor standards. Partial dates 
should be reported in all listings and not the imputed date.

For time-to-event endpoints, the method for handling missing data will be censoring. Patients 
that withdrew from the study without progression will be censored at the date of the last tumor 

assessment. Additional sensitivity analyses may be conducted applying different censoring rules 
if data warrant and will follow sponsor defined standards.

6.4. Multicenter Studies 
Given the small number of patients for each tumor type and treatment, patients across all sites 
will be grouped together for analysis purposes. 
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6.5. Multiple Comparisons/Multiplicity
No formal hypothesis testing is planned for this study. Thus, there will be no adjustments for 
multiplicity.

6.6. Use of an “Efficacy Subset” of Patients
Analyses of disposition will use all patients entered in to the study. All other analyses for this 
study, including efficacy analyses, will utilize the safety analysis set, defined as all enrolled 

patients who have received at least one dose of any study drug. Analyses will be reported 
according to patient’s treatment.

6.7. Patient Disposition
All patient discontinuations will be documented, and the extent of each patient’s participation in
the study will be reported. If known, a reason for their discontinuation from both study treatment
and study will be given. A detailed description of patient disposition will be provided.  It will 

include a summary of the number and percentage of patients entered into the study, and treated 
as well as number and percentage of patients completing the study, or discontinuing (overall and 

by reason for discontinuation ).  A listing of primary reasons for study treatment discontinuation 
will also be provided according to each treatment.

6.8. Patient Characteristics
Patient characteristics will include a summary of the following:

 Patient demographics [including age, sex, screening height and weight, race, ethnicity, 

and screening body mass index (BMI)] will be reported.
 Baseline disease characteristics including ECOG status, initial pathological diagnosis,

disease stage, histopathological diagnosis grade.

Other patient characteristics will be summarized as deemed appropriate.

6.9. Treatment Compliance
Treatment compliance will not be calculated since Olaratumab and Pembrolizumab are 
administered intravenously.

6.10. Concomitant Therapy
All medications will be coded to the generic preferred name according to the current World 
Health Organization (WHO) drug dictionary. All concomitant medications listings will include 
both the term reported in CRF and the WHO dictionary term and if concomitant medication use 
is due to an adverse event (AE), the associated AE will also be listed. 

Prior anti-cancer systemic therapy, radiotherapy and surgery will be summarized. Summaries 
will include the reason, type of therapy, number of prior regimens and drug name. Prior therapies 
will also be listed, including the patients response to prior therapy.

Anti-cancer systemic therapy, radiotherapy or surgery that occurs post discontinuation of
study treatment is captured separately from concomitant medication as the existence of such
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therapies can lead to censoring of time to event endpoints. Patients that received post 
discontinuation therapies will be listed and summarized.

6.11. Efficacy Analyses

6.11.1. Efficacy Definitions
The following definitions for efficacy endpoints will be used:

Overall response rate (ORR) is the proportion of patients who achieved a complete response 

(CR) or partial response (PR) out of all patients treated. Tumor responses will be measured and 
recorded using the appropriate guidelines [RECIST 1.1 (Eisenhauer et al. 2009]. 

Best response is determined as the best response recorded from start of study treatment until PD 
or recurrence.  

Disease Control Rate (DCR) is the proportion of patients who achieved a best response of 

complete response (CR), partial response (PR) or stable disease (SD) out of all patients treated. 

Immune-related objective response rate (irORR) is defined as the proportion of treated 

patients achieving a best overall response of PR or CR per irRECIST, particularly, the best 
overall response by irRECIST closely related to confirmed response by RECIST.  Immune-

related ORR further captures responses after unconfirmed PD and does not require confirmation.  
For example:

 If the best response by RECIST v.1.1 is CR, then the best response by irRECIST 
is CR.

 If the best response by RECIST v.1.1 is PR, SD, or PD, the best response by 
irRECIST is the best response over the initial assessment (prior to PD by RECIST 
v.1.1) and the confirmation stage.

Overall, the best response by irRECIST should be the same or better than the best response by 

RECIST v.1.1 criteria.  In addition, patients who do not have any postbaseline tumor response 
assessments for any reason are considered non-evaluable and will be included in the denominator 

when calculating the response rate.

