
St atisti c al A n al ysis Pl a n: J 2 X- M C- P Y A D( c)

A P h as e 3 R a n d o mi z e d, D o u bl e- Bli n d, Pl a c e b o- C o ntr oll e d Tri al t o E v al u at e t h e Effi c a c y 
a n d S af et y of L Y 3 8 1 9 2 5 3 Al o n e a n d i n C o m bi n ati o n Wit h L Y 3 8 3 2 4 7 9 i n Pr e v e nti n g 
S A R S- C o V- 2 I nf e cti o n a n d C O VI D- 1 9 i n S kill e d N ursi n g a n d Assist e d Li vi n g F a cilit y 
R esi d e nts a n d St aff; a NI AI D a n d Lill y C oll a b or ati v e St u d y

N C T 0 4 4 9 7 9 8 7

A p pr o v al D at e: 7 -D e c - 2 0 20



J 2 X -M C -P Y A D( c) St ati sti c al A n al y si s Pl a n V 4 P a g e 1

L Y 3 8 1 9 2 5 3 & L Y 3 8 3 2 4 7 9

1. St ati sti c al A n al y si s Pl a n: 
J 2 X -M C -P Y A D( c ): A P h a s e 3 R a n d o mi z e d, D o u bl e -Bli n d, 

Pl a c e b o -C o ntr oll e d Tri al t o E v al u at e t h e Effi c a c y  a n d 
S af et y  of L Y 3 8 1 9 2 5 3 i n Pr e v e nti n g S A R S -C o V -2 i nf e cti o n
i n S kill e d N ur si n g a n d As si st e d Li vi n g F a cilit y  R e si d e nt s 

a n d St aff; a NI A I D a n d Lill y C oll a b or ati v e St u d y

C o nfi d e nti al I nf or m ati o n

T h e i nf or m ati o n c o nt ai n e d i n t hi s d o c u m e nt i s c o nfi d e nti al a n d t h e i nf or m ati o n c o nt ai n e d 

wit hi n it m a y n ot b e r e pr o d u c e d or ot h er wi s e di s s e mi n at e d wit h o ut t h e a p pr o v al of Eli Lill y 

a n d C o m p a n y or it s s u b si di ari e s.

N ot e t o R e g ul at o r y A ut h o riti e s : T hi s d o c u m e nt m a y c o nt ai n pr ot e ct e d p er s o n al d at a 

a n d/ or c o m m er ci all y c o nfi d e nti al i nf or m ati o n e x e m pt fr o m p u bli c di s cl o s ur e . Eli Lill y a n d 

C o m p a n y r e q u e st s c o n s ult ati o n r e g ar di n g r el e a s e/r e d a cti o n pri or t o a n y p u bli c r el e a s e. I n 

t h e U nit e d St at e s, t hi s d o c u m e nt i s s u bj e ct t o Fr e e d o m of I nf or m ati o n A ct ( F OI A) 

E x e m pti o n 4 a n d m a y n ot b e r e pr o d u c e d or ot h er wi s e di s s e mi n at e d wit h o ut t h e writt e n 

a p pr o v al of Eli Lill y a n d C o m p a n y or it s s u b si di ari e s.

L Y 3 8 1 9 2 5 3 - Pr e v e nti o n of S A R S -C o V -2 I nf e cti o n

T hi s i s a P h a s e 3 , r a n d o mi z e d, d o u bl e-bli n d, pl a c e b o -c o ntr oll e d, si n gl e -d o s e st u d y i n 

s kill e d n ur si n g a n d a s si st e d li vi n g f a cilit y r e si d e nt s a n d st aff t o e v al u at e t h e effi c a c y a n d 

s af et y of L Y 3 8 1 9 2 5 3 i n pr e v e nti n g S A R S-C o V -2 i nf e cti o n .

Eli Lill y a n d C o m p a n y
I n di a n a p oli s, I n di a n a U S A 4 6 2 8 5

Pr ot o c ol J 2 X -M C -P Y A D( c)
P h a s e 3

St ati sti c al A n al y si s Pl a n el e ctr o ni c all y si g n e d a n d a p pr o v e d b y Lill y o n d at e pr o vi d e d 
b el o w.

A p pr o v al D at e: 0 7- D e c- 2 0 2 0 G M T
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2. T a bl e of C o nt e nt s

S e cti o n P a g e

1. St ati st i c al A n al ysis Pl a n:  J 2 X -M C -P Y A D( c): A P h as e 3 
R a n d o mi z e d, D o u bl e -Bli n d, Pl a c e b o -C o ntr oll e d Tri al t o E v al u at e t h e 
Effi c a c y a n d S af et y of  L Y 3 8 1 9 2 5 3 i n Pr e v e nti n g S A R S-C o V -2 
i nf e cti on i n S kill e d N ursi n g a n d Assist e d Li vi n g F a cility R esi d e nts 
a n d St aff; a NI AI D a n d Lill y C o ll a b or ati v e St u d y...............................................................1

2. T a bl e of C o nt e nts ................................................................................................................2

3. R e visi o n Hist or y .................................................................................................................9

4. St u d y  O bj e cti v es...............................................................................................................1 1

4. 1. Pri m ar y O bj e ct i v e ........................................................................................................1 1

4. 2. S e c o n d ar y  O bj e cti v es ...................................................................................................1 1

4. 3. E x pl or at or y  O bj e cti v es.................................................................................................1 4

5. St u d y  D e si g n.....................................................................................................................1 8

5. 1. S u m m ar y  of St u d y D e si g n............................................................................................1 8

5. 1. 1. S cr e e ni n g P eri o d ..................................................................................................1 9

5. 1. 2. E v al u at i on P eri o d .................................................................................................1 9

5. 1. 3. F o ll ow -u p P eri o d .................................................................................................2 0

5. 2. D et er mi n at i on of S a m pl e Si z e ......................................................................................2 0

5. 3. M et h o d of Assi g n m e nt t o Tr e at m e nt ............................................................................2 1

5. 3. 1. R a n d o mi z ati o n .....................................................................................................2 1

5. 3. 2. Bli n di n g ...............................................................................................................2 1

6. A Pri ori  St atistic al M et h o ds ..............................................................................................2 3

6. 1. G e n er al C o nsi d er ati o ns ................................................................................................2 3

6. 1. 1. A n al ysis P o p ul at i ons ............................................................................................2 3

6. 1. 2. D efi nit i on o f St u d y  B as eli n e ................................................................................2 6

6. 1. 3. St u d y  Ti m e I nt er v als............................................................................................2 6

6. 1. 4. A n al ysis M et h o ds .................................................................................................2 7

6. 1. 5. Ti mi n g of Pri m ar y A n al ysis .................................................................................2 9

6. 1. 5. 1. P art 1 Pri m ar y  A n al ysis ..................................................................................2 9

6. 1. 5. 2. P art 2 Pri m ar y  A n al ysis ..................................................................................2 9

6. 2. A d j ustm e nt s for C o v ari at e s ..........................................................................................2 9

6. 3. H a n dli n g of Dr o p o uts or Missi n g D at a .........................................................................2 9

6. 3. 1. Missi n g S A R S -C o V -2 I nf e cti o n St at us .................................................................3 0

6. 3. 2. Missi n g C O VI D -1 9 St at us or Dis e as e S e v erit y .....................................................3 0

6. 3. 3. N o n -R es p o n d er I m p ut ati o n ( N RI) ........................................................................3 0

6. 3. 4. L ast O bs er v at i on C arri e d F or w ar d ( L O C F) ..........................................................3 0
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6. 3. 5. Mi x e d -eff e cts M o d el R e p e at e d M e as ur es ( M M R M) .............................................3 1

6. 3. 6. Hi g h e st Di s e a s e St at e s I mp ut ati o n ( H D SI) ...........................................................3 1

6. 4. M ul tic e nt er St u di e s ......................................................................................................3 1

6. 5. M ul tipl e C o m p aris o ns/ M ult i pli city ...............................................................................3 1

6. 6. P arti ci p a nt Di s p o si tio n .................................................................................................3 2

6. 7. P arti ci p a nt C h ar a ct eristi cs ............................................................................................3 3

6. 8. Tr e at m e nt C o m pli a n c e .................................................................................................3 4

6. 9. Pri or M e di c at i on a n d C o n c o mit a nt T h er a p y .................................................................3 4

6. 1 0. Effi c a c y A n al ys es ........................................................................................................3 4

6. 1 0. 1. Pr i m ary O ut c o m e a n d M et h o d ol o g y .....................................................................3 4

6. 1 0. 2. A d dit i on al A n al ys es of t h e Pri m ar y  O ut c o m e.......................................................3 5

6. 1 0. 2. 1. R a n d o m Eff e ct f or F a cilit y .............................................................................3 5

6. 1 0. 2. 2. Ris k Diff er e n c e/ Ti m e -t o-E v e nt Ass ess m e nt .....................................................3 5

6. 1 0. 2. 3. F ull y  D o s e d P o p ulat i on ..................................................................................3 5

6. 1 0. 3. S e c o n d ar y  Effi c a c y A n al y s e s ...............................................................................3 5

6. 1 0. 3. 1. I n ci d e n c e of M o d er at e-or -W o rs e S e v erity C O VI D -1 9 b y  
D a y  5 7............................................................................................................3 5

6. 1 0. 3. 2. I n ci d e n c e of S A R S-C o V -2 I nf e ct i on b y D a y 2 9 ..............................................3 6

6. 1 0. 3. 3. S A R S -C o V -2 I nf e ct i on b y D a y 5 7 ..................................................................3 6

6. 1 0. 3. 4. H os pit ali z ati o n or D e at h D u e t o C O VI D -1 9 b y  D a y 5 7...................................3 6

6. 1 0. 3. 5. C O VI D -1 9 -R el at e d D et eri or ati o n ( H o s pi t ali z ati on, 
E m er g e n c y  R o o m, or D e at h b y D a y 5 7)..........................................................3 7

6. 1 0. 3. 6. C O VI D -1 9 -R el at e d M ort alit y b y D a y  5 7 ........................................................3 7

6. 1 1. P h ar m a c o ki n et i c a n d P h ar m a c o ki n eti c/ P h ar m a c o d y n a mi c 
M et h o ds .......................................................................................................................3 7

6. 1 2. S af et y A n al ys es ............................................................................................................3 8

6. 1 2. 1. B as eli n e a n d P ost b as eli n e D efi nit i ons f or S af et y Gr o u p s ......................................3 8

6. 1 2. 2. E xt e nt of E x p os ur e ...............................................................................................4 0

6. 1 2. 3. A d v ers e E v e nts ....................................................................................................4 0

6. 1 2. 4. D e at hs, Ot h er S eri o us A d v ers e E v e nts, a n d Ot h er N ot a bl e 
A d v ers e E v e nts ....................................................................................................4 2

6. 1 2. 5. H os pit ali z ati o n, Cli ni c al E v e nts, a n d Cli ni c al St at us .............................................4 2

6. 1 2. 6. Cli ni c al L a b or at or y  E v al u ati on .............................................................................4 2

6. 1 2. 7. Vi t al Sig ns a n d Ot h er P h ysi c al Fi n di n gs ...............................................................4 2

6. 1 2. 8. I mm u n o g e ni cit y ...................................................................................................4 4

6. 1 3. S u b gr o u p A n al ys es .......................................................................................................4 4

6. 1 4. Pr ot o c ol  Viol at i ons .......................................................................................................4 6

6. 1 5. I nt eri m A n al ys es a n d D at a M o nit ori n g .........................................................................4 6

6. 1 5. 1. I nt eri m A n al ys es ..................................................................................................4 6
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6. 1 5. 2. D at a M o nit ori n g C o m mitt e e/ Ass ess m e nt C o m mitt e e ...........................................4 7

6. 1 6. A d dit i on al E x pl or at or y  A n al ys es..................................................................................4 7

6. 1 6. 1. Pr ot o c ol  D efi n e d E x pl or at or y E n d p oi nts ..............................................................4 7

6. 1 6. 1. 1. Ti m e t o I m pr o v e m e nt t o Mil d S e v erit y S y m pt o m s ..........................................4 7

6. 1 6. 1. 2. W o rst NI AI D S c or e ........................................................................................4 8

6. 1 6. 1. 3. S A R S -C o V -2 Cl e ar a n c e .................................................................................4 8

6. 1 6. 1. 4. Ti m e t o S A R S -C o V -2 Cl e ar a n c e ....................................................................4 8

6. 1 6. 1. 5. Vi r al R esist a n c e..............................................................................................4 9

6. 1 6. 1. 6. D ur ati o n of  H o s pit ali z ati on .............................................................................4 9

6. 1 6. 2. A d dit i on al E x pl or at or y  A n al ys es n ot D efi n e d i n t h e Pr ot o c ol...............................4 9

6. 1 6. 2. 1. S A R S -C o V -2 Vi r al L o a d o v er Ti m e ...............................................................4 9

6. 1 6. 2. 2. Cli ni c al W ors e ni n g b as e d o n t h e NI AI D S c al e ................................................4 9

6. 1 6. 2. 3. Ti m e t o H os pit ali z at i on fr om first p ositiv e S A R S -C o V -2 
t est..................................................................................................................4 9

6. 1 6. 2. 4. Ti m e t o A d missi o n t o I C U fr o m first p ositi v e S A R S -
C o V -2 t est ......................................................................................................5 0

6. 1 6. 2. 5. Pr o p orti o ns of  P atie nt s H o s pi t ali z e d, A d mitt e d t o t h e 
I C U, R e q uirin g M e c h a ni c al V e nt il ati on ..........................................................5 0

6. 1 6. 2. 6. All C a us e M ort alit y ........................................................................................5 0

6. 1 6. 2. 7. P er si st e ntl y Hi g h Vir al L o a d ...........................................................................5 1

6. 1 7. A n n u al R e p ort A n al ys es ...............................................................................................5 1

6. 1 8. Cli ni c al Tri al R e gistr y  A n al ys es...................................................................................5 1

7. R ef er e n c es ........................................................................................................................5 2

8. A p p e n di c es .......................................................................................................................5 3
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T a bl e of C o nt e nt s

T a bl e P a g e

T a bl e P Y A D. 4. 1. S e c o n d ar y  O bj e cti v es of P art 1 of St u d y J 2 X-M C -
P Y A D( c) ................................................................................................1 1

T a bl e P Y A D. 4. 2. S e c o n d ar y  O bj e cti v es of P art 2 of St u d y J 2 X-M C -
P Y A D( c) ................................................................................................1 3

T a bl e P Y A D. 4. 3. E x pl or at or y  O bj e cti v es of P art 1 of St u d y J 2 X-M C -

P Y A D( c) i n P arti ci p a nts N e g ati v e at B as eli n e f or S A R S -
C o V -2 R T -P C R a n d S er ol o g y .................................................................1 4

T a bl e P Y A D. 4. 4. E x pl or at or y  O bj e cti v es of P art 1 of St u d y J 2 X-M C -
P Y A D( c) i n P arti ci p a nts P osit i v e at B as eli n e f or S A R S-
C o V -2 R T -P C R a n d N e g ati v e at B as el i n e f or S er ol o g y ..........................1 5

T a bl e P Y A D. 4. 5. E x pl or at or y  O bj e cti v es of P art 2 of St u d y J 2 X-M C -

P Y A D( c) i n P arti ci p a nts i n t h e Tr e at m e nt C o h or t w h o ar e 
P o si tiv e at B as eli n e f or S A R S -C o V -2 R T -P C R a n d 
N e g ati v e at B as eli n e f or S er ol o g y ...........................................................1 6

T a bl e P Y A D. 4. 6. E x pl or at or y  O bj e cti v es of P art 3 of St u d y  J 2 X-M C -

P Y A D( c) i n P arti ci p a nts P osit i v e at B as eli n e f or S A R S-
C o V -2 R T -P C R a n d N e g ati v e at B as eli n e f or S er ol o g y ..........................1 7

T a bl e P Y A D. 5. 1. U n bli n di n g Pr o c e d ur es f or St u d y  J 2 X-M C -P Y A D( c) .............................2 2

T a bl e P Y A D. 6. 1. A n al ysis P o p ul at i ons ..............................................................................2 4

T a bl e P Y A D. 6. 2. D efi nit i on o f St u d y  P erio d Ti m e I nt er v als ..............................................2 7

T a bl e P Y A D. 6. 3. T a bl es a n d Fi g ur es R el at e d t o D e m o gr a p hi cs a n d Ot h er 
C h ar a ct eristi cs of St u d y  P o p ulat i on ........................................................2 7

T a bl e P Y A D. 6. 4. T a bl es a n d Fi g ur es R el at e d t o Dis p osit i on ..............................................3 2

