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2. ABBREVIATIONS

Abbreviations pertain to the Statistical Analysis Plan (SAP) only (not the tables, figures and 
listings [TFLs]).

AE Adverse event

CI Confidence interval

CRU Clinical Research Unit

CSII Continuous subcutaneous insulin infusion

CSR Clinical Study Report

CV Coefficient of variation

ECG Electrocardiogram

ICH International Conference on Harmonisation

ISR Infusion site reaction

LSMeans Least-squares means

MedDRA Medical Dictionary for Regulatory Activities

SAP Statistical Analysis Plan

SD Standard deviation 

T1D Type 1 diabetes mellitus

TFLs Tables, Figures, and Listings

VAS Visual analog scale

WHO World Health Organization
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3. INTRODUCTION

This SAP has been developed after review of the Clinical Study Protocol (final version dated 18 
May 2021, protocol amendment (a) dated 08 September 2021, protocol amendment (b) dated 28
September 2021 and protocol amendment (c) dated 14 October 2021).

This SAP describes the planned analysis of the safety and tolerability data from this study. A 
detailed description of the planned TFLs to be presented in the clinical study report (CSR) is 
provided in the accompanying TFL shell document.

The intent of this document is to provide guidance for the statistical analyses of data. In general, 
the analyses are based on information from the protocol, unless they have been modified by 
agreement with Eli Lilly and Company. A limited amount of information concerning this study 
(e.g., objectives, study design) is given to help the reader’s interpretation. For open-label studies, 
this SAP must be signed off prior to first participant visit for this study. When the SAP and TFL 
shells are agreed upon and finalized, they will serve as the template for this study’s CSR.

This SAP supersedes the statistical considerations identified in the protocol; where 
considerations are substantially different, they will be so identified. If additional analyses are 
required to supplement the planned analyses described in this SAP, they may be performed and 
will be identified in the CSR. Any substantial deviations from this SAP will be agreed upon with
Eli Lilly and Company and identified in the CSR. Any minor deviations from the TFLs may not 
be documented in the CSR.

This SAP is written with consideration of the recommendations outlined in the International 
Conference on Harmonisation (ICH) E9 Guideline entitled Guidance for Industry: Statistical 
Principles for Clinical Trials1 and the ICH E3 Guideline entitled Guidance for Industry: Structure 
and Content of Clinical Study Reports2.

4. STUDY OBJECTIVES AND ENDPOINTS

4.1 Part A

4.1.1 Primary Objective and Endpoint

Primary Objective

To investigate local infusion site pain for infusions of sodium citrate and treprostinil in Humalog 
diluent with magnesium chloride (without insulin) in the abdominal, arm, thigh, and buttock 
areas in participants with type 1 diabetes mellitus (T1D) on continuous subcutaneous insulin 
infusion (CSII).

Primary Endpoint

VAS pain score.
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4. 1. 2 S e c o n d a r y O bj e cti v e a n d E n d p oi nt

S e c o n d a r y O bj e cti v e

T o i n v esti g at e l o c al i nf usi o n sit e p ai n of 2 diff er e nt c a n n ul a i ns erti o n d e pt hs ( 6 m m a n d 9 m m) 
i n p artici p a nt s wi t h T 1 D o n C SII.

S e c o n d a r y E n d p oi nt

V A S p ai n s c or e .

4. 1. 3 E x pl o r at o r y O bj e ct i v e a n d E n d p oi nt

E x pl o r at o r y O bj e cti v e

T o ass ess l o c al i nf usi o n sit e r e a ct i ons (I S R) usi n g t h e e x pl or at or y   Plat f or m.

E x pl o r at o r y E n d p oi nt

C h ar a ct eri z ati o n a n d m e as ur e m e nt of i n ci d e n c e a n d s e v erit y of  lo c al  I S R d at a.