Immune-related disease control rate (irDCR) is defined as the proportion of treated patients 

achieving a best overall response of CR, PR or SD per irRECIST.

Duration of Response will be calculated for ORR and is defined only for responders (ie. CRs 
and PRs). It is measured from the date of first evidence of a confirmed response to the date of 

first progression of disease or the date of death due to any cause, whichever is earlier. For each 
patient who is not known to have died or to have had a progression of disease as of the data-

inclusion cut-off date, duration of response will be censored at the date of last objective response 
assessment prior to the date of any subsequent systemic anticancer therapy.
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Duration of Stable Disease will be calculated only for patients with best response of stable 
disease, CR or PR. It is measured from the date of start of treatment to the date of first 
progression of disease or the date of death due to any cause, whichever is earlier. For each 
patient who is not known to have died or to have had a progression of disease as of the data-
inclusion cut-off date, duration of stable disease will be censored at the date of last objective 
response assessment prior to the date of any subsequent systemic anticancer therapy.

Duration of response by irRECIST is defined from the date of first documented irCR or irPR 

(responder) to the date of irPD or the date of death due to any cause, whichever is earlier.

Graphic Example:

Scenario 1:  The initial PD is confirmed at the next scan (consecutive PD).  The efficacy 
variables by irRECIST and RECIST are the same.

Scenario 2:  The initial PD is not confirmed at the next scan (non-consecutive PD).  The 

efficacy variables by irRECIST and RECIST v.1.1 are different.

In addition, the best response after initial PD may be listed.  Other efficacy analysis based 

on irRECIST may be performed for exploratory analysis.

Change in tumor size will be assessed in each patient with measurable disease using 

radiographic imaging. Tumor size is the sum of the tumor measurements for target lesions at 
each tumor evaluation. Change in tumor size is defined as the percent change in tumor size from 
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the baseline evaluation to the minimum post-dose evaluation. Other definitions of CTS may be 

explored (including specific time points, and AUC formulations).

Progression-free survival (PFS) time is defined as the time from the date of start of study 
treatment to the first date of PD (symptomatic or objective) or death due to any cause, whichever 

occurs first. For patients who are not known to have died or progressed as of the data-inclusion 
cut-off date, PFS time will be censored at the date of the last objective progression-free disease 

assessment prior to the date of any subsequent systemic anticancer therapy.

Immune-related progression-free survival (irPFS) is defined as the date from the treatment 

started date to the time of PD assessed by irRECIST.

 If the initial PD is confirmed, then the date of immune-related (ir)PD is the initial 
PD date by RECIST v.1.1.

 If the initial PD is unconfirmed, then the date of irPD is the date of second PD.

6.11.2. Efficacy Analyses
Reported lesion data (target/ non-target), investigator assessment of response, duration of 
response/stable disease, PFS and OS will be listed for all patients. 

Efficacy data will be summarized according to treatment. If data warrant, efficacy analyses of 
ORR and irORR will also be presented separately for each sarcoma histology and treatment.

The following efficacy summaries will be provided:

 ORR, DCR, irORR and irDCR will be presented with exact 95% CI. 

 Time to event endpoints including PFS, DOR, irPFS, irDOR and OS will be summarized 
descriptively using the Kaplan-Meier method.  Survival curves will be used to summarize 

the data.  If data are sufficiently mature, medians will be reported with the 95% CIs.  In 
addition, for each time-to-event variable, survival rates at adequate time points will be 

reported (for example, 3, 6, and 12 months).

 Change in tumor size over time will be presented graphically using line plots. Minimum 

change in tumor size will be presented using a waterfall plot. 

6.12. Bioanalytical and Pharmacokinetic/Pharmacodynamic Methods 
Unless stated otherwise, the Lilly pharmacokineticist will be responsible for the PK and PK/PD 

analyses and will be detailed separately in a PK/PD analysis plan.

Serum olaratumab concentrations at different time points will be summarized by descriptive 

statistics.  Additional analyses utilizing the population pharmacokinetic approach may also be 
conducted if deemed appropriate.