T a bl e P Y A D. 6. 5. T a bl es a n d Fi g ur es R el at e d t o D e m o gr a p hi cs a n d Ot h er 
C h ar a ct eristi cs of St u d y  P o p ulat i on ........................................................3 3

T a bl e P Y A D. 6. 6. S u m m ar y  T a bl es R el at e d t o C o n c o mit a nt M e di c ati o ns ...........................3 4

T a bl e P Y A D. 6. 7. B as eli n e a n d P ost b as eli n e D efi nit i ons f or S af et y Gr o u p s

I nitial  C o ntr oll e d P erio d s of  I n di vi d u al St u di es
C o ntr oll e d I nt e gr at e d A n al ysis S ets ........................................................3 9

T a bl e P Y A D. 6. 8. A d dit i on al T y p e s of  A d v ers e E v e nts t o b e S u m m ari z e d..........................4 1

T a bl e P Y A D. 6. 9. T a bl es a n d Fi g ur es Pr o d u c e d t o S u p p ort Vit al Si g ns a n d 
P h ysi c al C h ar a ct er isti cs ..........................................................................4 3
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T a bl e P Y A D. 6. 1 0. C at e g ori c al Crit eri a f or A b n or m al Tr e at m e nt -E m er g e nt 
Bl o o d Pr ess ur e a n d P uls e M e as ur e m e nt, a n d C at e g ori c al 
Cri t eri a f or W eig ht a n d T e m p er at ur e C h a n g es i n A d ults .........................4 4

T a bl e P Y A D. 6. 1 1. C o n c o mit a nt M e di c ati o ns of I nt er est S u b gr o u p ......................................4 5
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T a bl e of C o nt e nt s

Fi g ur e P a g e

Fi g ur e P Y A D. 5. 1. O v er vi e w of p arti ci p a nt fl o w fr o m tim e of I n d e x C as e at a 
f a cility t o c o mpl eti o n of  fol l ow -u p f or P art 1 of t h e st u d y .......................1 8

Fi g ur e P Y A D. 5. 2. O v er vi e w of p arti ci p a nt fl o w fr o m ti m e of I n d e x C as e at a 
f a cility t o c o mpl eti o n of  fol l ow -u p f or P art 2 of t h e st u d y .......................1 9

Fi g ur e P Y A D. 6. 1. Gr a p hi c al t esti n g s c h e m e f or t h e pri m ar y a n d k e y 
s e c o n d ar y e n d p oi nts i n P art 1 .................................................................3 2
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T a bl e of C o nt e nt s

A p p e n di x P a g e

A p p e n di x 1. NI AI D S c ori n g S c al e ..............................................................................5 4
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3. Revision History

Statistical Analysis Plan (SAP) Version 3 was approved prior to unblinding.

SAP Version 4 was approved prior to the first patient visit of Part 3 of the study.

DOCUMENT HISTORY

Document Date

Version 4 7-Dec-2020

Vesion 3 12-Nov-2020

Version 2 26-Oct-2020

Original SAP 20-Jul-2020

Overall Rationale for the revision on Version 3:

The sponsor is adding Part 3 of Study PYAD. The SAP is being updated to reflect the changes 
implemented in protocol amendment (c).

Part 3 of the study is a two arm, outpatient, open label, exploratory cohort evaluating the efficacy 
and safety of LY3819253 and LY3819253 in combination with LY3832479 in participants 
positive for SARS-CoV-2 with or without symptoms in staff and residents who are at higher risk 
for more severe disease and hospitalization in skilled nursing and assisted living facilities.  

Section # and Name Description of Change Brief Rationale

Throughout PYAD(b) changed to PYAD(c) Protocol Update – amendment (c).

Section 4.3 – Exploratory 

Endpoints

Exploratory Objectives for Part 

3 added

Protocol Update – amendment (c).

5.1 – Summary of Study Design Schema for Part 3 added. Protocol Update – amendment (c).

5.1.1 – Screening Period Screening period information 

for Part 3 added.

Protocol Update – amendment (c).

5.1.2 – Evaluation Period Evaluation period information 

for Part 3 added.

Protocol Update – amendment (c).

5.1.3 – Follow-up Period Follow-up period information 

for Part 3 added.

Protocol Update – amendment (c).

5.2 – Determination of Sample Size

Language discussing sample 

size for Part 3 added

Protocol Update – amendment (c).

5.3.2 Blinding Added open-label language 

regarding Part 3

Protocol Update – amendment (c).

6.1.1 – Analysis Populations Added Safety and Treatment 

populations for Part 3. 

Protocol Update – amendment (c).

6.1.4 – Analysis Methods Elaborated that only Parts 1 

and 2 of the study will be 

controlled for multiplicity. 

Protocol Update – amendment (c).
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Section # and Name Description of Change Brief Rationale

6.10.3.5 - COVID-19-Related 

Deterioration (Hospitalization, 

Emergency Room, or Death by Day 

57)

Elaborated that death also 

needed to be related to 

COVID-19 to satisfy the 

endpoint.

Clarification

6.16.1.3 – SARS-CoV-2 Clearance Part 3 analysis added to 

description

Protocol Update – amendment (c).

6.16.2.7 – Persistently High Viral 

Load

Exploratory endpoint added Protocol Update – amendment (c).
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4. Study Objectives

4.1. Primary Objective
The primary study objective is to demonstrate superior efficacy of LY3819253 and LY3819253 

in combination with LY3832479 over placebo in the prevention of COVID-19 among residents 
and facility staff of skilled nursing and assisted living facilities with a high risk of SARS-CoV-2 
exposure.

The primary endpoint for each part of the study is the proportion of participants who experience 

a case of COVID-19, defined as the detection of SARS-CoV-2 by polymerase chain reaction 
(RT-PCR) with mild or worse disease severity in the 21 days after detection, within 8 weeks of 

randomization, in participants who are negative at baseline for SARS-CoV-2 RT-PCR and 
serology. In Part 2 of the study, participants must also test negative on a point-of-care (POC) test 

at baseline. Statistical hypothesis testing for the primary endpoint for each Part of the study will 
be conducted using a logistic regression method at the 2-sided 0.05 level. 

To facilitate rapid prophylaxis and treatment of residents and facility staff, participants will be 
enrolled prior to assessment of baseline SARS-CoV-2 RT-PCR or serology results, thus multiple 

analysis populations will exist. The primary endpoint will be assessed on participants who are 
negative at baseline for SARS-CoV-2 RT-PCR and serology.

4.2. Secondary Objectives
For Part 1, all secondary analyses will compare LY3819253 versus placebo in participants who 
are negative at baseline for SARS-CoV-2 RT-PCR and serology.

Table PYAD.4.1. Secondary Objectives of Part 1 of Study J2X-MC-PYAD(c)

Objectives Endpoints

Key Secondary

 Compare the incidence of moderate or 

worse severity COVID-19 

 Cumulative incidence of moderate or worse 
severity COVID-19; defined as the detection 
of SARS-CoV-2 by RT-PCR AND moderate 
or worse disease severitya within 21 days of 
detection

 Time frame for endpoint evaluation: 8 weeks 
from randomization

Compare the incidence of SARS-CoV-2 

infection

 Cumulative incidence of SARS-CoV-19; 
defined as the detection of SARS-CoV-2 by 
RT-PCR, 

 Time frame for endpoint evaluation: 4 weeks 
from randomization
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O bj e cti v es E n d p oi nts

Ot h e r S e c o n d a r y

 C o m p ar e t h e i n ci d e n c e of S A R S -C o V -2 

i nf e cti o n 

 C u m ul ati v e i n ci d e n c e of S A R S -C o V -2 
i nf e cti o n d efi n e d as t h e d et e cti o n of S A R S-
C o V -2 b y R T -P C R

 Ti m e fr a m e f or e n d p oi nt e v al u ati o n: 8 w e e ks 
fr o m r a n d o mi z ati o n

 C o m p ar e t h e fr e q u e n c y of h os pit ali z ati o n 

d u e t o C O VI D -1 9 

 Pr o p orti o n of p arti ci p a nts w h o ar e 
h os pit ali z e d ( d efi n e d as ≥ 2 4 h o urs of a c ut e 
c ar e ) d u e t o C O VI D -1 9. 

 Ti m e fr a m e f or e n d p oi nt e v al u ati o n: 8 w e e ks 
fr o m r a n d o mi z ati o n

 C h ar a ct eri z e cli ni c al st at us f or 

p arti ci p a nts.  

Pr o p orti o n ( p er c e nt a g e) of p arti ci p a nts w h o 

e x p eri e n c e t h es e e v e nts: 

 C O VI D -1 9 r el at e d h os pit ali z ati o n 

( d efi n e d as ≥ 2 4 h o urs of a c ut e c ar e),

 C O VI D -1 9 r el at e d e m er g e n c y r o o m visit, 

or

 d e at h

Ti m e fr a m e f or e n d p oi nt e v al u ati o n: 8 w e e ks fr o m 
r a n d o mi z ati o n

 C o m p ar e t h e m ort alit y d u e t o C O VI D -1 9  Pr o p orti o n of p arti ci p a nts w h o di e d u e t o 

C O VI D -1 9  

 Ti m e fr a m e f or e n d p oi nt e v al u ati o n: 8 w e e ks 

fr o m r a n d o mi z ati o n

a b br e vi ati o ns: C O VI D -1 9 = c or o n a vir us dis e as e – 2 0 1 9; R T -P C R = r e v ers e tr a ns cri pti o n – p ol y m er as e c h ai n r e a cti o n; 

S A R S -C o V -2 = s e v er e a c ut e r es pir at or y s y n dr o m e c or o n a vir us 2.
a as d efi n e d i n T a bl e 1 of t h e pr ot o c ol.

F or P art 2, p arti ci p a nts will b e t est e d wit h p oi nt of c ar e S A R S -C o V -2 P o C t est t o d et er mi n e 
S A R S -C o V -2 st at us. P arti ci p a nts wit h a n e g at i v e P o C t est will r a n d omi z e t o t h e Pr e v e n tio n 
C o h ort . T h o s e wi t h a p o sitiv e t est will e nr oll t o t h e Tr e at m e nt C o h ort.

A ll s e c o n d ar y a n al ys es i n P art 2 will c o m p ar e L Y 3 8 1 9 2 5 3 a n d L Y 3 8 1 9 2 5 3 i n c o m bi n at i on wi t h 

L Y 3 8 3 2 4 7 9 v ers us pl a c e b o i n p arti ci p a nts i n t h e Pr e v e nti on C o h ort w h o ar e n e g ati v e at b as eli n e 
f or S A R S-C o V -2 R T -P C R a n d s er ol o g y .
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T a bl e P Y A D .4 .2 . S e c o n d ar y O bj e cti v e s of P art 2 of St u d y J 2 X -M C -P Y A D( c)

O bj e cti v es E n d p oi nts

K e y S e c o n d a r y

 C o m p ar e t h e i n ci d e n c e of m o d er at e or 

w ors e s e v erit y C O VI D -1 9 

 C u m ul ati v e i n ci d e n c e of m o d er at e or w ors e 
s e v erit y C O VI D -1 9; d efi n e d as t h e d et e cti o n 
of S A R S -C o V -2 b y R T -P C R A N D m o d er at e 
or w ors e dis e as e s e v erit y a wit hi n 2 1 d a ys of 
d et e cti o n

 Ti m e fr a m e f or e n d p oi nt e v al u ati o n: 8 w e e ks 
fr o m r a n d o mi z ati o n

C o m p ar e t h e i n ci d e n c e of S A R S -C o V -2 

i nf e cti o n

 C u m ul ati v e i n ci d e n c e of S A R S -C o V -1 9 ; 
d efi n e d as t h e d et e cti o n of S A R S -C o V -2 b y 
R T -P C R, 

 Ti m e fr a m e f or e n d p oi nt e v al u ati o n: 4 w e e ks 
fr o m r a n d o mi z ati o n

Ot h e r S e c o n d a r y

 C h ar a ct eri z e t he p h ar m a c o ki n et i cs of 

L Y 3 8 1 9 2 5 3 a n d L Y 3 8 1 9 2 5 3 i n 
c o m bi n at i on wi t h L Y 3 8 3 2 4 7 9

 M e a n c o n c e ntr ati o n o f L Y 3 8 1 9 2 5 3 o n 
D a y  2 9

 M e a n c o n c e ntr ati o n of  L Y 3 8 3 2 4 7 9 i n t h e 
pr es e n c e of L Y 3 8 1 9 2 5 3 o n D a y  2 9

a b br e vi ati o ns: C O VI D -1 9 = c or o n a vir us dis e as e – 2 0 1 9; R T -P C R = r e v ers e tr a ns cri pti o n – p ol y m er as e c h ai n r e a cti o n; 

S A R S -C o V -2 = s e v er e a c ut e r es pir at or y s y n dr o m e c or o n a vir us 2 .
a as d efi n e d i n T a bl e 1 of t h e pr ot o c ol .
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4.3. Exploratory Objectives

Table PYAD.4.3. Exploratory Objectives of Part 1 of Study J2X-MC-PYAD(c) in 
Participants Negative at Baseline for SARS-CoV-2 RT-PCR and 
Serology

Objectives Endpoints

Exploratory

Compare time to improvement to mild 

severity symptoms in participants who 

develop moderate or worse severitya

COVID-19 

 Time to improvement to mild severitya. 

Characterize COVID-19 illness and 

severity according to NIAID ordinal 

scale(s)

 Worst score on NIAID ordinal scale(s). 

Characterize SARS-CoV-2 viral 

endpoints in those participants that 

become RT-PCR positive.   

 Proportion of participants that achieve SARS-

CoV-2 clearance within 1, 2, or 3 weeks of 

positive RT-PCR

 Time to SARS-CoV-2 clearance

Characterize emergence of viral 

resistance to LY3819253

 Comparison from the first positive sample to 
at least the last positive sample in a subset of 
participants.

Compare the duration of hospitalization 

due to COVID-19 

 Cumulative days of hospitalization in those 
who are hospitalized due to COVID-19. 

Abbreviations: COVID-19 = coronavirus disease – 2019; NIAID = National Institute of Allergy and Infectious Diseases; RT-

PCR = reverse transcription – polymerase chain reaction; SARS-CoV-2 = severe acute respiratory syndrome 

coronavirus 2.
a as defined in Table 1 of the protocol
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Table PYAD.4.4. Exploratory Objectives of Part 1 of Study J2X-MC-PYAD(c) in 
Participants Positive at Baseline for SARS-CoV-2 RT-PCR and 
Negative at Baseline for Serology

Objectives Endpoints

Exploratory

Compare the incidence of moderate or 

worse severity COVID-19 in participants 

without moderate or worse severitya

COVID-19 at baseline 

 Cumulative incidence of moderate or worse 
severity COVID-19; defined as moderate or 
worse disease severitya within 21 days of 
baseline. 

Compare the incidence of COVID-19 in 

participants who are asymptomatica

baseline.

 Cumulative incidence of COVID-19; defined 
as mild or worse disease severitya within 21 
days of baseline

Compare time to improvement to mild 

severity symptomsa in participants who 

have at baseline, or develop, moderate or 

worse COVID-19. 

 Time to improvement to mild severitya. 

Compare the frequency of hospitalization 

due to COVID-19 

 Proportion of participants who are 
hospitalized due to COVID-19 

Characterize clinical status for 

participants.  

Proportion (percentage) of participants who 

experience these events: 

 COVID-19 related hospitalization 

(defined as ≥24 hours of acute care),

 COVID-19 related emergency room visit, 

or

 death

Characterize COVID-19 illness and 

severity according to NIAID ordinal 

scale(s)

 Worst score on a NIAID ordinal scale(s) 

Compare the mortality due to COVID-19  Proportion of participants who die due to 

COVID-19.

Characterize SARS-CoV-2 viral 

endpoints in those participants that 

become RT-PCR positive.   

 Proportion of participants that achieve SARS-
CoV-2 clearance within 1, 2, or 3 weeks of 
baseline.

 Time to SARS-CoV-2 clearance.

Characterize emergence of viral 

resistance to LY3819253

 Comparison from baseline to at least the last 
positive sample in a subset of participants.
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Objectives Endpoints

Compare the duration of hospitalization 

due to COVID-19 

 Cumulative days of hospitalization in those 
who are hospitalized due to COVID-19.