C CI

C CI
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5. S T U D Y D E SI G N

St u d y  I 8 B-M C -I T T C is a 1-/ 2-c e nt er, p arti ci p a nt -( P art A  ) a n d i n v est i g at or-
bli n d, 2 -p art r a n d o mi z e d cr oss o v er st u d y  in a d ults ( 1 8 t o 6 9 y e ars of a g e, i n cl usi v e) wit h T 1 D o n
C SII. A p pr o xi m at el y 4 6 p arti ci p a nts will b e r a n d o ml y  a s si g n e d t o st u d y int er v e nt i on s u c h t h at
a p pr o xi m at el y  4 0 e v al u a bl e p arti ci p a nts c o m pl et e P art A 

P art A of t his st u d y  will b e a 1-/ 2-c e nt er, r a n d o mi z e d, 1 d a y 5-p eri o d cr oss o v er b as e d o n t h e
or d er of i nf usi o n sit es a n d d e pt hs, bli n d e d ( b et w e e n i nf usi o n d e pt hs), o p e n -l ab el si n gl e-tr e at me nt
st u d y c o n d u ct e d i n a d ult s wit h T 1 D.

F or   P art  A  , t h e p arti ci p a nt will c o nti n u e usi n g his or h er p ers o n al i ns uli n p u m p
s y st e m at t h e c urr e ntl y e mpl o y e d i nf usi on sit e a n d will b e r es p o nsi bl e f or p erf or mi n g t h e
r e q uir e d a ctio n s t o m ai nt ai n its f u n cti o n alit y. P arti ci p a nts will  b e i nstr u ct e d t o a v oid t h e u s e of
t he c e ntr al  a b d omi n al ar e a f or t h eir p ers o n al i nf usi o n s ets d uri n g t h e  

 a n d prior t o arri v al  at t h e cli ni c al r es e ar c h u nit ( C R U).

5. 1 P A R T A

1. F o ll owi n g a n i nf or m e d c o ns e nt a n d a s cr e e ni n g visit, p arti ci p a nts will c o m e t o t h e C R U 
i n t h e e v e ni n g ( aft er di n n er) of D a y  -1 f or P art A.

2. Pri or t o t h e i ns erti o n of t h e first i nf usi o n s et, t h e t hi c k n ess of t h e S C a di p os e tiss u e l a y er 
at t h e a b d o m e n, ar m, t hi g h, a n d b utt o c k ar e as will b e ass ess e d b y ultr as o u n d a n d t he 
m e as ur e m e nt r e c or d e d i n m m i n t h e el e ctr o ni c c as e r e p ort f or m. T h e e v al u at e d sit e 
s h o uld b e i d e ntifi e d wi t h a u ni q u e i d e n tifi er.

3. T h e i nf usi o n sit es will b e ass ess e d, a n d a n i m a g e of e a c h l o c al i nf usi o n sit e will b e 
c oll e ct e d usi n g t h e  Plat f or m prior t o i n s erti o n of  t h e c orr es p o n di n g
i nf usi on s et.

4. E a c h M e dtr o ni c ™ Mi ni M e d ™ 7 7 0 G p u m p r es er v oir will b e fill e d b y a q u alifi e d sit e st aff
m e m b er wit h 3 m L of st u d y  tr e at me nt ( s o di u m ci tr at e a n d tr e pr osti nil i n H u m al o g dil u e nt 
wi t h m a g n esi u m c hl ori d e [ wit h o ut i ns uli n]). 

5. Fi v e p u m ps will b e us e d f or e a c h p arti ci p a nt t o ass ess i nf usi o ns i nt o t h e a b d o mi n al, ar m,
t hig h, a n d b utt o c ks ar e as. P arti ci p a nts will b e r a n d o ml y assi g n e d t o 1 of 5 i nf usi o n sit e
s e q u e n c es t o i n di c at e t h e or d er of t h e i nf usi o n sit es b ei n g e v al u at e d.

6. Si x m m c a n n ul a will b e i ns ert e d i nt o e a c h of t h e d esi g n at e d ar e as ( a b d o m e n [ at l e ast 5 c m
a w a y  fr o m t he u m bili c us i n t h e l eft or ri g ht l o w er q u a dr a nts], p ost eri or as p e ct of t h e 
u p p er ar m, a nt eri or or l at er al  t hig h, a n d u p p er b utt o c k), a v oi di n g ar e as of li p o h y p ertr o p h y  
or s ur gi c al s c ars. At t h e a b d o mi n al ar e a o nl y , a 9 m m c a n n ul a will als o b e i ns ert e d i nt o 
t he o p p osi t e sid e of t h e l o w er a b d o m e n.