PK and PD data will be analyzed with appropriate standard nonlinear analytic software.  
Pharmacokinetic parameter estimates for olaratumab will be calculated by standard 

noncompartmental methods of analysis.
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The primary parameters for analysis will be maximum concentration (Cmax) and area under the 

concentration-time curve (AUC[0-tlast], AUC[0-∞]) of olaratumab.  Other noncompartmental 

parameters, such as time of half-life (t1/2), apparent clearance (CL/F), and apparent volume of 

distribution (V/F) may be reported.  Additional exploratory analyses will be performed if 

warranted by data and other validated pharmacokinetic software programs (for example, 
NONMEM) may be used if appropriate and approved by Global Pharmacokinetic management.  

The version of any software used for the analysis will be documented and the program will meet 
the Lilly requirements of software validation.

6.13. Safety Analyses
All safety summaries and analyses will be based upon the safety analysis set. Safety data will be 

listed and summarized with patient counts and percentages in each treatment arm. Details of the 
analyses are described in the following sections.

6.13.1. Extent of Exposure
A summary of exposure will be provided for each study drug, including cycle received, 
cumulative dose and duration of therapy, for all treatment patients per treatment arm and total.

A summary of dose intensity will be provided for each study drug, for all treatment patients per 
treatment arm and total. Percent dose intensity is calculated as:

100 x (actual cumulative dose taken (mg) / planned cumulative dose (mg))

Note that planned dose is the same as actual dose if there are no dose modification or cycle 

delays. 

A summary of dose adjustments will be provided for each study drug, including dose omissions, 

dose reductions and cycle delays, and the corresponding reasons for dose adjustment, for all 
patients per treatment arm and total. If the reason for dose modification is due to an AE, the 

associated AE will be provided. 

A Napoleon plot of treatment duration, treatment received and reason for discontinuation will be 

provided.

6.13.2. Adverse Events
A listing of all AEs by patient will be presented. This listing will include patient number, AE
(reported term and preferred term [PT]), event start and end dates, CTCAE grade, relationship to 

study drug/procedure, seriousness, and outcome. A listing of serious AEs (SAEs) will be 
produced using the similar format.

An overall summary will be provided for AEs. The number and percent of evaluable patients will 
be summarized by treatment for each category below. The summary will provide counts for all 

AEs, and AEs related to study treatment.

 Patients with at least one treatment-emergent AE (TEAE)

 Patients with at least one grade 3 or 4 TEAE
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 Patients with at least one SAE

 Patients who discontinued due to AE

 Patients who discontinued due to SAE

 Patients who died due to AE on study treatment

 Patients who died due to AE within 30 days of discontinuation from study treatment

Treatment-emergent adverse events (TEAE) are defined as follows:

 Any event that first occurred or worsened in severity after baseline, based on the CT LLT 
term and CTCAE severity grade. This means that any episode of the same AE with the 

same grade as at baseline that starts after the first dose of study treatment will not be 
defined as treatment-emergent, even if now considered drug related.

 Or any pre-existing condition [PEC] (emerged prior to signing the informed consent) or 
any AE (emerged after signing the informed consent) for which the outcome of the AE is 

ongoing at the time of first dose but has increased in severity (CTCAE grade) following 
the start of study treatment, regardless of causality.

As per Lilly’s standard operating procedures, all “related”, “probably related,” “possibly 
related,” or “does not know” AEs and SAEs will be defined as related to study drug.

MedDRA v16.1 (or higher) will be used when reporting AEs by MedDRA terms. TEAEs will be 

summarized by System Organ Class [SOC] and by decreasing frequency of PT within SOC.

TEAEs will be summarized by CTCAE grade, including the total for maximum Grade 3 and 4, 

and Grade 3, 4 and 5. These summaries will be provided for events regardless of study drug 
causality, and repeated for events deemed by the investigator to be related to study medication.

Dose-limiting toxicities (DLTs) and DLT-equivalent toxicities will be listed for all patients on 
therapy. Dose escalation phase 1a will be driven by safety using a 3+3 scheme. 

Medical history and PECs will be listed for each patient. 

6.13.3. Deaths, Other Serious Adverse Events, and Other Notable 

Adverse Events
All deaths in this study, including the reasons for death, will be listed by treatment. The reasons 
for death will be also summarized separately for on-therapy, within 30 days of last dose of study 
drug and during the long term follow-up including the specific AE preferred term if reason for 
death is AE.