Abbreviations: COVID-19 = coronavirus disease – 2019; NIAID = National Institute of Allergy and Infectious Diseases; RT-

PCR = reverse transcription – polymerase chain reaction; SARS-CoV-2 = severe acute respiratory syndrome 

coronavirus 2.
a as defined in Table 1 of the protocol

Table PYAD.4.5. Exploratory Objectives of Part 2 of Study J2X-MC-PYAD(c) in 
Participants in the Treatment Cohort who are Positive at Baseline 
for SARS-CoV-2 RT-PCR and Negative at Baseline for Serology

Objectives Endpoints

Exploratory

Evaluate the frequency of hospitalization 

due to COVID-19 

 Proportion of participants who are 
hospitalized due to COVID-19 

Characterize clinical status for 

participants.  

Proportion (percentage) of participants who 

experience these events: 

 COVID-19 related hospitalization 

(defined as ≥24 hours of acute care),

 COVID-19 related emergency room visit, 

or

 death

Characterize COVID-19 illness and 

severity according to NIAID ordinal 

scale(s)

 Worst score on a NIAID ordinal scale(s) 

Evaluate the mortality due to COVID-19  Proportion of participants who die due to 

COVID-19.

Characterize SARS-CoV-2 viral 

endpoints.   

 Proportion of participants that achieve SARS-
CoV-2 clearance within 8 or 29 days of 
baseline.

 Time to SARS-CoV-2 clearance.

Characterize emergence of viral 

resistance to LY3819253 or LY3832479

 Comparison from baseline to at least the last 
positive sample in a subset of participants.

Evaluate the duration of hospitalization 

due to COVID-19 

 Cumulative days of hospitalization in those 
who are hospitalized due to COVID-19.
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L Y 3 8 1 9 2 5 3 & L Y 3 8 3 2 4 7 9

A b br e vi ati o ns: C O VI D -1 9 = c or o n a vir us dis e as e – 2 0 1 9; NI AI D = N ati o n al I nstit ut e of A ll er g y a n d I nf e cti o us Dis e as es; R T -

P C R = r e v ers e tr a ns cri pti o n – p ol y m er as e c h ai n r e a cti o n; S A R S -C o V -2 = s e v er e a c ut e r es pir at or y s y n dr o m e 

c or o n a vir us 2 .
a as d efi n e d i n T a bl e 1 of t h e pr ot o c ol

T a bl e P Y A D .4 .6 . E x pl or at or y O bj e cti v e s of P art 3 of St u d y J 2 X -M C -P Y A D( c) i n 
P arti ci p a nt s P o siti v e at B a s eli n e f or S A R S -C o V -2 R T -P C R a n d 
N e g ati v e at B a s eli n e f or S er ol o g y

O bj e cti v es E n d p oi nts

E x pl o r at o r y

C o m p ar e t h e fr e q u e n c y of h os pit ali z ati o n 

d u e t o C O VI D -1 9 

 Pr o p orti o n of p arti ci p a nts w h o ar e 
h os pit ali z e d or e x p eri e n c e d e at h d u e t o 
C O VI D -1 9 

C h ar a ct eri z e cli ni c al st at us f or 

p arti ci p a nts.  

Pr o p orti o n ( p er c e nt a g e) of p arti ci p a nts w h o 

e x p eri e n c e t h es e e v e nts: 

 C O VI D -1 9 r el at e d h os pit ali z ati o n 

( d efi n e d as ≥ 2 4 h o urs of a c ut e c ar e),

 C O VI D -1 9 r el at e d e m er g e n c y r o o m visit, 

or

 D e at h d u e t o C O VI D -1 9

C h ar a ct eri z e C O VI D -1 9 ill n ess a n d 

s e v erit y a c c or di n g t o NI AI D or di n al 

s c al e(s)

 W orst s c or e o n a NI AI D or di n al s c al e(s) 

C h ar a ct eri z e t h e mort alit y d u e t o 

C O VI D -1 9 

 Pr o p orti o n of p arti ci p a nts w h o di e d u e t o 

C O VI D -1 9 .

C h ar a ct eri z e S A R S -C o V -2 vir al 

e n d p oi nts i n t h os e p arti ci p a nts t h at 

b e c o m e R T -P C R p ositi v e.   

 Pr o p orti o n of p arti ci p a nts t h at a c hi e v e S A R S -
C o V -2 cl e ar a n c e wit hi n 8 or 2 9 d a ys of 
b as eli n e.

 Ti m e t o S A R S -C o V -2 cl e ar a n c e.

C h ar a ct eri z e e m er g e n c e of vir al 

r esist a n c e t o L Y 3 8 1 9 2 5 3

 C o m p aris o n fr o m b as eli n e t o at l e ast t h e l ast 
p ositi v e s a m pl e i n a s u bs et of p arti ci p a nts.

E v al u at e t h e d ur ati o n of h os pit ali z ati o n 

d u e t o C O VI D -1 9 

 C u m ul ati v e d a ys of h os pit ali z ati o n i n t h os e 
w h o ar e h os pit ali z e d d u e t o C O VI D -1 9.

A d dit i on al e x pl or at or y  o bje cti v es n ot pr e vi o usl y  d efi n e d i n t h e pr ot o c ol ar e d es cri b e d i n
S e cti o n 6. 1 6. 2 . 
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5. St u d y  D e si g n

5. 1. S u m m a r y of St u d y D e si g n
T his is a P h as e 3, r a n d o mi z e d, d o u bl e -bli n d, pl a c e b o -c o ntr oll e d, si n gl e -d o s e st u d y  in s kill e d 

n ursi n g a n d assist e d li vi n g f a cilit y r esi d e nts a n d st aff t o e v alu at e t h e effi c a c y  a nd s af et y  of 
L Y 3 8 1 9 2 5 3 , alo n e a n d i n c o m bi n at i on wi t h L Y 3 8 3 2 4 7 9, i n pr e v e nti n g S A R S-C o V -2 i nf e ct i on
a n d C O VI D -1 9 .

Fi g ur e P Y A D .5 .1 . O v er vi e w of p arti ci p a nt fl o w fr o m ti m e of I n d e x C a s e at a f a cilit y to 
c o m pl eti o n of f oll o w -u p f or P art 1 of t h e st u d y

Fi g ur e P Y A D. 5. 2 . O v er vi e w of p arti ci p a nt fl o w fr o m ti m e of I n d e x C a s e at a 

f a cilit y t o c o m pl eti o n of f oll o w-u p f or P art 2 of t h e st u d y
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Fi g ur e P Y A D .5 .2 . O v er vi e w of p arti ci p a nt fl o w fr o m ti m e of I n d e x C a s e at a f a cilit y t o 
c o m pl eti o n of f oll o w -u p f or P art 2 of t h e st u d y

5. 1. 1. S c r e e ni n g P e ri o d
T h e s cr e e ni n g p eri o d f or e a c h sit e i n P arts 1 a n d 2 o p e ns w h e n a n S A R S -C o V -2 i n d e x c as e at t h e 

f a cility is c o nfir m e d.  A c o nfir m e d i n d e x c as e is t h e first di r e ct S A R S-C o V -2 d et e cti o n r e s ult 
r e p ort e d at a f a cility.   S cr e e ni n g, r a n d o mi z at i on a n d I P a d mi nistr ati o n m ust b e c o m pl et e d wit hi n 
u p t o 7 d a y s fr o m t h e i n d e x c as e.  

S cr e e ni n g a n d D a y  1 ma y o c c ur o n t h e s a m e d a y .

I nt er est e d p arti ci p a nts or t h eir l e g al r e pr es e nt ati v e will si g n t h e a p pr o pri at e i nf or m e d c o ns e nt 
d o c u m e nt( s) pri or t o c o m pl eti o n of  a n y pr o c e d ur es.  

T h e i n v est i g at or will r e vi e w s y m pt o ms, ris k f a ct ors, a n d ot h er n o ni n v asi v e i n cl usi o n a n d 
e x cl usi o n cri t eri a prior t o a n y  in v asi v e pr o c e d ur es. If t h e p arti ci p a nt is eli gi bl e aft er t his r e vi e w, 
t he n t h e sit e will p erf or m t h e i n v asi v e pr o c e d ur es t o c o nfir m eli gi bilit y.

I n P art 3, t h e s cr e e ni n g p eri o d f or e a c h p arti ci p a nt st art s at t h e sig ni n g o f t he I C F. S cr e e ni n g, 
r a n d omi z at i on, a n d I P a d mi nistr ati o n m ust b e c o m pl et e d wit hi n 7 d a ys fr o m si g ni n g t h e I C F. 

5. 1. 2. E v al u ati o n P e ri o d
T h e e v al u ati o n p eri o d b e gi ns w h e n t h e p arti ci p a nt c o m pl et es s cr e e ni n g a n d is e nr oll e d i n t h e 

st u d y. P arti ci p a nts will b e r a n d o mi z e d t o pl a c e b o or L Y 3 8 1 9 2 5 3 i n P art 1. I n P art 2, p arti ci p a nts 
will b e r a n d o mi z e d t o pl a c e b o, L Y 3 8 1 9 2 5 3, or L Y 3 8 1 9 2 5 3 i n c o m bi n a tio n wi t h L Y 3 8 3 2 4 7 9. I n 

P art 3, p arti ci p a nts will b e r a n d o mi z e d t o L Y 3 8 1 9 2 5 3 or L Y 3 8 1 9 2 5 3 i n c o m bi n at i on wi t h 
L Y 3 8 3 2 4 7 9. Ass ess m e nts a n d pr o c e d ur es will b e c o n d u ct e d as d es cri b e d i n t h e S c h e d ul e of 
A ct i viti es (S o A; S e ct i on 1. 3 of t h e pr ot o c ol). 
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If a participant is hospitalized, efforts will be made to retrieve hospital records and report 
procedures and assessments according to the SoA, as feasible.

5.1.3. Follow-up Period
For Part 1 and for the Prevention Cohort in Part 2, post-treatment follow-up assessments will be 
conducted at Days 85, 141, and 169 according to the SoA.

For the Treatment Cohort in Part 2 and for all participants in Part 3, a post-evaluation follow-up 
assessment will be conducted at Day 85 according to the SoA. 

Strategies to manage infection risks and reduce the burden of return visits may be used by sites, 
such as remote visits.

5.2. Determination of Sample Size
For Part 1, an estimated 33 events are needed to show superiority of LY3819253-4200mg over 

placebo in each of the primary and key secondary endpoints, using the formula by Schoenfeld 
(1983).  An average sample size of approximately 1300 participants who are SARS-CoV-2 PCR 

negative and serology negative at baseline is expected to obtain the needed number of events for 
each endpoint.

For Part 2, an estimated 56 events in the Prevention Cohort are needed to show superiority over 
placebo for either LY3819253-700mg or LY3819253-350mg+LY3832479-700mg in each of the 

primary and key secondary endpoints. Approximately 2000 participants on average will be 
randomly assigned to study intervention such that approximately 1700 participants are 

randomized in the Prevention Cohort with the goal of achieving approximately 56 events on each 
of the primary and key secondary endpoints.

The maximum sample size for this study is approximately 5000 participants in the intent-to-treat 
(ITT) population.

Participants will be residents and staff of skilled nursing and assisted living facilities.  Globally, 
there are many reports of the rapid spread of COVID-19 amongst residents of skilled nursing 

facilities following identification of an index case, with high associated rates of morbidity and 
mortality (Arons et al. 2020; Grabowski).  Given that residents at these facilities are at higher 

risk for having a more severe disease course of COVID-19, this will be an important population 
to participate in the study.  Therefore, a minimum of 300 residents will be enrolled.  

Operationally, this will be accomplished, when possible, by identifying facilities where 
approximately half of the participants interested in the study are residents.

For sample size determination for Part 1, the following assumptions were used:

1) two-sided significance level of 0.05; 

2) 90% power for the primary and key secondary endpoints; 
3) an 8-week placebo group event rate of 4.0% for moderate or worse severity COVID-19; 

4) a risk ratio of 0.33 between LY3819253 and placebo in terms of the primary and key 
secondary endpoints.



J 2 X -M C -P Y A D( c) St ati sti c al A n al y si s Pl a n V 4 P a g e 2 1

L Y 3 8 1 9 2 5 3 & L Y 3 8 3 2 4 7 9

F or s a m pl e si z e d et er mi n at i on f or P art 2, t h e f oll owi n g ass u m pt i ons w er e us e d:

1) t wo -si d e d si g nifi c a n c e l e v el o f 0. 0 2 5; 
2) 9 0 % p o w er f or t h e pri m ar y a n d k e y  s e c o n d ar y e n d p oi nts; 

3) a n 8 -w e e k pl a c e b o gr o u p e v e nt r at e of 5. 3 % f or m o d er at e or w ors e s e v erit y C O VI D -1 9; 
4) a ris k r ati o of 0. 3 3 b et w e e n a ct i v e dr u g a n d pl a c e b o i n t er ms of t h e pri m ar y a n d k e y  

s e c o n d ar y e n d p oi nt s.

D u e t o t h e d y n a mi c n at ur e of t h e p a n d e mi c, P art 3 will e nr o ll at l e ast 3 0 p arti ci p a nts a n d u p t o 

a p pr o xi m at el y  5 0 0 p arti cip a nts r a n d o mi z e d t o eit h er L Y 3 8 1 9 2 5 3 7 0 0 m g or L Y 3 8 1 9 2 5 3 7 0 0 m g 
+ L Y 3 8 3 2 4 7 9 1 4 0 0 m g . P art 3 of t h e st u d y is c o nsi d er e d e x pl or at or y a n d is n ot p o w er e d f or 
i nf er e n c e b et w e e n t h e t w o tr e at m e nt ar ms.

5. 3. M et h o d of A s si g n m e nt t o T r e at m e nt

5. 3. 1. R a n d o mi z ati o n
All p arti ci p a nts will b e c e ntr all y r a n d o mi z e d t o st u d y int er v e nt i on usi n g a n int er a cti v e w e b -

res p o ns e s yst e m (I W R S). B ef or e t h e st u d y is i nitiat e d, t h e l o g -i n i nf or m ati on a n d di r e ctio n s f or 
t he I W R S will b e pr o vi d e d t o e a c h sit e.

Bl o c k r a n d o mi z at i on wi t hi n e a c h sit e will b e us e d t o a c hi e v e b et w e e n-gr o u p c o m p ar a bili t y, a n d 
p arti ci p a nts will b e str atifi e d b y  r ole wi t hi n t h e f a cility (r esi d e nt v ers us f a cility st aff), a n d b y  s e x.

5. 3. 2. Bli n di n g
P arts 1 a n d 2 of t his st u d y  ar e d o u ble -bli n d e d . N eit her p arti ci p a nts, n or i n v est i g at ors, n or t h e 

s p o ns or st u d y t e a m will b e a w ar e of tr e at m e nt assi g n m e nts pri or t o t h e fi n al d at a b as e l o c k at t h e 
c o n cl u si o n  of t h e st u d y. 

N ot e:  It is p ossi bl e t h at s o m e p arti ci p a nts h a v e S A R S-C o V -2 n e g at i v e r es ult o n t he s cr e e ni n g 
p oi nt of c ar e t est, b ut c o ul d b e p ositi v e o n t h e b as eli n e S A R S -C o V -2 P C R t est.  T h e r es ults fr o m 

t he b as eli n e t est will n ot b e a v ail a bl e u nt il aft er t h e p arti ci p a nt is r a n d omi z e d.  O n c e p osit i v e 
r e s ults ar e k n o w n fr o m t h e b as eli n e t est, t h es e p arti ci p a nts will b e u n bli n d e d a n d h a v e t h e o pti o n 

t o c o n ti n u e t o b e f oll ow e d a c c or di n g t o t h e Pr e v e ntio n C o h ort S o A.   U n bli n d e d p arti ci p a nts will 
n ot b e i n cl u d e d as p art of t h e d efi n e d pr e v e nt i on p o p ul at i on.  T a bl e P Y A D .5 .1 d es cri b es g e n er al 
pr o c e d ur es f or u n bli n di n g.
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Table PYAD.5.1. Unblinding Procedures for Study J2X-MC-PYAD(c)

Unblinding (IWRS)  Emergency unblinding for adverse events may be performed through the 

IWRS. All actions resulting in an unblinding event are recorded and 

reported by the IWRS

 In case of an emergency, the investigator has the sole responsibility for 

determining if unblinding of a participants’ intervention assignment 

is warranted

 Participant safety must always be the first consideration in making such a 

determination. However, the investigator should make all attempts to 

contact the Medical Monitor in advance of unblinding

 If a participant’s intervention assignment is unblinded, the sponsor must be 

notified immediately after breaking the blind even if consultation occurred 

in advance

 The date and reason that the blind was broken must be recorded in the 

source documentation and case report form

Abbreviation: IWRS = interactive web-response system.

If an investigator, site personnel performing assessments, or participant is unblinded while the 

infusion is ongoing, the participant must be discontinued from the study intervention and the 
infusion stopped. If any amount of study intervention was administered, follow procedures 
according to the Schedule of Activities (SoA). 