C CI C CI

C CI

C CI

C CI
C CI

C CI

C CI

C CI
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7. T h e first i nf usi o n sit e will b e i nit i at e d, a n d a b as al i nf usi on r at e of 1 U/ h will b e st art e d. 
T h e s a m e pr o c e d ur e will o c c ur at t h e s u bs e q u e nt i nf usi o n sit es a c c or di n g t o t h e r a n d o ml y 
assi g n e d s e q u e n c e wit h a n a p pr o xi m at el y 3 0 -mi n ut e i nt er v al b et w e e n i nit i ati o n of t h e 
pr e vi o us i nf usi o n sit e. I n c as e of i m m e di at e i nf usi o n s et i nt ol er a n c e, a n e w i nf usi o n s et 
c a n b e i ns ert e d wit hi n t h e first 1 0 mi n ut es of i nit i ati on of t h e i nf usi o n sit e.

8. A p pr o xi m at el y  3 h o urs aft er t he st art of t h e b as al i nf usi o n at 1 U/ hr, a b ol us d os e of 1 5 U 
will b e d eli v er e d at q ui c k b ol us s p e e d ( 1 5 U/ mi n) t o e a c h i nf usi o n sit e a c c or di n g t o t h e 
tr e at me nt s e q u e n c e wit h a n a p pr o xi m at el y 3 0 -mi n ut e i nt er v al b et w e e n i nf usi o n sit es.

9. A s e c o n d b o l us of 1 5 U gi v e n at q ui c k s p e e d ( 1 5 U/ mi n) will b e d eli v er e d a p pr o xi m at el y  
6 h o urs aft er t h e st art of t h e b as al i nf usi o n t o e a c h i nf usi o n sit e a c c or di n g t o t h e tr e at m e nt
s e q u e n c e wit h a n a p pr o xi m at el y 3 0 -mi n ut e i nt er v al b et w e e n i nf usi o n sit es. 

1 0. A t hi r d b olu s d o s e of 1 5 U gi v e n at q ui c k s p e e d ( 1 5 U/ mi n) will b e d eli v er e d 
a p pr o xi m at el y  9 h o urs aft er t h e st art of t h e b as al i nf usi on t o e a c h i nf usi o n sit e a c c or di n g 
t o t h e tr e at m e nt s e q u e n c e wit h a n a p pr o xi m at el y 3 0 -mi n ut e i nt er v al b et w e e n i nf usi o n 
sit e s.

1 1. P arti ci p a nt s will r at e t h e p ai n at e a c h i nf usi o n sit e aft er e a c h b o l us d os e at t h e f oll owi n g 
a p pr o xi m at e ti m e p o i nts: 5 mi n ut es b ef or e t h e a d mi nistr ati o n of a b o l us d os e a n d 1 a n d 
1 5 mi n ut es aft er t h e st art of e a c h b o l us d os e.

1 2. St u d y  inf usi o n s ets wit h c a n n ul a a n d p u m ps will  b e r e mo v e d.
1 3. I nf usi on sit es will b e e v al u at e d f or a c ut e l o c al I S Rs a n d a n i m a g e o f e a c h l o c al  inf u si o n  

sit e will be c oll e ct e d usi n g t h e Pl atf or m .
1 4. F o ll owi n g t h e fi n al e v al u at i on, t h e p arti ci p a nts will h a v e t h e o pti o n t o s p e n d t h e ni g ht or 

b e dis c h ar g e d fr o m t he C R U.

C CI

C CI
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6. I N F U SI O N SI T E L O C A TI O N S/ T R E A T M E N T S

T h e f o ll owi n g i s a list of t h e st u d y i nf usi on sit e l o c ati o ns/ tr e at me nt a b br e vi ati o ns t h at will b e 
us e d i n t h e T F Ls.