Serious AEs will be summarized for each treatment by decreasing frequency of PT within SOC. 
The summary will be provided for events regardless of study drug causality, and repeated for 
events deemed by the investigator to be related to study medication. 

AEs of special interest for Olaratumab include Infusion-Related Reactions and will be 
summarized and listed separately in accordance with similar analyses across Olaratumab studies.
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Events of clinical interest (ECI) for Pembrolizumab will be summarized and listed separately. 
ECIs for Pembrolizumab include:

1) An overdose of pembrolizumab that is not associated with clinical symptoms or abnormal 
laboratory values. An overdose will be defined as ≥1000 mg (5 times the protocol-
specified dose). 

2) An elevated AST or ALT laboratory value that is greater than or equal to 3X the upper 
limit of normal (ULN) and an elevated total bilirubin laboratory value that is greater than 
or equal to 2X the ULN, and at the same time, an alkaline phosphatase laboratory value 
that is less than 2X the ULN, as determined by way of protocol-specific laboratory 
testing or unscheduled laboratory testing

6.13.4. Clinical Laboratory Evaluation
All laboratory results will be reviewed using Spotfire to assess changes over time. Key findings 
may be summarized in tables and/or illustrated graphically using line plots over time or box plots 

for example, as deemed appropriate.

Any abnormal results of clinical laboratory tests will be listed for all patients on therapy and 

where appropriate the calculated CTCAE grades using CTCAE v4.0 (or higher) will be given.

CTCAE grades will also be summarized for laboratory parameters where CTCAE grades are 

available by cohort/dose level.

6.13.5. Vital Signs and Other Physical Findings
All vital sign results will be reviewed using Spotfire to assess changes over time. Key findings 
may be summarized in tables and/or illustrated graphically using line plots over time or box plots 
for example, as deemed appropriate.

6.13.6. Immunogenicity
Immunogenicity data for Olaratumab will be summarized by dose.  If warranted, evaluation of 
immunogenicity and AEs may be conducted.  A listing will be provided of all available 

immunogenicity data.  Additionally, a listing of immunogenicity data from those patients with at 
least one positive ADA at any time point will be provided.  The frequency of patients with at 

least one positive ADA assessment, and frequency of patients who develop ADA after a negative 
baseline assessment will be provided.  

6.14. Protocol Violations
All clinically relevant programmable protocol deviations will be listed by pre-determined 
categories (e.g. inclusion/exclusion criteria, non-compliance with protocol procedures, drug 
dosage/intervention, use of excluded treatments, informed consent/assent process, continuing 
after meeting withdrawal criteria, or other). Programmable protocol deviations will be 
documented in a separate trial issue management plan. 
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6. 1 6. I nt e ri m A n al y s e s a n d D at a M o nit o ri n g
B e c a us e t his is a d os e -fi n di n g st u d y, d at a will b e r e vi e w e d o n a c o h ort- b y-c o h ort b asis d uri n g t h e 
P h as e 1 a p orti o n of t h e st u d y .  T h e p ur p os e of t h es e c o h ort - b y-c o h ort r e vi e ws is t o e v al u at e t h e 
s af et y d at a at e a c h d os e l e v el a n d d et er mi n e if a D L T h as b e e n o bs er v e d.  T h e i n v est i g at ors a n d 

t he Lill y st u d y t e a m will ma k e t h e d et er mi n at io n r e g ar di n g d os e es c al ati o n b as e d u p o n t h eir 
r e vi e w of t h e s af ety a n d t ol er a bilit y d at a as d es cri b e d i n t his pr ot o c ol.  

F or t h e P h as e 1 b p orti o n of t h e st u d y , 2 i nteri m a n al ys es m a y b e pl a n n e d . T h e first will o c c ur
o n c e all p ati e nts e nr oll e d i n t h e c o h ort h a v e c o m p l et e d or h a d t h e o p p ort u nit y t o c o mpl et e

a p pr o xi m at el y 3 m o nt hs of tr e at m e nt; t h e s e c o n d will o c c ur o n c e all p at i ent s e nr o ll e d i n t h e 
c o h ort h a v e c o m pl et e d or h a d t h e o p p ort u nit y  t o c o mpl et e a p pr o xi m at el y 6 m o nt hs o f tr e at me nt . 