Part 3 is open label.
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6. A Pri ori St ati sti c al M et h o d s

6. 1. G e n er 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 t he sp o ns or or i t s d e sig n e e .

All t a bl es, fi g ur es, a n d list i ngs will b e cr e at e d usi n g t h e cli ni c al tri al d at a b as e ( u nl ess ot h er wis e 
n ot e d), i n cl u di n g d at a d uri n g st u d y  p artici p ati o n. W hil e n ot r efl e ct e d i n a t a bl e, fi g ur e, or list i n g, 

a n y d at a c oll e ct e d aft er st u d y  p artici p at i on ( e. g., i n t h e Lill y S af et y  S y st e m or c o ll e ct e d t hr o u g h 
q u eri es t o t h e i n v est i g at or) m a y b e dis c uss e d i n a cli ni c al st u d y  r e p ort ( C S R) or i nt e gr at e d 
s u m m ar y d o c u m e nt w h e n d e e m e d r el e v a nt.

U nl ess ot h er wis e n ot e d, dis pl a ys will i n cl u d e c o l um ns f or e a c h tr e at m e nt gr o u p, i n v esti g ati on al 

pr o d u ct ( I P) a n d a n ot h er c ol u m n f or pl a c e b o will b e di s pl a y e d. A c o l um n t h at c o m bi n es I P wit h 
pl a c e b o (i . e., a t ot al c olu m n) will  not b e cr e at e d.

N ot all dis pl a ys d es cri b e d i n t his st atist i c al a n al ysis pl a n (S A P ) will n e c ess aril y b e i n cl u d e d i n 
t he C S R. N ot all dis p l a ys will n e c ess aril y be cr e at e d as a “st ati c ” dis pl a y. S o m e m a y  be 

i n c or p or at e d i nt o i nt er a cti v e dis pl a y t o ols i nst e a d of, or i n a d dit i on t o , a st ati c dis pl a y. A n y 
di s pl a y d es cri b e d i n t his S A P a n d n ot pr o vi d e d w o ul d b e a v ail a bl e u p o n r e q u est. 

All st atistic al a n al ys es will b e p erf or m e d usi n g S A S s oft w ar e V ersi o n 9. 4 ( or a hi g h er v ersi on), 
F A C T S 6. 0 ( or a hi g h er v ersi o n), a n d/ or R 3. 6 ( or a hi g h er v ersi o n) .

6. 1. 1. A n al y si s P o p ul ati o n s
P ati e nt p o p ul at i ons ar e d efi n e d i n T a bl e P Y A D .6 .1 al o n g wi t h t h e a n al ysis t h e y will b e u s e d t o 

c o n d u ct. T h e tr e at m e nt gr o u ps a n d i nf er e nti al c o m p aris o ns d es cri b e d i n T a bl e P Y A D .6 .1 will b e 
us e d u nl ess ot h er wis e s p e cifi e d. Als o, u nl ess ot h er wis e s p e cifi e d, f or all p o p ul at i ons/ a n al ysis, 
p ati e nt s will  be a n al y z e d a c c or di n g t o t h e tr e at m e nt t o w hi c h t h e y  w er e assi g n e d.

If e nr olli n g t o a pl a c e b o -c o ntr oll e d tri al is c h all e n g e d b y a n eff e cti v e m e di c ati o n b e c o mi n g 

a v ail a bl e f or pr e v e nti o n o f C O VI D -1 9 a n d S A R S -C o V -2, t h e n t h e pl a c e b o ar m m a y b e dr o p p e d 
i n P art 2.

T hr o u g h o ut t h e d o c u m e nt, t h e t er m “t h e Pr e v e nti o n p o p ul ati o ns ” wil l b e us e d t o d es cri b e b ot h 
t he P art 1 Pr e v e nt i on a n d P art 2 Pr e v e nt i on p o p ul ati o ns. A n al ys es o n t h e Pr e v e nt i on p o p ul at i ons 

will b e c o n d u ct e d o n e a c h Pr e v e nt i on p o p ul ati o n s e p ar at el y. T h e t er ms “t h e Tr e at m e nt 
p o p ul at i ons ” a n d “t h e S af et y p o p ul ati o n s ” ar e d e fi n e d si mil arl y, i n cl u di n g t h os e p o p ulat i ons 
fr om P art 3 of t h e st u d y . 
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Table PYAD.6.1. Analysis Populations

Population Description

Entered Definition: All patients who signed informed consent. 

Purpose: Used for disposition analysis.

Treatment Groups: None

Inferential Comparisons: None

Enrolled/Intent-to-Treat (ITT) Definition: All participants assigned to treatment, regardless of whether they 

take any doses of study treatment, or if they took the correct treatment.  Patients 

will be analyzed according to the treatment group to which they were assigned.

Purpose: Used for disposition, demographic, and safety analyses.

Treatment Groups (Short Label): 

Part 1: 4200 mg LY3819253 (4200 LY) and placebo (Pbo)

Part 2: 700 mg LY3819253, 350 mg LY3819253 + 700mg 

LY3832479, and placebo

Inferential Comparisons: LY versus placebo

Part 1 Prevention Definition: All participants in the Enrolled/Intent-to-Treat population in Part 1

who are SARS-CoV-2 RT-PCR negative and serology negative at baseline.

Purpose: Used for efficacy and health outcomes analyses.

Treatment Groups (Short Label): 4200 mg LY3819253 (4200 LY) and 

placebo (Pbo)Inferential Comparisons: LY versus placebo

Part 2 Prevention Definition: All participants in the Enrolled/Intent-to-Treat population in the 

Prevention Cohort in Part 2 who are SARS-CoV-2 RT-PCR negative and 

serology negative at baseline.

Purpose: Used for efficacy and health outcomes analyses.

Treatment Groups (Short Label): 700 mg LY3819253, 350 mg LY3819253 + 

700mg LY3832479, and placebo

Inferential Comparisons: LY3819253 versus placebo, LY3819253 + 

LY3832479 versus placebo

Part 1 Treatment Definition: All participants in the Enrolled/Intent-to-Treat population in Part 1 

who are SARS-CoV-2 RT-PCR positive at baseline and serology negative at 

baseline.

Purpose: Used for efficacy and health outcomes analyses.

Treatment Groups (Short Label): 4200 mg LY3819253 (4200 LY) and 

placebo (Pbo)Inferential Comparisons: LY versus placebo

Part 2 Treatment Definition: All participants in the Enrolled/Intent-to-Treat population in the 

Treatment Cohort in Part 2 who are POC positive, RT-PCR positive, and SARS-

CoV-2 serology negative at baseline.

Purpose: Used for efficacy and health outcomes analyses.

Treatment Groups (Short Label): 700 mg LY3819253, 350 mg LY3819253 + 

700mg LY3832479, and placebo

Inferential Comparisons: LY3819253 versus placebo, LY3819253 + 

LY3832479 versus placebo

Part 3 Treatment Definition: All participants in the Enrolled/Intent-to-Treat population in Part 3

who are RT-PCR positive, and SARS-CoV-2 serology negative at baseline.

Purpose: Used for efficacy and health outcomes analyses.

Treatment Groups (Short Label): 700 mg LY3819253 and 700 mg 

LY3819253 + 1400mg LY3832479

Inferential Comparisons: LY3819253 versus LY3819253 + LY3832479 (not 

powered for formal inference)
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Analysis Populations

Population Description

Part 1 Safety Definition: All participants randomly assigned and who received any amount 

of study intervention in Part 1. Participants will be analyzed according to the 

intervention they actually received.

Purpose: Used for safety analyses.

Treatment Groups (Short Label): 4200 mg LY3819253 (4200 LY) and 

placebo (Pbo)

Inferential Comparisons: LY versus placebo

Part 2 Safety Definition: All participants randomly assigned and who received any amount 

of study intervention in Part 2. Participants will be analyzed according to the 

intervention they actually received.

Purpose: Used for safety analyses.

Treatment Groups (Short Label): 700 mg LY3819253, 350 mg LY3819253 

+ 700mg LY3832479, and placebo

Inferential Comparisons: LY3819253 versus placebo, LY3819253 + 

LY3832479 versus placebo

Part 3 Safety Definition: All participants randomly assigned and who received any amount 

of study intervention in Part 3. Participants will be analyzed according to the 

intervention they actually received.

Purpose: Used for safety analyses.

Treatment Groups (Short Label): 700 mg LY3819253 and 700 mg 

LY3819253 + 1400mg LY3832479

Inferential Comparisons: LY3819253 versus LY3819253 + LY3832479 (not 

powered for formal inference)

Fully Dosed Definition: All participants in the Safety population who receive either 

placebo or a complete infusion of study intervention.

Purpose: Used for sensitivity assessments in the event that there are patients 

who do not receive a complete infusion of study drug.

Treatment Groups (Short Label): Part 1: 4200 mg LY3819253 

(4200 LY) and placebo (Pbo)

Part 2: 700 mg LY3819253, 350 mg LY3819253 + 700mg 

LY3832479, and placebo

Inferential Comparisons: LY versus placebo

Pharmacokinetic Definition: All randomized participants who received study intervention and 

have at least 1 postdose PK sample. Participants will be analyzed according to 

the intervention they received.

Purpose: Used for PK analyses.

Treatment Groups (Short Label): 

Part 1: 4200 mg LY3819253 (4200 LY) and placebo (Pbo)

Part 2: 700 mg LY3819253, 350 mg LY3819253 + 700mg LY3832479, and 

placeboInferential Comparisons: LY versus placebo

Abbreviations:  ITT = intent to treat; RT-PCR = reverse transcription – polymerase chain reaction; PK = 

pharmacokinetic; SARS-CoV-2 = severe acute respiratory syndrome coronavirus 2.
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6. 1. 2. D efi niti o n of St u d y B a s eli n e
U nl ess ot h er wis e s p e cifi e d, f or all m e as ur e m e nts , b as eli n e is d efi n e d as t h e l ast n o n missi n g 
ass ess m e nt r e c or d e d o n , or pri or t o , t he d at e of t h e st u d y  dr u g a d mi ni str atio n at st u d y D a y 1.

B as eli n e S A R S -C o V -2 R T -P C R a n d s er ol o g y  st at us will b e b as e d o n e v al u a bl e t est r es ults o n, or 

pri or t o, t h e d at e of st u d y  dr u g a d mi ni str atio n at st u d y  D a y 1. A p arti ci p a nt will b e c o nsi d er e d 
R T -P C R p o si tiv e at b as eli n e if a n y R T -P C R r es ult is d et er mi n e d t o b e p ositi v e.

B as eli n e f or s af et y a n al ysis is d es cri b e d i n t h e s af et y  s e cti on.

C h a n g e fr o m b as eli n e will b e c al c ul at e d as t h e visit v al u e of i nt er est mi n us t h e b as eli n e v al u e. If 

a b as eli n e v al u e or t h e v al u e at t h e visit is missi n g f or a p arti c ul ar v ari a b l e, t h e n t h e c h a n g e fr om 
b as eli n e is d efi n e d as missi n g.

6. 1. 3. St u d y Ti m e I nt er v al s
T o c al c ul at e t h e l e n gt h of a n y t i m e i nter v al or ti m e p eri o d i n t his st u d y , t he f o ll owi n g f or m ul a 

will b e us e d:

� � � � � ℎ � � � � � � � � �� ( � � � � ) = � � � � � � � − � � � �� � �� � � � � � � � � � + 1

T o c o n v ert a n y  tim e l e n gt h fr o m d a ys t o w e e ks, t h e f oll owi n g f or m ul a will b e us e d:

� � � � � ℎ � � � � � � � � �� ( � � � � � ) = � � � � � ℎ � � � � � � � � �� ( � � � � ) / 7

O nl y f or t h e p ur p os e of c al c ul at i n g t h e l e n gt h of st u d y p eri o d ti m e i nt er v als, t h e w or ds “ pri or t o ” 

i n T a bl e P Y A D .6 .2 s h o uld b e u n d erst o o d t o m e a n “t h e d a y  b efor e ” w hil e t h e w or ds “ aft er ” 
s h o uld b e u n d er st o o d t o m e a n “t h e d a y  aft er. ” F or t h e p ur p os e of d et er mi ni n g w h et h er a 

d at e/ti m e li es wit hi n a n i nt er v al , t hes e w or ds ar e i nt e n d e d t o c o n v e y w h et h er t h e st art or e n d of 
t he p eri o d i s i n cl usi v e of t h e s p e cifi e d d at e.

F or t h e p ur p os es of t h e e n d p o i nts ass essi n g t h e i n ci d e n c e o f S A R S -C o V -2 i nf e ct i on, t h e w or ds 
“ b y D a y 2 9 ” s h o ul d b e u n d erst o o d t o m e a n “ at a n y ti m e pri or t o a n d i n cl u di n g t h e D a y  2 9 vi sit, 

pr o vi d e d t h e visit o c c urs wit hi n t h e s p e cifi e d visit wi n d o w. ” T h e w or ds “ b y D a y 5 7 ” s h o ul d b e 
u n d erst o o d t o h a v e a si mil ar m e a ni n g. F or all ot h er e n d p o i nts, si mil ar d efi nit i ons will a p pl y, b ut 
r e s ult s fr o m vi sit s out si d e of t h e s p e cifi e d visit wi n d o w m a y  be us e d.
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Table PYAD.6.2. Definition of Study Period Time Intervals

Study Period Interval Start Definition Interval End Definition
Screening:
All patients who sign informed 
consent are considered as 
entering the Screening Period.

Informed consent date Prior to the start of Evaluation Period.

Evaluation Period:
All patients who are randomized 
to the study are considered as 
entering the Evaluation Period.

At the start of study drug 
administration date/time 
following randomization. 
For patients who are 
randomized but not dosed, 
the Evaluation Period starts 
on the date of 
randomization. 

The minimum of Evaluation Period 
discontinued date, study discontinuation date,
or first Follow-Up visit date.

Follow-Up: All patients who had 
a follow up visit are considered 
as entering follow-up period.

After the Evaluation Period 
ends.

The maximum of the last study visit date or 
study disposition date.

6.1.4. Analysis Methods
Unless otherwise specified, variables will be analyzed in the original scale on which they are 

measured. SARS-CoV-2 viral load data will be evaluated in log base 10 scale. The parametric 
approach will be employed by default for statistical analysis except when nonparametric 

analysis, such as by a rank-based method, Mann-Whitney, or van Elteren tests, is deemed to be 
more appropriate. 

Parts 1 and 2 of the study will each have an experiment-wise error rate of 0.05 for the primary 
and key secondary endpoints. A graphical testing sequence strategy will be used to adjust for 

multiplicity in the primary and key secondary endpoints within each part of the study. All other 
hypothesis tests will be conducted at a 2-sided alpha level of 0.05.

Any change to the data analysis methods described in the protocol will require an amendment 
only if it changes a principal feature of the protocol. Additional exploratory analyses of the data 
may be conducted as deemed appropriate.

For analyses on the Part 2 Prevention population, LY3819253-700mg and LY3819253-
350mg+LY3832479-700mg will be assessed against placebo separately. 