C CI
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6. 1 P a rt A

I nf usi o n sit e l o c ati o n I nf usi o n sit e l o c ati o n o r d e r i n T F L

Ar m 1

T hi g h 2

A b d o m e n 6 m m 3

A b d o m e n 9 m m 4

B utt o c k 5

7. S A M P L E SI Z E J U S TI FI C A TI O N

A p pr o xi m at el y  4 6 p artici p a nt s wi t h T 1 D will be e nr oll e d i n St u d y  I 8 B-M C -I T T C s o t h at 
a p pr o xi m at el y  4 0 p arti cip a nt s c o m pl et e   P art A   of t h e st u d y .  

 
 F ort y c o mpl et i n g 

p arti ci p a nts will pr o vi d e a p pr o xi m at el y  8 0 % p o w er t o d e mo nstr at e a p pr o xi m at el y a 5 5 % 
i n cr e as e i n t h e V A S p ai n s c or e b et w e e n t h e i nf usi on sit e l o c ati o ns i n P art A  

. T esti n g will b e d o n e at al p h a-l e v el of 0. 0 5 wit h a 2-sid e d c o nfi d e n c e 
i nter v al (CI ). T h e v ari a bility w as esti m at e d b y  a nal y zi n g a Lill y i nt er n al st u d y  t h at s h o w e d a 
l og- s c al e st a n d ar d d e vi at i on of wit hi n - p arti ci p a nt diff er e n c e i n V A S p ai n s c or es of 0. 9 5.

P arti ci p a nt s w h o di s c o nti n u e t h e st u d y b efor e c o m pl et i ng t h e ass ess m e nts m a y b e r e pl a c e d at t h e
di s cr etio n of  t h e s p o ns or a n d i n v esti g at or t o e ns ur e t h at a p pr o xi m at el y 4 0 p artici p a nt s c o m pl et e
t he st u d y . T h e r e pla c e m e nt p arti ci p a nt will b e assi g n e d t o t h e s a m e tr e at m e nt s e q u e n c e as t h e
di s c o nti n u e d p art i ci p a nt

8. D E FI NI TI O N O F A N A L Y SI S S E T S

T h e “ F ull ” a n al ysis s et will c o nsist of a ll r a n d omi z e d p arti ci p a nts. P arti ci p a nts will b e i n cl u d e d 
i n t h e a n al ys es a c c or di n g t o t h e r a n d o ml y  a s sig n e d s e q u e n c es .

T h e “ S af et y ” a n al ysis s et will c o nsist of all r a n d o mi z e d p arti ci p a nts w h o r e c ei v e at l e ast 
1 i nf usi on. P arti ci p a nts will b e a n al y z e d a c c or di n g t o t h e i nf usi o n s t h e y  a ct u all y r e c ei v e d.

C CI
C CI C CI C CI

C CI
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Data related to a site where an infusion set cannula is accidentally pulled out of an 
infusion site or data following a pump occlusion alarm during a bolus infusion will not 
be used in the analysis for that particular site only/part of the study.

All protocol deviations that occur during the study will be considered for their severity/impact 
and will be taken into consideration when participants are assigned to analysis populations
before database lock.

9. STATISTICAL METHODOLOGY

9.1 General

Data listings will be provided for all data that is databased. Summary statistics and statistical 
analysis will only be presented for data where detailed in this SAP. For continuous data, 
summary statistics will include the arithmetic mean, arithmetic standard deviation (SD), median, 
min, max and n; for log-normal data, the geometric mean and geometric coefficient of variation 
(CV%) will also be presented. For categorical data, frequency count and percentages will be 
presented. Data listings will be provided for all participants up to the point of withdrawal, with 
any participants excluded from the relevant population highlighted. Summary statistics and 
statistical analyses will generally only be performed for participants included in the relevant 
analysis population. For the calculation of summary statistics and statistical analysis, unrounded 
data will be used. 

Mean change from baseline is the mean of all individual participants’ change from baseline 
values. Each individual change from baseline will be calculated by subtracting the individual 
participant’s baseline value from the value at the timepoint. The individual participant’s change 
from baseline values will be used to calculate the mean change from baseline using a SAS 
procedure such as Proc Univariate.

Data analysis will be performed using SAS® Version 9.4 or greater.