T h e i nt e nt of t h es e i nt eri m a n al ys es is t o e v al u at e pr eli mi n ar y a nt itu m or a cti vit y .  T h e i nt eri m 
a n al ys es m a y als o b e c o m bi n e d wit h o n g oi n g tri al -l e v el s af ety r e vi e w or a n n u al s af et y r e vi e w f or 

a n n u al s af et y u p d at e r e p orti n g.  N o  i n d e p e n d e nt d at a m o nitori n g c o m mitt e e will b e r e q uir e d f or 
t his st u d y. 

T his st u d y will b e c o nsi d er e d c o m pl et e (t h at is, t h e s cie nt ifi c e v al u ati o n will b e c om p l et e (st u d y
c o m p l eti on) af t er t h e la st p ati e nt dis c o nti n u es tr e at m e nt wit h p e m br oli z u m a b .  It is e x p e ct e d t h at 

at t h at ti m e e n o u g h d at a will h a v e b e e n o bt ai n e d t o ass ess t h e pri m ar y o bj e ct i v e a n d t h e 
s e c o n d ar y o bj e ct i v es a n d all o w t h e cr e ati o n of a cli ni c al st u d y r e p ort.  All d at a d efi n e d i n t h e 

pr ot o c ol  will c o nti n u e t o b e c oll e ct e d fr o m p ati ent s w h o r e m ai n o n tr e at m e nt i n t h e c o nti n u e d 

C CI
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access period. These data may be reported separately and analyses on all patients including these 

data may not be performed.

6.17. Annual Report Analyses
The following reports are needed for the Development Safety Update Report (DSUR): 

1. Estimated cumulative patient exposure

2. Cumulative exposure to investigational drug, by demographic characteristics for ongoing 
unblinded clinical trials and completed clinical trials

3. Exposure information for ongoing clinical trials and clinical trials that completed during 
the reporting period

4. Listing of patients who died during the DSUR period
5. Discontinuations due to adverse event during the DSUR Period. 

For guidance on creation of these reports, see the DSUR collaboration site 
(http://lillynetcollaboration.global.lilly.com/sites/GMRS_GPS/Surv/dsur/default.aspx?PageView

=Shared)

6.18. Clinical Trial Registry Analyses
Additional analyses will be performed for the purpose of fulfilling the Clinical Trial Registry 

(CTR) requirements.  Analyses provided for the CTR requirements include the following:

Summary of adverse events, provided as a dataset which will be converted to an XML file.   

Both Serious Adverse Events and ‘Other’ Adverse Events are summarized: by treatment group, 
by MedDRA preferred term.

 An adverse event is considered ‘Serious’ whether or not it is a treatment emergent 
adverse event (TEAE).

 An adverse event is considered in the ‘Other’ category if it is both a TEAE and is not 
serious.  For each Serious AE and ‘Other’ AE, for each term and treatment group, the 

following are provided:

o the number of participants at risk of an event

o the number of participants who experienced each event term

o the number of events experienced.

 Consistent with www.ClinicalTrials.gov requirements, ‘Other’ AEs that occur in fewer 
than 5% of patients/subjects in every treatment group may not be included if a 5% 

threshold is chosen (5% is the minimum threshold).

 AE reporting is consistent with other document disclosures for example, the CSR, 

manuscripts, and so forth. 

Analyses provided for the EudraCT requirements include the following:
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 Summary of AEs, provided as a dataset which will be converted to an XML file, in 

accordance with EudraCT requirements.
 Categorical breakdown of age across the entire study, represented planned and actual 

number of patients for the following age groups: infants and toddlers (28 days-23 
months), children (2-11 years), adolescents (12-17 years), adults (18-64 years, 65-84 

years and 85 years and over).   

For the purpose of CTR/ EudraCT reporting, patients who have died, or are still in the study but 
off treatment, at primary DBL will be considered a completer. Those that withdrew consent for 

all procedures, including follow-up, or were lost to follow up, will be considered as early 
discontinuers. Patients who remain on treatment will be counted as continuing treatment.
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