Table PYAD.6.3. Tables and Figures Related to Demographics and Other 
Characteristics of Study Population

Method Analysis 

Descriptive Statistics Number of participants, mean, standard deviation, median, 

minimum, maximum, and 10th and 90th percentiles for 

continuous measures, and frequency counts and percentages 

for categorical measures

Kaplan-Meier curves and summary statistics, Cox 

proportional hazards

Treatment comparisons of time-to-event based endpoints

Logistic regression analysis Treatment comparisons of binary variables with treatment, 

facility, and randomization stratification variables in the 

model
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N o n p ar a m etri c 

(e. g. , M a n n-W h it n e y or  v a n Elt er e n t ests)

Tr e at m e nt c o m p aris o n of or di n al, n o mi n al , a n d n o n -

n or m all y  distri b ut e d c o nti n u o us v ari a bl es

Mi x e d -eff e cts m o d el r e p e at e d m e as ur es 

( M M R M) a n al ysis

Tr e at m e nt c o m p aris o ns of c o nti n u o us effi c a c y a n d h e alt h 

o ut c o m e v ari a bl es

C hi -s q u ar e t est or Fis h er’s e x a ct t est Tr e at m e nt c o m p aris o n of bi n ar y  e n d p oi nts

Tr e at m e nt c o m p aris o ns of c o nti n u o us s af et y v ari a bl es wi t h mul tipl e p ost b as eli n e m e as ur e m e nts 

will b e m a d e usi n g M M R M a n al ysis. W h e n M M R M is us e d, it i n cl u d es: ( a) tr e at m e nt gr o u p, ( b) 
f a cility,  ( c) r ole wi t hi n t h e f a cility (r esi d e nt vs st aff), ( d) s e x , (e ) b as eli n e v al u e i n t h e m o d el, (f) 

visit, a n d ( g ) t h e i nt er a cti o ns o f tr e at me nt -b y -vi sit a s f i x e d f a ct ors, a n d t h e p ati e nt as a r a n d o m 
eff e ct . T h e c o v ari a n c e str u ct ur e t o m o d el t h e wit hi n-p at i ent  err ors will b e u nstr u ct ur e d. If t h e 

u nstr u ct ur e d c o v ari a n c e m atri x r es ults i n a l a c k of c o n v er g e n c e, t h e h et er o g e n e o us T o e plit z 
c o v ari a n c e str u ct ur e, f ol l ow e d b y t h e h et er o g e n e o us a ut or e gr essi v e c o v ari a n c e str u ct ur e , will b e 

us e d. T h e first str u ct ur e t o yi el d c o n v er g e n c e will b e us e d f or i nf er e n c e. T h e K e n w ar d -R o g er 
m et h o d will b e us e d t o esti m at e t h e d e n o mi n at or d e gr e es of fr e e d o m.  T yp e III s u m s of s q u ar e s 

f or t h e le ast -s q u ar es ( L S) m e a ns will b e us e d f or t h e st atist i cal  c o mp aris o n; t h e 9 5 % c o nfi d e n c e 
i nter v al  (CI ) will als o b e r e p ort e d. U nl ess ot h er wis e s p e cifi e d, f or M M R M, r e p ort e d d at a fr o m 
o nl y  pl a n n e d visit s will b e us e d as t h e pri m ar y a n al ysis.

Tr e at m e nt c o m p aris o ns of c o nti n u o us effi c a c y a n d s af et y v ari a bl es wi t h a si n gl e p ost b as eli n e 

ti m e p oi nt will b e m a d e usi n g a n al ysis o f c o v ari a n c e ( A N C O V A) wi t h:- ( a) tr e at me nt gr o u p , ( b) 
f a cility,  ( c) r ole wi t hi n t h e f a cility (r esi d e nt vs st aff), ( d) s e x a n d ( b e ) b as eli n e v al u e i n t h e 

m o d el . T yp e III s u m s of s q u ar es f or L S m e a ns will b e us e d f or st atisti c al c o m p aris o n b et w e e n 
tr e at me nt gr o u ps. T h e L S m e a n diff er e n c e, st a n d ar d err or, p -v al u e -, a n d 9 5 % CI, u nl ess 

ot h er wi s e s p e cifi e d, will als o b e r e p ort e d. Missi n g d at a i m p ut ati o n m et h o d f or t h e A N C O V A 
m o d el  is s p e cifi e d i n S e ct i on 6. 3 .

Tr e at m e nt c o m p aris o ns f or bi n ar y effi c a c y e n d p o i nts will b e m a d e usi n g l o gisti c r e gr essi o n . T h e 
m o d el  will i n cl u d e t h e tr e at m e nt gr o u ps, f a cility , a n d t h e str atifi c ati on f a ct ors (r e sid e nt/st aff a n d 

s e x) as e x pl a n at or y  v aria bl e s . F or t h e pri m ar y  a n d k e y s e c o n d ar y e nd p oi nt s, p -v al u es fr o m R a o’s 
s cor e t est ( or s c or e t est) will b e r e p ort e d (R a o 1 9 4 8 ). F o r all ot h er e n d p oi nts, r e s ult s fr o m a W al d 

t est will b e r e p ort e d. T h e o d ds r ati o a n d t h e c orr es p o n di n g CIs, as w ell as t h e tr e at m e nt 
diff er e n c es a n d t h e c orr es p o n di n g CIs, will b e r e p ort e d. 

F or ot h er bi n ar y e n d p oi nts, tr e at m e nt c o m p aris o ns will b e m a d e usi n g C hi -s q u ar e t ests if t h e 
e x p e ct e d c o u nt is at l e ast 5 i n at l e ast 8 0 % of t h e c ells, ot h er wis e a Fis h er’s e x a ct T est will b e 
us e d.

T h e K a pl a n -M ei er ( K M) pr o d u ct li mit m et h o d will b e us e d f or ti m e -t o-e v e nt a n al ys es. T h e 

h a z ar d r ati o a n d l o g -r a n k t est will b e r e p ort e d. Ti m e f or all a n al ys es will b e d es cri b e d i n u nits of 
d a ys. 



J 2 X -M C -P Y A D( c) St ati sti c al A n al y si s Pl a n V 4 P a g e 2 9

L Y 3 8 1 9 2 5 3 & L Y 3 8 3 2 4 7 9

6. 1. 5. Ti mi n g of P ri m a r y A n al y si s

6. 1. 5. 1. P art 1 Pri m ar y A n al y si s

T o e ns ur e t h at all pri m ar y a n d k e y  s e c o n d ar y e n d p oi nts ar e w ell-p o w er e d, d at a b as e l o c k f or t h e 

pri m ar y  a n d k e y s e c o n d ar y e n d p oi nt s i n P art 1 (t h e P art 1 Pri m ar y D at a b as e L o c k) will b e 

trig g er e d w h e n at l e ast 3 0 0 f a cilit y r esi d e nts h a v e b e e n e nr oll e d a n d w h e n 3 3 p arti ci p a nts i n t h e
P art 1 Pr e v e nt i on p o p ul ati o n e x p eri e n c e a m o d er at e or w ors e s e v erit y c as e o f C O VI D -1 9 . All 

pr e -s p e cifi e d a n al ys es will b e b as e d o n t h e Pri m ar y D at a b as e L o c k. H o w e v er, if t h e 
a c c u m ul at i on of m o d er at e or w ors e s e v erit y c as es of C O VI D -1 9 o c c urs sl o w er t h a n e x p e ct e d, 

t he Pri m ar y  D at a b a s e L o c k ma y b e t rig g er e d w h e n at l e a st 3 6 p arti ci p a nts i n t h e P art 1 
Pr e v e nt i on p o p ul at i on t est p ositi v e f or S A R S -C o V -2 wi t hi n 4 w e e ks of r a n d omi z at i on. If t hi s is 

t he c as e, o nl y t h e pri m ar y e n d p o i nt will be e v al u at e d at t h e Pri m ar y  D at a b a s e L o c k. At t h e ti m e 
of  t h e pri m ar y a nal ysis f or P art 1, o nl y  d at a fr o m p atie nts e nr oll e d i n P art 1 will b e u n bli n d e d t o 
t he s p o ns or.

T o a c c o u n t for p arti ci p a nts w h o h a v e n ot fi nis h e d t h e E v al u at i on P eri o d at t h e ti m e of t h e 

Pri m ar y D at a b as e L o c k, a s u p pl e m e nt ar y  d at a b as e l o c k (t h e P art 1 E n d of E v al u at i on D at a b as e 
L o c k) will o c c ur o n c e all p art i ci p a nts h a v e c om p l et e d t h e E v al u ati on P eri o d or dis c o nt i n u e d 

fr om t he st u d y . T h e a n al ys es c o n d u ct e d d uri n g t h e Pri m ar y D at a b as e L o c k will b e r e-e v al u at e d 
at t h e E n d of E v al u at i on D at a b as e L o c k. 

6. 1. 5. 2. P a rt 2 Pri m ar y A n al y si s

D at a b as e l o c k f or t h e pri m ar y a n d k e y  s e c o n d ar y e n d p oi nts i n P art 2 (t h e P art 2 Pri m ar y 

D at a b as e L o c k) will b e tri g g er e d w h e n 5 6 p arti ci p a nts i n t h e P art 2 Pr e v e nt i on p o p ul ati o n 
e x p eri e n c e a m o d er at e or w ors e s e v erit y c as e of C O VI D -1 9 . All pr e-s p e cifi e d a n al ys es f or 
p arti ci p a nts i n P art 2 will b e b as e d o n t h e P art 2 Pri m ar y D at a b as e L o c k.

T o a c c o u n t for p arti ci p a nts w h o h a v e n ot fi nis h e d t h e E v al u at i on P eri o d at t h e ti m e of t h e 

Pri m ar y D at a b as e L o c k, a s u p pl e m e nt ar y  d at a b as e l o c k (t h e P art 2 E n d of E v al u at i on D at a b as e 
L o c k) will o c c ur o n c e all p art i ci p a nts h a v e c om p l et e d t h e E v al u ati on P eri o d or dis c o nt i n u e d 

fr om t he st u d y . T h e a n al ys es c o n d u ct e d d uri n g t h e Pri m ar y D at a b as e L o c k will b e r e-e v al u at e d 
at t h e E n d of E v al u at i on D at a b as e L o c k. 

6. 2. A dj u st m e nt s f o r C o v a ri at e s
U nl ess ot h er wis e s p e cifi e d, effi c a c y a n al ys es will a dj ust f or t h e b as eli n e v al u e of t h e e n d p o i nt 

w h e n m o d eli n g est i m at es a n d c al c ul ati n g p-v al u es.

6. 3. H a n dli n g of D r o p o ut s o r Mi s si n g D at a
T h e S o A, o utli n e d i n t h e pr ot o c ol , s p e cifi es t h e all o w a bl e wi n d o ws f or ass ess m e nts. 

Ass ess m e nts p erf or m e d o utsi d e t h es e wi n d o ws will n ot b e e x cl u d e d fr o m a n y a n al ysis b ut m a y  
b e r e p ort e d as a pr ot o c ol d e vi at i on (s e e S e cti o n 6. 1 4 ).
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6. 3. 1. Mi s si n g S A R S -C o V -2 I nf e cti o n St at u s
F or t he pri m ar y a n d k e y s e c o n d ar y  e n d p oi nt s, p arti ci p a nts i n t h e Pr e v e nt i on p o p ul at i on w ith z er o 

p ost -b as eli n e R T -P C R t est r es ults will b e e x cl u d e d. If a p arti ci p a nt h as at l e ast o n e p ost -b as eli n e 
R T -P C R t est r es ult a n d h as n ot y et t est e d p ositi v e or i s mi s si n g a d ditio n al  t e st r e s ult s d uri n g t h e 

ti m e fr a m e of t h e e n d p oi nt, t h e p arti ci p a nt will b e tr e at e d at S A R S-C o V -2 n e g at i v e at all visits 
b ef or e t h e l ast a v ail a bl e R T -P C R t est , a n d will b e tr e at e d as n ot e x p eri e n ci n g t h e e v e nt of 
i nter est i n t h e pri m ar y  a nd k e y  s e c o n d ar y a n al ys es.

As a s u p pl e m e nt ar y  a n al ysis o n t he k e y  s e c o n d ar y e n d p oi nt f or i n ci d e n c e of S A R S-C o V -2 

i nf e cti on , w ei g ht s e q u al  t o t h e pr o p or tio n of  t h e E v alu at i on P eri o d c o m pl et e d will b e us e d i n t h e 
l ogist i c r e gr essi on a n al ysis. I f a p arti ci p a nt h as a missi n g S A R S -C o V -2 I nf e ct i on St at us d u e t o 

d e at h, st u d y  dis c o nti n u atio n, or t he tri g g eri n g of t h e Pri m ar y  D at a b as e L o c k, t h e p artici p a nt will 
b e tr e at e d as S A R S-C o V -2 n e g ati v e wi t h a w ei g ht e q u al t o t h e pr o p orti o n of  t h e E v al u ati on 
P eri o d ( u p t o D a y 2 9) c o m pl et e d pri or t o t he di s c o nt i n u ati on e v e nt or t he D at a b as e L o c k .

6. 3. 2. Mi s si n g C O VI D -1 9 St at u s or Di s e a s e S e v erit y
F or t h e pri m ar y a n d k e y s e c o n d ar y  e n p o i nts, if a p arti ci p a nt h as at l e ast o n e p ost -b as eli n e R T -

P C R t est r es ult a n d h as n ot y et m et t h e cri t erial  for C O VI D -1 9 or i s missi n g d at a us e d t o 
d et er mi n e C O VI D -1 9 st at u s , t h e p arti ci p a nt will b e tr e at e d as n ot e x p eri e n ci n g C O VI D -1 9 . T h e 
s a m e lo gi c w ill b e us e d f or m o d er at e -or -w ors e s e v erit y C O VI D -1 9.

As a s u p pl e m e nt ar y  a n al ysis o n t h es e e n d p o i nts, t he a p pr o a c h d es cri b e d i n S e ct i on 6. 3. 1 will b e 

us e d t o h a n dl e missi n g C O VI D -1 9 st at us or dis e as e s e v erit y d u e t o d e at h u nr el at e d t o C O VI D -
1 9 , st u d y dis c o nti n u ati on, or t h e tri g g eri n g of t h e Pri m ar y  D at a b as e L o c k. P arti ci p a nt s wi t h 

missi n g i nf or m at i on will b e tr e at e d as n ot e x p eri e n ci n g t h e ass o ci at e d e n d p oi nt e v e nt a n d will b e 
w ei g ht e d b as e d o n t h e pr o p orti o n of  t h e E v al u ati on P eri o d t h at w as c o m pl et e d.

6. 3. 3. N o n -R e s p o n d e r I m p ut ati o n ( N RI)
F or a n al ysis of ot h er c at e g ori c al effi c a c y, missi n g d at a will  be i m p ut e d usi n g a N RI m et h o d. 

P ati e nt s will  be c o nsi d er e d n o nr es p o n d ers f or t h e N RI a n al ysis if t h e y d o n ot m e et t h e 
c at e g ori c al effi c a c y  crit eri a or h a v e missi n g cli ni c al effi c a c y d at a at a ti m e p oi nt of i nt er est.  

I n a d diti on, p ati e nt s w h o w er e n ot a d e q u at el y ass ess e d t o d et er mi n e if t h e y m e et t h e cli ni c al 
r e q uir e m e nts f or r es p o ns e at t h e ti m e p oi nt of i nt er est ar e als o c o nsi d er e d t o h a v e f ail e d 
tr e at me nt. 

6. 3. 4. L a st O b s e r v ati o n C a rri e d F or w ar d ( L O C F)
A l ast o bs er v ati on a n al ysis is p erf or m e d b y c arr yi n g f or w ar d t h e l ast p ost b as eli n e ass ess m e nt f or 

c o nti n u o us m e as ur es. F or p ati e nt s di s c o nt i n ui n g t he st u d y , t h e l ast n o n missi n g p ost b as eli n e 
o bs er v at i on b ef or e dis c o nt i n u ati on will b e c arri e d f or w ar d t o t h e c orr es p o n di n g e n d p o i nt for 
e v al u at i on.

Aft er L O C F i m p ut ati o n, d at a fr o m p ati e nts wit h n o n missi n g b as eli n e a n d at l e ast 1 p ost b as eli n e 

o bs er v at i on will  be i n cl u d e d i n t h e a n al ys es. T h es e L O C F a n al ys es h el p e ns ur e t h at t h e 
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m a xi m u m n u m b er of r a n d o mi z e d p ati e nts w h o w er e ass ess e d p ost b as eli n e will b e i n cl u d e d i n t h e 
a n al ys es.

6. 3. 5. Mi x e d -eff e ct s M o d el R e p e at e d M e a s u r e s ( M M R M)
F or c o nti n u o us v ari a bl es wi t h mul tipl e p ost b as eli n e m e as ur e m e nts , t h e pri m ar y a n al ysis will b e 

M M R M wit h t h e missi n g -at -r a n d o m ( M A R) ass u m pti on f or h a n dli n g missi n g d at a. T his a n al ysis 
c o nsi d ers b ot h missi n g n ess of d at a a n d t h e c orr el ati o n of t h e r e p e at e d m e as ur e m e nts. N o 
a d di tio n al  i m p ut atio n m et h o ds will b e a p pli e d t o t h e M M R M a n al ysis. 

6. 3. 6. Hi g h e st Di s e a s e St at e s I m p ut ati o n ( H D SI)
F or t h e a n al ys es r el at e d t o N ati o n al I nst itut e of  All erg y  a n d I nf e cti o us Dis e as es (NI AI D ) or di n al 
s c al e, t he f o ll owi n g i m p ut ati o n will b e c o nsi d er e d if a p pli c a bl e. 

F or p ati e nt s w h os e d at a is missi n g d uri n g t he h o s pi t ali z atio n p eri o d ( n ot y et r e c o v er e d), a s c or e
of  2 , w hic h is t h e w or st v al u e f or a h os pit ali z a tio n st at u s , will b e us e d f or i m p ut ati o n. 