9.2 Demographics and Participant Disposition

Participant disposition will be summarized and listed. The demographic variables age, sex, race, 
site ID, body weight, height, and body mass index will be summarized by part and listed. All 
other demographic variables will be listed only.

9.3 Safety and Tolerability Assessments

9.3.1 Primary Endpoint

Descriptive statistics

Infusion site pain assessed using the VAS pain score will be listed and summarized using 
standard descriptive statistics including the geometric mean and CV% by bolus time (3, 6, and 
9 hours after initiation of basal infusion) and VAS assessment time point (5 minutes prior to 
bolus and 1 and 15 minutes after bolus). For Part A, the summary will also be by infusion site 
location. The 5 infusion site locations include the assessment of 2 cannula depths at the 
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a b d o mi n al sit e.
 

T h e r el e v a nt ti m e p o i nt wi n d o ws will als o b e 
di s pl a y e d i n t h e la b elli n g of t h e ti m e p o i nts i n t h e o ut p ut.

It is p ossi bl e t h at V A S s c or es will b e 0; if s o, all s c or es will b e a n al y z e d as l og ( V A S + 1) t o all o w 
f or t h e i n cl usi on of  t h e 0 v alu es i n t h e g e o m et ric d e s cri pt i v e st atisti cs. T his tr a nsf or m at i on will 
b e a p pli e d f or t h e c al c ul at i on of t h e g e o m etri c st atisti cs o nl y a n d will n ot b e a p pli e d t o t h e 
ari t h m eti c st atist i cs. T his tr a nsf or m at i on ( V A S + 1) will als o b e a p pli e d t o all d at a prior t o t h e 
c al c ul at i on of t h e r ati o of t h e p ost- b ol us ti m e p oi nts t o t h e pr e -b ol us ti m e p oi nt if t her e ar e 
o c c urr e n c e of 0.

Fr e q u e n ci es a n d p er c e nt a g es of V A S p ai n s c or es i n e a c h of t h e c at e g ori e s of  0, 1 t o 1 0, 1 1 t o 2 0, 
2 1 t o 4 5, a n d 4 6 t o 1 0 0 m m will b e s u m m ari z e d b y b ol us ti m e, i nf usi o n sit e l o c at i on/st u d y
tr e at me nt, a n d ti m e p o i nt.

G e o m etri c m e a n pr ofil e pl ots will b e pr es e nt e d b y  b o l us ti m e, i nf usi on sit e l o c ati o n/st u d y
tr e at me nt, a n d ti m e p o i nt.

St atisti c al A n al ysis

A mi x e d eff e cts m o d el  will b e us e d t o a n al y z e t he l o g tr a n sf or m e d V A S p ai n s c or e f or e a c h 
b o l us ti m e a n d V A S ti m e p oi nt. T h e st atisti cal  mo d el  for P art A will i n cl u d e t er ms f or i nf usi o n 
sit e lo c ati o n, p eri o d ( or d er of i nf usi o ns), b o l us ti m e, V A S ti m e p oi nt, t h e 2- a n d 3 -w a y 
i nter a ct i ons b et w e e n i nf usi o n sit e l o c ati o n, b o l us ti m e, a n d V A S ti m e p oi nt as fi x e d eff e cts a n d 
p arti ci p a nt as a r a n d o m eff e ct. C o m p aris o ns will b e m a d e b et w e e n i nf usi o n sit e l o c at i ons f or t h e 
a b d o mi n al i nf usi o n sit e f or e a c h b o l us ti m e a n d V A S ti m e p oi nt. 

 

 
 

L e ast -s q u ar es m e a ns ( L S M e a ns), i nf usi o n sit e l o c ati o n/tr e at m e nt diff er e n c es i n L S M e a ns, a n d 
t he c orr es p o n di n g 9 5 % c o nfi d e n c e i nt er v als ( CIs) f or t h e i nf usi o n sit e l o c at i on/tr e at m e nt 
diff er e n c es will b e est i m at e d a n d b a c k-tr a n sf or me d f r o m t h e lo g s c al e t o pr o vi d e esti m at es of t h e 
r atio of  g e o m etric L S M e a ns a n d 9 5 % CI f or t h e r ati o of t h es e m e a ns. It is p ossi bl e t h at V A S 
s c or es wil l b e 0; if s o, all s c or es will b e a n al y z e d as l og ( V A S + 1) t o all o w f or t h e i n cl usi o n of 
t he 0 v al u es i n t h e a n al ysis.