F or p ati e nt s w h os e d at a is missi n g aft er r e c o v er y  or dis c h ar g e d, a s c or e of  7 , t h e w or st v al u e f or 
a r e c o v er y  or n o n h os pit ali z e d st at us, will b e us e d f or i m p ut ati o n. 

6. 4. M ulti c e nt e r St u di e s
Diff er e n c es b et w e e n st u d y  c e nt ers will n ot b e a f e at ur e of t h e st atisti c al a n al ys es f or t his st u d y . 
B as eli n e v ari a bl es a n d d e m o gr a p hi cs m a y b e d es cri b e d b y  sit e.

I n di vi d u al c e nt er r es ults m a y b e pr es e nt e d, w h er e a p pr o pri at e, w h e n t h e c e nt ers h a v e s uffi ci e nt 
n u m b ers of p at i ent s t o ma k e s u c h a n al ysis p ot e nti all y  val u a bl e . T h e p ossi bilit y of q u alit at i v e or 
q u a nt itati v e tr e at m e nt -b y -c e nt er i nt er a cti o n m a y b e e x pl or e d.

6. 5. M ulti pl e C o m p a ri s o n s/ M ulti pli cit y
T o c o ntr ol  for m ul tipli ci t y, a gr a p hi c al t est i n g s e q u e n c e a p pr o a c h will b e us e d t o t est t h e pri m ar y 
a n d k e y  s e c o n d ar y e n d p oi nts wit hi n e a c h p art of t h e st u d y . 

F or P art 1, t h e pri m ar y  e n d p oi nt will be t est e d at t h e t w o -sid e d 0. 0 5 si g nifi c a n c e l e v el . If t h e 

pri m ar y  e n d p oi nt is s u c c essf ul, t h e n t h e s e c o n d ar y e n d p oi nt of i n ci d e n c e of S A R S-C o V -2 
i nf e cti on will b e t est e d at t h e t w o -si d e d 0. 0 1 si g nifi c a n c e l e v el. T h e s e c o n d ar y  e n d p oi nt of 

i n ci d e n c e of m o d er at e-or -w o rs e s e v erity C O VI D -1 9 will b e t est e d si m ult a n e o usl y at t h e t w o -
sid e d 0. 0 4 si g nifi c a n c e l e v el. If eith er s e c o n d ar y e n d p o i nt is s u c c essf ul, t h e ot h er s e c o n d ar y 

e n d p o i nt will b e t est e d at t h e t w o-sid e d 0. 0 5 si g nifi c a n c e l e v el. T his t esti n g s c h e m e is dis pl a y e d 
i n Fi g ur e P Y A D .6 .1 .
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Fi g ur e P Y A D .6 .1 . Gr a p hi c al t e sti n g s c h e m e f or t h e pri m ar y a n d k e y s e c o n d ar y 
e n d p oi nt s i n P art 1

F or P art 2, t h e gr a p hi c al a p pr o a c h s h o w n i n Fi g ur e P Y A D .6 .1 will b e r e p e at e d t o c o m p ar e 
L Y 3 8 1 9 2 5 3 -3 5 0 m g + L Y 3 8 3 2 4 7 9 -7 0 0 m g v er s u s pl a c e b o. If all t hr e e e n d p o i nts ar e s u c c essf ul, t h e 
t esti n g s c h e m e will t h e n b e r e p e at e d t o c o m p ar e L Y 3 8 1 9 2 5 3-7 0 0 m g v er s u s pl a c e b o.

All ot h er a n al ys es will b e c o n d u ct e d at t h e t w o -si d e d 0. 0 5 si g nifi c a n c e l e v el wit h o ut a dj ust m e nt s 
f or mul tipli ci t y.

6. 6. P a rti ci p a nt Di s p o siti o n
T h e e v al u ati o n p eri o d di s p o sitio n  a n d st u d y dis p ositi on will b e s u m m ari z e d f or t h e Pr e v e nt i on, 

Tr e at m e nt, a n d S af et y p o p ul at i on s. Di s p o sitio n s u m m ari es will b e b y  tr e at me nt gr o u p. 
S u m m ari es will als o i n cl u d e r e as o n f or dis c o nti n u ati o n fr o m t he st u d y  t a b ul at e d b y tr e at me nt 
gr o u p.

All p ati e nts w h o ar e r a n d o mi z e d a n d dis c o nt i n u e d fr om t he st u d y  will b e list e d, a n d t h e ti mi n g of 

di s c o nti n ui n g (fr o m r e c ei vi n g st u d y tr e at me nt ) t he st u d y  will be r e p ort e d. If k n o w n, a r e as o n f or 
t hei r dis c o nti n u atio n will  be gi v e n.

I n a d ditio n, a gr a p hi c al s u m m ar y (i. e., K M pl ot) of ti m e fr om st u d y tr e at me nt t o e arl y p er m a n e nt 
di s c o nti n u at i on of  st u d y d u e t o A Es m a y b e g e n er at e d if t h er e ar e a s u bst a nt i al n u m b er of s u c h 

e v e nts. T his gr a p hi c al s u m m ar y w o ul d b e b y tr e at m e nt gr o u p a n d i n cl u d e t h e l o g -r a n k t est 
r e s ult s.

T a bl e P Y A D .6 .4 . T a bl e s a n d Fi g ur e s R el at e d t o Di s p o siti o n

A n al ysis D et ails
P ati e nt Dis p ositi o n N u m b er a n d p er c e nt a g e of p arti ci p a nts b y r e as o n f or 

 st u d y dis c o nti n u ati o n a n d
 st u d y e v al u ati o n p eri o d dis c o nti n u ati o n

A c ol u m n t h at c o m bi n es all tr e at m e nt gr o u p s (i. e., a t ot al c ol u m n) will b e 
i n cl u d e d ( a p pli c a bl e t o c o ntr oll e d a n al ysis s ets)

p -v al u e fr o m C hi -s q u ar e or Fis h er’s e x a ct t est
Listi n g of st u d y dis p ositi o n --



J2X-MC-PYAD(c) Statistical Analysis Plan V4 Page 33

LY3819253 & LY3832479

Analysis Details
Listing of participants 
discontinuing due to a 
decision-related reason (loss 
to follow-up, patient decision, 
or investigator decision)

Variables included the reason for study discontinuation, the text collected in 
the specify field associated with the reasons for discontinuation, and the 
dates of discontinuation

The text in the specified field should provide information to support that the 
reason is unrelated to efficacy or safety

Time to early discontinuation 
of study due to AEs

Presented as a figure (if necessary)

Abbreviation: AE = adverse event.

6.7. Participant Characteristics
Patient demographic variables and baseline characteristics will be summarized by treatment and 

overall for the Prevention, Treatment, and Safety populations. The continuous variables will be 

summarized using descriptive statistics and the categorical variables will be summarized using 
frequency counts and percentages. Comparability of baseline covariates across treatment groups 

will be performed using an analysis of variance (ANOVA). By-patient listings of basic 
demographic characteristics (i.e., age, sex, race, racial subgroup, ethnicity, and body weight) for 
the Enrolled/ITT population will be provided.

Within each population, demographic variables and baseline characteristics will be summarized 

by treatment group and overall for each role within the facility (residents and staff). No 
comparisons across treatment groups will be made within these subgroups.

Table PYAD.6.5. Tables and Figures Related to Demographics and Other 
Characteristics of Study Population

Analysis Details
Baseline 
Demographic 
Characteristics

Variables to be included:
 Age
 Sex
 Race (Amerian Indian or Alaska Native, Asian, Black or African American, Native 

Hawaiian or Other Pacific Islander, White, Multiple), and
 Ethnicity (Hispanic or Latino, Not Hispanic or Latino, Not Reported)
 Height
 Weight

Statistics to be included:
Continuous:
Mean, standard deviation, min, max, median, and 10th and 90th percentiles
Categorical: 
n and percent (denominator for percentages will be the number of participants with 
nonmissing values)
A column that combines all treatment groups (i.e., a total column) will be included 
(applicable to controlled analysis sets)
No inferential statistics

Medical History 
and Preexisting 
conditions

Number and percentage of participants with medical history events and preexisting 
conditions using MedDRA PT nested within SOC

 Ordered by decreasing frequency within SOC on the LY arm
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Analysis Details
Preexisting conditions are defined as those conditions with a start date prior to the first 
dose of the study drug and stop dates that are at or after the informed consent date or have 
no stop date (i.e., are ongoing). 

Listing 
demographics

--

Abbreviations: max = maximum; MedDRA = Medical Dictionary for Regulatory Activities; min = minimum; 

PT = preferred term; SOC = System Organ Class.

6.8. Treatment Compliance
Participants will receive study intervention directly from the investigator or qualified designee, 
under medical supervision.  The date and time of dosing will be recorded in the source 
documents and recorded in the CRF. Treatment compliance will not be reported.

6.9. Prior Medication and Concomitant Therapy
Medications will be classified into anatomical therapeutic chemical (ATC) drug classes using the 

latest version of the WHO drug dictionary. Medication start and stop dates will be compared to 
the date of the first dose of treatment to allow medications to be classified as concomitant.

Prior medications are those medications that start and stop prior to the date of the first dose of 
study treatment. Concomitant medications are those medications that start before, on, or after the 

first day of study treatment and continue into the evaluation period. For all summary tables of 
concomitant medications, Preferred Terms of concomitant medication will be sorted by 
descending frequency in the LY arm. 

Table PYAD.6.6. Summary Tables Related to Concomitant Medications

Analysis Details
Prior medications Number and percentage of participants using Preferred Terms of prior medication

 Ordered by decreasing frequency

p-value from Chi-square or Fisher’s exact test.
Concomitant 
medications

Number and percentage of participants using Preferred Terms of concomitant medication
 Ordered by decreasing frequency

p-value from Chi-square or Fisher’s exact test

6.10. Efficacy Analyses

6.10.1. Primary Outcome and Methodology
The endpoint for the primary analysis is defined as the first occurrence of COVID-19, defined as 

the detection of SARS-CoV-2 by reverse transcription – polymerase chain reaction (RT-PCR)

AND mild or worse disease severity within 21 days of detection, by Day 57 (8 weeks after 
randomization). 

The percentage of patients in the Prevention population who experience COVID-19 by Day 57
will be summarized by treatment group.
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St ati st i c al co m p aris o n b et w e e n e a c h st u d y  int er v e nti o n a n d pl a c e b o will b e d o n e usi n g a l o gist i c 
r e gr essi o n m o d el. T h e m o d el will i n cl u d e tr e at m e nt, f a cility,  r ole wi t hi n t h e f a cility (r esi d e nt vs 

st aff) a n d s e x as fi x e d eff e cts.   T h e o d ds r ati o a n d t h e c orr es p o n di n g CIs, as w ell as t h e tr e at m e nt 
diff er e n c es a n d t h e c orr es p o n di n g CIs, will b e c o m p ut e d usi n g t h e W al d m et h o d a n d r e p ort e d. A 
p -v al u e fr o m t he R a o ’s s c or e t est will b e r e p ort e d.  

As a n e x pl or at or y  a n al ysis, t h e i n ci d e n c e of C O VI D-1 9 wit hi n 2 1 d a ys of r a n d o mi z at i on will b e 
c o m p ar e d a cr oss tr e at m e nt gr o u ps i n t h e s u bs et of p arti ci p a nts i n t h e Tr e at m e nt p o p ul ati o n w h o 

ar e as y m pt o m at i c at b as eli n e ( as d efi n e d i n T a bl e 1 of t h e pr ot o c ol).  St atist i c al c o m p ar is o ns will 
us e si mil ar m et h o d ol o g y  as d es cri b e d i n S e cti o n 6. 1 0. 1 .

6. 1 0. 2. A d diti o n al A n al y s e s of t h e P ri m a r y O ut c o m e

6. 1 0. 2. 1. R a n d o m Eff e ct f or F a cilit y

As a s e nsit i vity ass ess m e nt, t h e pri m ar y o ut c o m e will b e ass ess e d usi n g a g e n er ali z e d li n e ar 

mi x e d m o d el ( G L M M). T h e m o d el  will i n cl u d e tr e at m e nt a n d t h e r a n d o mi z at i on str atifi c at i on 
f a ct or s as fi x e d eff e ct s a n d f a cility as a r a n d o m eff e ct. 

6. 1 0. 2. 2. Ri s k Diff er e n c e / Ti m e-t o-E v e nt A s s e s s m e nt

T h e ri s k diff er e n c e f or C O VI D -1 9 b et w e e n tr e at m e nts will b e esti m at e d b y t h e diff er e n c e i n t h e 

p er c e nt a g es of p at i ent s i n t h e Pr e v e nt i on p o p ul ati o n w h o e x p eri e n c e C O VI D -1 9 b y D a y 5 7 , 
u n a dj ust e d f or ot h er c o v ari at es . A W al d 9 5 % c o nfi d e n c e i nt er v al f or t h e ris k diff er e n c e will b e 
c o m p ut e d .

T h e ti m e fr o m r a n d omi z at i on t o first i n ci d e n c e o f C O VI D -1 9 will b e s u m m ari z e d b y tr e at m e nt 

f or p artici p a nt s wi t hi n t h e Pr e v e nti on p o p ul at i on. A 9 5 % c o nfi d e n c e i nt er v al f or t h e h a z ar d r ati o 
will b e c o m p ut e d usi n g a C o x pr o p orti o n al h a z ar ds m o d el. P arti ci p a nts w h o h a v e y et t o c o m pl et e 

t he E v al u at i on P eri o d a t t h e ti m e of t h e a n al ysis will b e c e ns or e d at t h e d at e of t h eir l ast visit 
pri or t o t h e a n al ysis.

6. 1 0. 2. 3. F ull y D o s e d P o p ul ati o n

As a s e nsit i vity a n a ylsis, t h e pri m ar y  a n d k e y s e c o n d ar y  o ut c o m e s will b e ass ess e d usi n g t h e 

F ull y  D o s e d P o p ulat i on.   Si mil ar m et h o d ol o g y , as d es cri b e d i n S e cti o n 6. 1 0. 1 will b e utili z e d f or 
st atist i c al h y p ot h esis t esti n g.

6. 1 0. 3. S e c o n d a r y Effi c a c y A n al y s e s

6. 1 0. 3. 1. I n ci d e n c e of M o d er ate -o r -W or s e S e v erit y C O VI D -1 9 b y D a y 5 7

A s a k e y  s e c o n d ar y e n d p oi nt, t h e pr o p orti o n of p ati e nts i n t h e Pr e v e nti o n p o p ul ati on s w h o 

d e v el o p m o d er at e -or -w ors e s e v erit y C O VI D -1 9 (d efi n e d as t h e d et e cti o n of S A R S -C o V -2 b y  
p ol y m er as e c h ai n r e a ct i on ( R T -P C R) A N D m o d er at e or w ors e di s e as e s e v erit y wi t hi n 2 1 d a ys of 

d et e cti o n ) b y D a y 5 7 will b e s u m m ari z e d b y  tre at m e nt gr o u p. Si mil ar m et h o d ol o g y , as d es cri b e d 
i n S e cti o n 6. 1 0. 1 will b e utili z e d f or st atist i c al h y p ot h esis t esti n g, f o ll owi n g t h e t e sti n g s c h e m e 
d es cri b e d i n S e cti o n 6. 5 .
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As a s e nsit i vity ass ess m e nt, p arti ci p a nts w h o d e v el o p C O VI D -1 9 wit hi n 2 1 d a ys of b e c o mi n g 
S A R S -C o V -2 p o si ti v e b y R T -P C R , t he n c o nti n u e o n t o d e v el o p m o d er at e -or -w ors e dis e as e 

s e v erit y b y D a y  5 7, will be i n cl u d e d as m o d er at e -or -w o rs e s e v erity C O VI D -1 9 e v e nts i n t h e 
ass ess m e nt .

As a n e x pl or at or y  a n al ysis, t h e i n ci d e n c e of m o d er at e-or -w o rs e s e v erity C O VI D -1 9 wi t hi n 2 1 

d a ys of r a n d o mi z at i on will b e c o m p ar e d a cr oss tr e at m e nt gr o u ps i n t h e s u bs et of p arti ci p a nts i n 
t he Tr e at m e nt p o p ul a tio n s w h o di d n ot h a v e m o d er at e -or -w o rs e s e v erity C O VI D -1 9 at b as eli n e.  
St ati st i c al c om p ar is o ns will us e si mil ar m et h o d ol o g y as d es cri b e d i n S e cti on 6. 1 0. 1 .

6. 1 0. 3. 2. I n ci d e n c e of S A R S -C o V -2 I nf e cti o n b y D a y 2 9

A s a k e y  s e c o n d ar y e n d p oi nt, t he pr o p orti o n of p ati e nts i n t h e Pr e v e nti o n p o p ul ati on s w h o ar e 

S A R S -C o V -2 p o si ti v e p ost b as eli n e (T a bl e P Y A D .4 .1 ) b y D a y 2 9 will b e s u m m ari z e d b y 

tr e at me nt gr o u p. Si mil ar m et h o d ol o g y , as d es cri b e d i n S e ct i on 6. 1 0. 1 will b e ut ili z e d f or 
st atist i c al h y p ot h esis t esti n g , fol l owi n g t h e t esti n g s c h e m e d es cri b e d i n S e ct i on 6. 5 .

R es ults of S A R S -C o V -2 t ests d uri n g t h e st u d y  will b e list e d f or e a c h p arti ci p a nt.

As a s e nsit i vity a n a ylsis, t h e p er c e nt a g e of p ati e nts i n t h e Pr e v e nt i on p o p ul ati o n w h o e x p eri e n c e 

d e at h or ar e S A R S -C o V -2 p osit i v e p ost b as eli n e b y D a y  2 9 will be s u m m ari z e d b y  tr e at me nt 
gr o u p. Si mil ar m et h o d ol o g y , as d es cri b e d i n S e ct i o n 6. 1 0. 1 will b e ut ili z e d f or st atist i c al 
h y p ot h esis t esti n g.

6. 1 0. 3. 3. S A R S -C o V -2 I nf e cti o n b y D a y 5 7

T h e p er c e nt a g e of p ati e nts i n t h e Pr e v e nt i on p o p ul ati o n w h o ar e S A R S -C o V -2 p osit i v e 

p ost b as eli n e b y  D a y 5 7 will b e s u m m ari z e d b y tr e at m e nt gr o u p. St atist i c al c om p ar is o n b et w e e n 
e a c h st u d y  int er v e nti o n a n d pl a c e b o will b e d o n e usi n g t h e l o gisti c r e gr essi o n m o d el  d es cri b e d i n 
S e cti o n 6. 1 0. 1 .

6. 1 0. 3. 4. H o s pit ali z ati o n or D e at h D u e t o C O VI D -1 9 b y D a y 5 7

T h e pr o p orti o n of  p atie nts w h o e x p eri e n c e h o s pi t ali zat i on or d e at h d u e t o C O VI D -1 9 d uri n g t h e 

E v al u at i on P eri o d will b e s u m m ari z e d f or p arti ci p a nts i n t h e Pr e v e nti on p o p ul at i on . I n a d diti on, 

t he n u m b er of p ati e nts t h at e x p eri e n c e h os pit ali z at i o n or d e at h d u e t o C O VI D -1 9 will b e 
a n al y z e d usi n g l o gist i c r e gr essi on t o c o mp ar e e a c h st u d y  int er v e nt i on v ers us pl a c e b o , if t h er e ar e 

s uffi ci e nt d at a a v ail a bl e. St atisti c al c o m p ar is o ns will b e d o n e usi n g a l o gist i c r e gr essi on m o d el . 
T h e m o d el  will i n cl u d e tr e at m e nt, fa cili t y, r ol e wit hi n t h e f a cility (r esi d e nt vs st aff) a n d s e x as 
fi x e d eff e cts. Mi ssi n g d at a will b e i m p ut e d usi n g t h e N RI m et h o d as d es cri b e d i n S e ct i on 6. 3. 3 .

A listi n g of h os pit ali z ati on st at us d uri n g t h e E v al u ati o n P eri o d will b e cr e at e d.

As a n e x pl or at or y  a n al ysis, t his a n al ysis will b e r e p e at e d o n p arti ci p a nts i n t h e Tr e at m e nt 
p o p ul at i on s. A d ditio n all y, at e a c h E n d of E v al u ati o n D at a b as e L o c k, t he n u m b er of  p atie nts w h o 

ar e h os pi t ali z e d or h a v e di e d d u e t o C O VI D -1 9 a n yt i m e aft er r a n d o mi z ati on will b e a n al y z e d t o 
c o m p ar e e a c h st u d y  int er v e nt i on v ers us pl a c e b o i n t h e Pr e v e nti on a n d Tr e at m e nt p o p ul at i ons , if 
t her e ar e s uffi ci e nt d at a a v ail a bl e.
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6. 1 0. 3. 5. C O V I D-1 9 -R el at e d D et eri or ati o n ( H o s pit ali z ati o n , E m er g e n c y R o o m, or 
D e at h b y D a y 5 7 )

Pr o p orti o n ( p er c e nt a g e) of  p arti ci p a nts w h o e x p eri e n c e d et eri or ati o n b y  D a y 5 7 will  be a n al y z e d 
a n d is d efi n e d as:

 C O VI D -1 9 -r el at e d h os pit ali z ati o n ( d efi n e d as ≥ 2 4 h o urs of a c ut e c ar e)

 a C O VI D -1 9 -r el at e d e m er g e n c y r o o m visit, or 

 d e at h r el at e d t o C O VI D-1 9

T h e pr o p orti o n of  p atie nts t h at e x p eri e n c e d et eri or ati o n b y D a y 5 7 will b e s u m m ari z e d b y  
tr e at me nt gr o u p i n fr e q u e n c y t a bl es a n d list e d f or p artici p a nts i n t h e Pr e v e nt i on P o p ul ati o n .

I n a d diti on, t h e n u m b er of p ati e nts t h at e x p eri e n c e d et eri or ati o n b y  D a y 5 7 will b e a n al y z e d 
usi n g l o gist i c r e gr essi on t o c o m p ar e e a c h st u d y  int er v e nt i on v ers us pl a c e b o , if t h er e ar e 

s uffi ci e nt d at a a v ail a bl e. St atisti c al c o m p ar is o ns b et w e e n e a c h st u d y  int er v e nt i on a n d pl a c e b o 
will b e d o n e usi n g a l o gist i c r e gr essi on m o d el . T h e mo d el  will in cl u d e tr e at m e nt, f a cilit y, r ol e 

wi t hi n t h e f a cility (r esi d e nt vs st aff) a n d s e x as fi x e d eff e cts. Missi n g d at a will b e i m p ut e d usi n g 
t he N RI m et h o d as d es cri b e d i n S e ct i on 6. 3. 3 .

As a n e x pl or at or y  a n al ysis, t his a n al ysis will b e r e p e at e d o n p arti ci p a nts i n t h e Tr e at m e nt 
p o p ul at i on s f or e v e nts of  d et eri or ati o n u p t o t h e e n d of t h eir r es p e ct i v e E v al u ati o n P eri o ds.

6. 1 0. 3. 6. C O VI D -1 9 -R el at e d M ort alit y b y D a y 5 7

T h e pr o p orti o n of  p atie nts t h at e x p eri e n c e d e at h d u e t o C O VI D -1 9 b y D a y 5 7 will b e 

s u m m ari z e d b y tr e at me nt i n fr e q u e n c y  t a bl es a n d list e d f or p artici p a nts i n t h e Pr e v e nt i on 
P o p ul at i on s.

I n a d diti on, t h e n u m b er of p ati e nts t h at e x p eri e n c e d e at h d u e t o C O VI D -1 9 b y D a y 5 7 will b e 
a n al y z e d usi n g l o gist i c r e gr essi on t o c o m p ar e e a c h st u d y  int er v e nt i on v ers us pl a c e b o , if t h er e ar e 

s uffi ci e nt d at a a v ail a bl e. St at isti c al c om p ar is o ns b et w e e n e a c h st u d y  int er v e nt i on a n d pl a c e b o 
will b e d o n e usi n g a l o gist i c r e gr essi on m o d el . T h e mo d el  will in cl u d e tr e at m e nt, f a cilit y, r ol e 

wi t hi n t h e f a cility (r esi d e nt vs st aff) a n d s e x as fi x e d eff e cts. Missi n g d at a will b e i m p ut e d usi n g 
t he N RI m et h o d as d es cri b e d i n S e ct i on 6. 3. 3 .

As a n e x pl or at or y  a n al ysis, t his a n al ysis will b e r e p e at e d o n p arti ci p a nts i n t h e Tr e at m e nt 
p o p ul at i on s for d e at hs d u e t o C O VI D -1 9 b y t h e e n d of t h eir r es p e ct i v e E v al u ati o n P eri o ds.

A d dit i on all y , at e a c h E n d of E v al u at i on D at a b as e L o c k, t h e n u m b er of p at i ent s w h o e x p eri e n c e d 
d e at h d u e t o C O VI D -1 9 a n yt i m e aft er r a n d omi z at i o n will b e a n al y z e d t o c o m p ar e e a c h st u d y  

i nter v e nt i on v ers us pl a c e b o i n t h e Pr e v e nt i on a n d Tr e at m e nt p o p ul at i ons, if t h er e ar e s uffi ci e n t 
d at a a v ail a bl e.

6. 1 1. P h a r m a c o ki n eti c a n d P h a r m a c o ki n eti c/ P h a r m a c o d y n a mi c 

M et h o d s 
P h ar m a c o ki n et i c ( P K), p h ar m a c o d y n a mi c ( P D) a n d P K/ P D a n al ys es ar e t he r es p o nsi bilit y of  Eli 
Lill y a n d C o m p a n y P K/ P D gr o u p. 
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A s u m m ar y  of L Y 3 8 1 9 2 5 3 a n d L Y 3 8 3 2 4 7 9 c o n c e ntr ati o n-tim e d at a will b e r e p ort e d i n t h e 
cli ni c al st u d y  r e p ort.  P o p ulat i on P K m o d el -b as e d a n al ys es, e x pl or at or y  e x p os ur e-r es p o ns e 
a n al ys es ( a. k. a., p o p ul at i on P K/ P D m o d eli n g) of s af et y,  p h ar m a c ol og y  a n d effi c a c y, a n d a n y 
al t er n ati v e a p pr o a c h es t o effi c a c y a n al ysis (in cl u di n g vir al l o a d d efi nit i on i n S e cti o n 6. 1 6 . 2. 1) 
m a y b e p erf or m e d.

6. 1 2. S af et y A n al y s e s
P er c e nt a g es will b e c al c ul at e d usi n g t h e S af et y  p o p ul at i on s as t h e d e n o mi n at or . F or e v e nts t h at 

ar e s e x-s p e cifi c, t h e d e n o mi n at or a n d c o m p ut ati o n of t h e p er c e nt a g e wil l i n cl u d e o nl y 

p arti ci p a nt s fr om t he gi v e n s e x. I n t h e e v e nt of diff er e nt i al dr o p o ut r at e s, a d di tio n al  s u m m ar y 
t a ble s c o m p ari n g e x p os ur e -a dj ust e d i n ci d e n c e r at es will b e g e n er at e d i nst e a d of, or i n a d dit i on 
t o, p er c e nt a g es.

G e n er all y, t h e f o ll owi n g st ati stic al m et h o ds will b e us e d, u nl ess ot h er wis e n ot e d:

 p er c e nt a g e -b as e d a n al ys es:

o p -v al u e s b as e d o n Fis h er’s e x a ct t est , a n d

o o d ds r ati os wit h tr e at m e nt as t h e n u m er at or a n d pl a c e b o as t h e d e n o mi n at or

 c o nti n u o us m e as ur e m e nts (si n gl e p ost b as eli n e ti m e p oi nt):

o p -v al u e b as e d o n A N C O V A :

 m o d el  c o nt ai ni n g t er ms for tr e at m e nt a n d t h e c o nti n u o us c o v ari at e of b as eli n e 
m e as ur e m e nt , a n d

 T y p e III s u ms o f s q u ar es will b e us e d.

 c o nti n u o us m e as ur e m e nts ( m u lti pl e p ost b as eli n e tim e p o i nts):

o p -v al u e b as e d o n M M R M :

 m o d el  c o nt ai ni n g t er m s for tr e at m e nt , visit, t he c o nt i n u o us c o v ari at e of b as eli n e 
m e as ur e m e nt , a n d t he i nt er a cti o ns of tr e at m e nt b y  vi sit, a n d

 T y p e III s u ms o f s q u ar es will b e us e d.

6. 1 2. 1. B a s eli n e a n d P o st b a s eli n e D efi niti o n s f or S af et y Gr o u p s
T a bl e P Y A D .6 .7 pr o vi d es c o n c e pt u al  d efi nit i ons of b as eli n e a n d p ost b as eli n e b y  a n al ysis ty p e.
M or e s p e cifi c d et ail f or e a c h s u b missi o n is pr o vi d e d i n a n a p p e n di x, if n e c ess ar y.
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Table PYAD.6.7. Baseline and Postbaseline Definitions for Safety Groups
Initial Controlled Periods of Individual Studies
Controlled Integrated Analysis Sets

Analysis Type Baseline Postbaseline

TEAEs Start of screening and ends prior 

to the study drug dose.

Starts after initiation of the study drug dose 

and ends on or prior to the day of study 

disposition

Treatment-Emergent 

Abnormal Laboratory 

Values and Vital Signs

Start of screening and ends prior 

to the study drug dose.

All scheduled and unscheduled 

measurements will be included.

Starts after initiation of the study drug dose 

and ends on or prior to the day of study 

disposition.

All scheduled and unscheduled measurements 

will be included.
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Baseline and Postbaseline Definitions for Safety Groups

Initial Controlled Periods of Individual Studies

Controlled Integrated Analysis Sets

Analysis Type Baseline Postbaseline

Change from Last Baseline 

to Week xx and to Last 

Postbaseline for Laboratory 

Values and Vital Signs

Start of screening and ends prior 

to the study drug dose.

The last scheduled nonmissing 

assessment recorded prior to the 

date of the first dose.

Starts after initiation of the study drug dose 

and ends on or prior to the day of study 

disposition.

Only scheduled visits will be included. The 

early termination visits are considered 

scheduled visits.

Abbreviation: TEAE = treatment-emergent adverse event.

6.12.2. Extent of Exposure
Exposure to therapy will be represented as either a complete or incomplete infusion, and will be 
summarized using descriptive statistics. 

6.12.3. Adverse Events
Summaries of AEs will include the number of patients with at least 1 AE for each treatment 

group. When reporting by System Organ Class (SOC) and PT, the reports will present the SOC 

in alphabetical order; while PTs within the SOC will be presented in order of overall decreasing 
frequency of occurrence overall. A patient with multiple AEs (different PTs) coded to the same 

SOC will be counted only once for that SOC, but will be counted each time for different PTs 
within that SOC. A patient with separate events of the same PT will be counted only once in the 
frequency tables for that PT. 

Adverse events will be coded according to the Medical Dictionary for Regulatory Activities 

(MedDRA) and summarized by SOC, PT, severity, and relationship to IP as assessed by the 
investigator. For each event classification term, the number of subjects experiencing a treatment-
emergent AE (TEAE) with that classification term will be tabulated. 

In an overview table, the number and percentage of patients who experienced a TEAE, serious 

adverse event (SAE), AE related to study drug, died due to an AE, discontinued from the study 
treatment, or discontinued from the study due to an AE will be summarized by treatment. 

Treatment-emergent AEs may be reported separately for the evaluation period and follow-up 
period.

Treatment-Emergent Adverse Events

A TEAE is defined as an event that first occurred or worsened in severity after baseline. The 

MedDRA Lowest Level Term (LLT) will be used in the treatment-emergent computation. The 
maximum severity for each LLT during the baseline period will be used as baseline. While 

unusual, it is possible to have a missing severity for events. For events with a missing severity 
during the baseline period, it will be treated as “mild” in severity for determining treatment 

emergence. Events with a missing severity during the postbaseline period will be treated as 
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“ s e v er e ” a n d tr e at m e nt e m er g e n c e will b e d et er mi n e d b y  c o mp ari n g wi t h b as eli n e s e v erit y.
Missi n g s e v erit y will b e r e p ort e d as missi n g, wit h o ut i m p ut ati o n. 

A d dit i on al t y p es of A Es t o b e s u m m ari z e d ar e d es cri b e d i n T a bl e P Y A D .6 .8 . 

T a bl e P Y A D .6 .8 . A d diti o n al T y p e s of A d v er s e E v e nt s t o b e S u m m ari z e d

E v e nt T y p e S u m m a r y M et h o d

S A Es S A Es will b e s u m m ari z e d f or e a c h tr e at m e nt ar m b y S O C a n d P T. 

T h es e r e p orts will als o i n cl u d e t h e t ot al n u m b er of S A E f or e a c h 

S O C a n d P T.

T E A Es R es ulti n g i n D e at h If t h er e ar e a n y T E A Es t h at r es ult i n d e at h, a listi n g of all d e at hs will 

b e pr o vi d e d. I n a d diti o n, a s u m m ar y t a bl e m a y als o b e cr e at e d b y P T 

i n or d er of d e cr e asi n g fr e q u e n c y of pr ef err e d t er m.