T h e s a m e m o d el will als o b e us e d t o a n al y z e t h e c h a n g e fr o m t he pr e -b ol us ti m e p o i nt ( 5 mi n ut es 
pri or t o t h e b o l us) t o t h e p ost-b ol us t i m e p oi nts of ( 1 a n d 1 5 mi n ut es aft er b ol us).

C CI

C CI
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E x a m pl e S A S c o d e f or P art A is s h o w n b el o w, 

p r o c  m i x e d  d a t a = x x x ;
c l a s s  l o c a t i o n  p e r i o d  b o l u s _ t i m e  v a s _ t i m e s u b j i d ;
m o d e l  l o g V A S =  p e r i o d  l o c a t i o n | b o l u s _ t i m e | v a s _ t i m e  / r e s i d u a l  d d f m = k r 2 ;
r a n d o m i n t e r c e p t /  s u b j e c t = s u b j i d ;
l s m e a n s  l o c a t i o n * b o l u s _ t i m e * V A S _ t i m e /  c l  p d i f f a l p h a = 0 . 0 5 ;
o d s  o u t p u t  l s m e a n s = l s m ;
o d s  o u t p u t d i f f s = e s t i m s ;
r u n ;

9. 3. 2 S e c o n d a r y E n d p oi nt

F or P art A , th e c o m p aris o n of c a n n ul a d e pt hs at t h e a b d o mi n al i nf usi on sit e l o c at i on will b e 
a n al y z e d as p art of t h e s a m e mi x e d eff e cts m o d el us e d f or t h e pri m ar y e n d p o i nt.

9. 3. 3 E x pl o r at o r y E n d p oi nt

L o c al  I S R d at a ( er yt he m a, i n d ur ati o n, c at e g ori c al p ai n, pr urit us, a n d e d e m a) will b e list e d a n d 
s u m m ari z e d b y inf u si o n  sit e lo c ati o n ( P art A)  i n fr e q u e n c y t a bl es.
D at a fr o m t h e e x pl or at or y   Pl atf or m will n ot b e i n cl u d e d i n t h e C S R b ut m a y 
b e pr es e nt e d i n a s e p ar at e r e p ort.

9. 3. 4 A d v e rs e E v e nts

W h er e c h a n g es i n s e v erit y ar e r e c or d e d i n t h e C as e R e p ort F or m, e a c h s e p ar at e s e v erit y of  t h e 
a d v ers e e v e nt ( A E) will b e r e p ort e d i n t h e l isti n gs, o nl y t h e m ost s e v er e will b e us e d i n t h e 
s u m m ar y t a bl es. A pr e -e xist i n g c o n diti on is d efi n e d as a n A E t h at st arts b ef or e t h e p arti ci p a nt
h a s pr o vi d e d wri tt e n i nf or m e d c o ns e nt a n d is o n g oi n g at c o ns e nt . A n o n -tr e at me nt e m er g e nt A E 
is d efi n e d as a n A E w hi c h st art s aft er i nf or m e d c o ns e nt b ut pri or t o d osi n g . A tr e at m e nt -
e m er g e nt A E i s d efi n e d as a n A E w hi c h o c c urs p ost d os e or w hi c h is pr es e nt pri or t o d osi n g a n d 
b e c o m e s mor e s e v er e p ost d os e . 

All A Es will b e li st e d . Tr e at m e nt -e m er g e nt A Es will b e s u m m ari z e d b y st u d y p art a n d b y  
i nf usi on sit e l o c ati o n/st u d y tr e at me nt , s e v erity, a n d r el at i ons hi p t o t h e st u d y  dr u g/pr ot o c ol  
pr o c e d ur e . T h e fr e q u e n c y (t h e n u m b er of A Es , t h e n u m b er of p arti ci p a nt s e x p eri e n ci n g a n A E
a n d t h e p er c e nt a g e of p arti ci p a nt s e x p eri e n ci n g a n A E ) of tr e at me nt -e m er g e nt A Es will b e 
s u m m ari z e d b y i nf usi on sit e l o c at i on/st u d y tr e at me nt , M e di c al Di cti on ar y  for R e g ul at or y  
A ct i viti es ( M e d D R A) v ersi o n 2 4. 0 s yst e m or g a n cl ass, a n d pr ef err e d t er m . T h e s u m m ar y a n d 
fr e q u e n c y A E t a bl es will b e pr es e nt e d f or all c a us aliti es a n d t h os e c o nsi d er e d r el at e d t o t h e st u d y 
dr u g b y t h e i n v est i g at or a n d r e p e at e d f or t h os e c o nsi d er e d r el at e d t o t h e pr ot o c ol pr o c e d ur e . A n y 
s erio u s A Es will b e list ed . S u m m ari es b y inf u si o n  sit e lo c ati o n/ st u d y tr e at m e nt will o nl y b e 
p ossi bl e w h er e a p arti c ul ar A E is a bl e t o b e attri b ut e d t o a p arti c ul ar i nf usi o n sit e l o c ati o n, A E 
d at a will als o b e s u m m ari z e d b y  st u d y p art.

Di s c o nti n u atio ns d u e t o A Es will b e list e d.

C CI

C CI
C CI
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9.3.5 Concomitant Medication

Concomitant medication will be coded using the WHO drug dictionary (Version March 2021). 
Concomitant medication will be listed.

9.3.6 Clinical Laboratory Parameters

Samples for clinical laboratory data will be performed for inclusion/exclusion criteria purposes 
only and will not be presented.

9.3.7 Vital Signs

Vital signs data including subcutaneous layer thickness data will be listed.

9.3.8 Electrocardiogram (ECG)

ECGs will be performed for inclusion/exclusion criteria purposes only and will not be presented.

9.3.9 Hepatic Monitoring

Not applicable.

9.3.10 Immunogenicity Assessments

Immunogenicity assessments are not evaluated in this study.

9.3.11 Hypersensitivity Reactions

For all hypersensitivity reactions that occur, additional follow-up data will be collected to assess 
the patient’s medical history, alternative causes, and symptoms.

These data will be listed.

9.3.12 Other Assessments

All other safety assessments not detailed in this section will be listed but not summarized or 
statistically analyzed. If there is an impact on the study due to COVID-19, additional data 
presentations/considerations may be required. This will be assessed prior to the database lock.

10. INTERIM ANALYSES

No interim statistical analyses are planned.

11. CHANGES FROM THE PROTOCOL SPECIFIED STATISTICAL ANALYSES

There were no changes from the protocol specified statistical analyses.



Final Version 2.0, 01 February 2022              Page 15 of 16

Statistical Analysis Plan CONFIDENTIAL
Covance Clinical Study No. 1001215-8470084 Sponsor Reference I8B-MC-ITTC

12. REFERENCES

1. International Conference on Harmonization of Technical Requirements for Registration of 
Pharmaceuticals for Human Use, ICH Harmonized Tripartite Guideline, Statistical Principles 
for Clinical Trials (E9), 5 February 1998.

2. International Conference on Harmonization of Technical Requirements for Registration of 
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13. DATA PRESENTATION

13.1 Decimal Places

N and percentage values should be reported as whole numbers. The geometric mean, arithmetic 
mean, median and SD will be presented to 1 decimal place more than the original data..

13.2 Missing Data

Missing data will not be displayed in listings.

13.3 Insufficient Data for Presentation

Some of the TFLs may not have sufficient numbers of participants or data for presentation. If 
this occurs, the blank TFL shell will be presented with a message printed in the center of the 
table, such as, “No serious adverse events occurred for this study.”
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14. APPENDICES

Appendix 1: Document History

Status and Version Date of Change Summary/Reason for Changes

Final Version 1.0 NA NA; the first version.

Final Version 2.0

01 February 
2022

Added reference to and updates from protocol 
amendment (c)

Added clarification for the VAS data handling

Other minor clarifications

NA = not applicable
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