T E A Es L e a di n g t o St u d y 

Dis c o nti n u ati o n

T E A Es f or w hi c h t h e a cti o n t a k e n is ‘ St u d y Dis c o nti n u ati o n ’ will b e 

i d e ntifi e d as T E A Es t h at l e a d t o st u d y dis c o nti n u ati o n. T h e T E A Es 

t h at l e a d t o st u d y dis c o nti n u ati o n will b e s u m m ari z e d f or e a c h 

tr e at m e nt gr o u p b y S O C a n d P T f or t h e saf et y  p o p ul ati o n. A b y-

p ati e nt listi n g of t h e T E A Es t h at l e a d t o st u d y dis c o nt i n u ati o n will 

als o b e pr o vi d e d.

Tr e at m e nt -R el at e d T E A Es E v er y A E will b e ass ess e d b y t h e i n v esti g at or f or its r el ati o ns hi p t o 

t h e r a n d o ml y assi g n e d st u d y tr e at m e nt.

T E A Es b y M a xi m al S e v erit y E v er y A E will b e gr a d e d b y t h e i n v esti g at or as mil d, m o d er at e, or 

s e v er e, s o f or e a c h p ati e nt t h e gr e at est s e v erit y o bs er v e d c a n b e 

o bt ai n e d b y c o m p ari n g t h e s e v erit y of all a p ati e nt’s T E A Es t h at 

s h ar e t h e s a m e S O C or P T. A t a bl e of T E A Es b y m a xi m al s e v erit y 

will b e pr e p ar e d f or e a c h tr e at m e nt ar m b y S O C a n d P T.

T E A E s ( N ot I n cl u di n g S eri o us) T h e m ost c o m m o n n o ns eri o us T E A Es will b e s u m m ari z e d. All P T 

t h at o c c ur i n at l e ast 5 % of t h e saf et y  p o p ul ati o n p ati e nts i n a n y 

tr e at m e nt gr o u p, w h e n n ot c o u nti n g t h e s eri o us T E A Es, will b e 

t a b ul at e d b y S O C a n d P T f or e a c h tr e at me nt gr o u p. T h es e r e p orts 

will als o pr es e nt t h e t ot al n u m b er of T E A Es f or e a c h S O C a n d P T.

A b br e vi ati o ns: A E = a d v ers e e v e nt; P T = p r ef err e d ter m; S A E = s eri o us a d v ers e e v e nt; S O C = S yst e m O r g a n C l a s s; 

T E A E = tr e at m e nt -e m er g e nt a d v ers e e v e nt .

S O C m a p pi n g

M e d i c al D i cti on ar y f or R e g ul at or y  A ct i viti es P Ts ar e assi g n e d t o a S O C t hr o u g h pri m ar y  
m a p pi n gs ( d efi n e d b y M e d D R A). T h us M e d D R A P Ts will a p p e ar i n o nl y 1 S O C.

E v e nts n ot s u m m a ri z e d

E v e nts c o nsi d er e d r el at e d b y  t h e i n v e stig at or will n ot b e s u m m ari z e d. M e di c al r e pr es e nt ati v es 
m a y us e t h e r el at e d n ess ass ess m e nt w h e n r e vi e wi n g i n di vi d u al c as es.
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6. 1 2. 4. D e at h s, Ot h e r S e ri o u s A d v er s e E v e nt s, a n d Ot h er N ot a bl e 

A d v e r s e E v e nt s
T h e f o ll owi n g ar e “ n ot a bl e ” e v e nts, fr o m st art of st u d y dr u g t hr o u g h e n d of st u d y p artici p at i on:

 D e at hs

 S A Es, a n d

 D isc o nti n u ati o ns of st u d y  tr e at me nt d u e t o A Es.

N arr ati v es ( p ati e nt -l ev el d at a a n d s u m m ar y p ar a gr a p h) will b e pr o vi d e d f or p arti ci p a nts i n t h e 
s af et y p o p ul at i on wi t h at le a st 1 n ot a bl e e v e nt.

6. 1 2. 5. H o s pit ali z ati o n , Cli ni c al E v e nt s, a n d Cli ni c al St at u s
T h e f o ll owi n g e v e nts ( o bs er v e d at a n y  tim e p oi nt d uri n g t h e st u d y e v al u at i on p eri o d ) will b e 
s u m m ari z e d usi n g d es cri pt i v e st atisti cs:

 Pr o p orti o n of  p artici p a nts h os pi t ali z e d

 D ur ati o n of  h o s pit ali z atio n ( D O H; i n d a ys), 

 pr o p orti o n ( p er c e nt a g e) of p ar tici p a nts a d mitt e d t o I nt e nsi v e C ar e Unit  (I C U), 

 pr o p orti o n ( p er c e nt a g e) of p arti ci p a nts r e q uiri n g m e c h a ni c al v e nt il ati on ( o x yg e n 
s o ur c e = “I nt u b ati o n/ M e c h a ni c al V e nt il ati on ”)

All h o s pi t ali z atio n e v e nts, a n d pr o c e d ur es of s p e ci al i nt er est will b e list e d.

I n t h e e v e nt t h at a p arti ci p a nt h as a n o n g oi n g h os pit ali z at i on e v e nt at  t h e ti m e of st u d y 
di s p o sitio n, t he h o s pi t ali z atio n e n d d at e will b e i m p ut ed t o t h e st u d y  di s p o sitio n d at e. 

6. 1 2. 6. Cli ni c al L a b o r at o r y E v al u ati o n
L a b or at or y  a n al ys es will i n cl u d e pl a n n e d a n al yt es o nl y. Pl a n n e d a n al yt es ar e t h os e s p e cifi e d i n 

t he pr ot o c ol ( S e e Pr ot o c ol A p p e n di x 2). H o w e v er, u ns c h e d ul e d m e as ur e m e nts of pl a n n e d 

a n al yt es will b e i n cl u d e d/ e x cl u d e d as s p e cifi e d i n t h e r el e v a nt s e cti o ns. E x a m pl es o f u n pl a n n e d 
m e as ur e m e nts i n cl u d e t hos e t h at t he cli ni c al i n v esti g at or or d ers as a r e p e at t est or “r et est ” of a 

l a b or at or y t e st i n c as e of a n a b n or m al v al u e , a n d t h os e th e i n v esti g at or or d er s f or a “f oll ow -u p 
vi sit ” d u e t o cli ni c al c o n c er n s. S o me pl a n n e d a n al y t es ar e i nt e n d e d f or i n di vi d ual  c as e r e vi e ws 
a n d will n ot b e i n cl u d e d i n gr o u p -l ev el  s u m m ari es. 

6. 1 2. 7. Vit al Si g n s a n d Ot h e r P h y si c al Fi n di n g s
T h e pl a n n e d s u m m ari es ar e pr o vi d e d i n T a bl e P Y A D .6 .9 . T h e m e as ur e m e nts a n al y z e d f or vit al 
sig ns a n d p h ysi c al c h ar a ct eristi cs i n cl u d e s yst oli c bl o o d pr ess ur e ( B P), di ast oli c B P, p uls e, 
w ei g ht, a n d t e m p er at ur e.

T h e cri t eria f or i d e nt if yi n g s u bj e cts wit h tr e at m e nt-e m er g e nt a b n or m ali ties ar e b as e d o n T a bl e 
P Y A D .6 .1 0 .
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S o m e of  t h e a n al ys es of vit al si g ns m a y b e i n c or p or at e d i nt o i nt er a cti v e dis pl a y t o ols i nst e a d of 
or i n a d dit i on t o a st ati c dis pl a y. A n y dis pl a y d es cri b e d i n T a bl e P Y A D .6 .9 a n d n ot pr o vi d e d 

w o ul d b e a v ail a bl e u p o n r e q u est. F or e x a m pl e, b o x pl ots f or o bs er v e d v al u es, s c att er pl ots , a n d 
shift t a bl es c o ul d b e pr o vi d e d as i nt er a cti v e dis pl a ys f or m e di c al r e vi e w.

T a bl e P Y A D .6 .9 . T a bl e s a n d Fi g ur e s Pr o d u c e d t o S u p p ort Vit al Si g n s a n d P h y si c al 
C h ar a ct eri sti c s

A n al ysis T y p e A n al ysis D et ails

B o x pl ots f or o bs er v e d 

v al u es b y visit

 I n cl u d es p arti ci p a nts w h o h a v e b ot h a b as eli n e a n d a p ost b as eli n e m e as ur e m e nt 

fr o m a pl a n n e d visit.

 U n pl a n n e d m e as ur e m e nts will b e e x cl u d e d.

 L ast b as eli n e will b e us e d .

 D es cri pti v e s u m m ar y st atisti cs will b e i n cl u d e d i n a t a bl e b el o w t h e b o x pl ot .

 N o i nf er e nti al st atisti cs.

B o x pl ots f or c h a n g e 

fr o m b as eli n e v al u es

b y visit

 I n cl u d es p arti ci p a nts w h o h a v e b ot h a b as eli n e a n d a p o st b as eli n e pl a n n e d 

m e as ur e m e nt.

 U n pl a n n e d m e as ur e m e nts will b e e x cl u d e d .

 L ast b as eli n e will b e us e d.

 D es cri pti v e s u m m ar y st atisti cs will b e i n cl u d e d i n a t a bl e b el o w t h e b o x pl ot .

 C h a n g e f r om l ast b as eli n e t o l ast p ost b as eli n e will als o b e s u m m ari z e d wit hi n t h e 

b o x pl ot of c h a n g es (ri g ht m ost c ol u m n) , a n d d es cri pti v e s u m m ar y st atisti cs will b e 

i n cl u d e d i n a t a bl e b el o w t h e b o x pl ot al o n g wit h a p -v al u e usi n g t h e A N C O V A 

m o d el .

S c att er pl ots of 

b as eli n e -b y -m a xi m u m 

v al u es a n d b as eli n e -b y -

mi ni m u m v al u es

 E a c h st u d y i n di vi d u all y a n d st u d i es c o m bi n e d will b e dis pl a y e d.

 I n cl u d es p arti ci p a nts w h o h a v e b ot h a b as el i n e a n d p ost b as eli n e o bs er v ati o n.

 U n pl a n n e d m e as ur e m e nts will b e i n cl u d e d .

 Li n es i n di c ati n g t h e r ef er e n c e li mits will b e i n cl u d e d .

 M a x vs M a x: M a xi m u m b as eli n e v ers us m a xi m u m p ost b as eli n e.

 Mi n vs Mi n: Mi ni m u m b as eli n e v ers us mi ni m u m p ost b as eli n e.

S u m m ar y t a bl es f or 

s hifts t o hi g h/l o w

 Li mits pr o vi d e d b y t h e c e ntr al l a b s er vi c e will b e us e d t o d efi n e l o w a n d hi g h.

 N o r m al/ hi g h t o l o w: I n cl u d es t h e n u m b er a n d p er c e nt a g e of p arti ci p a nts b y 

tr e at m e nt w h os e mi ni m u m b as eli n e r es ult is n or m al or hi g h a n d w h os e mi nim u m 

p ost b as eli n e r es ult is l o w.

o D e n o mi n at or e q u als p arti ci p a nts w h os e mi ni m u m b as eli n e r es ult is 

n or m al or hi g h a n d w h o h a v e at l e ast 1 p ost b as eli n e r es ult.

 N o r m al/l o w t o hi g h: In cl u d e s t h e n u m b er a n d p er c e nt a g e of p arti ci p a nts b y 

tr e at m e nt w h os e m a xi m u m b as eli n e r es ult is n or m al or l o w a n d w h os e m a xi m u m

p ost b as eli n e r es ult is hi g h.

o D e n o mi n at or e q u als p arti ci p a nts w h os e m a xi m u m b as eli n e r es ult is 

n or m al or l o w a n d w h o h a v e at l e ast 1 r es ult d uri n g t h e tr e at m e nt p eri o d.

 St atisti c al c o m p aris o ns will b e i n cl u d e d.

A b br e vi ati o ns : A N C O V A = a n a y lsis of c o v ari a n c e ; M a x = m a xi m u m; Mi n = mi ni m u m.
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Table PYAD.6.10. Categorical Criteria for Abnormal Treatment-Emergent Blood 
Pressure and Pulse Measurement, and Categorical Criteria for 
Weight and Temperature Changes in Adults

Parameter Low High
Systolic BP (mm Hg)
(Supine or sitting – forearm at 
heart level)

≤90 and decrease from baseline ≥20 ≥129 and increase from baseline ≥20

Diastolic BP (mm Hg)
(Supine or sitting – forearm at 
heart level)

≤50 and decrease from baseline ≥10 ≥90 and increase from baseline ≥10

Pulse (bpm)
(Supine or sitting)

<50 and decrease from baseline ≥15 >100 and increase from baseline ≥15

Temperature <96F (<35.6C) and decrease ≥2F 
(≥1.1C) from baseline

≥101F (≥38.3C) and increase ≥2F 
(≥1.1C) from baseline

Abbreviations: BP = blood pressure; bpm = beats per minute.

6.12.8. Immunogenicity
If data from validated immunogenicity assays are available, treatment-emergent antidrug 

antibodies (TE-ADAs) may be assessed.

Treatment-emergent ADAs are defined as participants

 with a 2-fold (1 dilution) increase in titer than the minimum required dilution if no ADAs 

were detected at baseline (treatment-induced ADA) or
 with a 4-fold (2 dilutions) increase in titer compared with baseline if ADAs were detected 

at baseline (treatment-boosted ADA).

The frequency and percentage of participants with preexisting ADA and who are TE-ADA 
positive (TE-ADA+) to each study intervention will be tabulated.

The distribution of titers and frequency of neutralizing antibodies (if assessed) for the TE-ADA+ 
participants may also be tabulated.

The relationship between the presence of antibodies and PK parameters, efficacy response or 
safety to each study intervention may also be assessed.

6.13. Subgroup Analyses
This study is not powered for subgroup analyses; therefore, all subgroup analyses will be treated 
as exploratory.

Subgroup analyses will be conducted for the primary and key secondary endpoints. Subgroups 
may include 

 role within the facility (resident, staff)

 age group by role within the facility (residents < median resident age, residents ≥ median 
resident age, staff < median staff age, staff ≥ median staff age)

 sex (male, female)
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 r a ce

 et h ni cit y

 c o n c o mit a nt m e di c at i on of i nter est us e ( yes/ n o)

A d dit i on all y , AEs, S A Es, a n d T E A Es will b e s u m m ari z e d b y r o l e wit hi n t h e f a cility (r esi d e nt vs 
st aff). 

F or s u b gr o u p a n al ys es, all t ests of i nt er a cti o ns b et w e e n tr e at m e nt gr o u ps a n d ot h er f a ct ors will 

b e c o n d u ct e d at a 2 -si d e d al p h a l ev el  of 0 . 1 0. Tr e at m e nt gr o u p diff er e n c es will n ot b e e v al u at e d 
wi t hi n e a c h c at e g or y of t h e s u b gr o u p if t he i nt er a cti o n  is st atist i c all y si g nifi c a nt. If a n y gr o u p 

wi t hi n t h e s u b gr o u p is < 1 0 % of t h e t ot al p o p ul ati o n, o nl y s u m m ari es of t h e effi c a c y d at a will b e 
pr o vi d e d , t hat is, n o i nf er e nti al t esti n g.

T h e a n al ysis of a d dit i on al s u b gr o u ps a n d/ or s u b gr o u p a n al ys es o n a d dit i on al e n d p o i nts will n ot 
r e q uir e a n a m e n d m e nt t o t h e S A P.

Wit hi n e a c h s u b gr o u p c at e g or y  t h e r ele v a nt s u m m ar y  me a s ur e b y tr e at m e nt, tr e at m e nt 
diff er e n c es ( c o m p ar e d t o pl a c e b o) a n d 9 5 % CIs will b e dis pl a y e d. Als o, p -v al u es usi n g 

a p pr o pri at e st atist i c al t ests f or tr e at m e nt c o m p aris o n will b e pr o vi d e d. F or est pl ots m a y b e 
g e n er at e d t o dis pl a y  t h e tr e at m e nt diff er e n c e a n d 9 5 % CIs f or s el e ct e d effi c a c y s u b gr o u p 
a n al ys es.

C o n c o mit a nt th er a p i es of  int er est i n cl u d e r e md esi vir, l o pi n a vir/rit o n a vir, c hl or o q ui n e, 

h y dr o x y c hl or o q ui n e, a nti c o a g ul a nts, or ot h er i n v esti g at i on al i nter v e nt i ons . D et ails of t h e 
m e di c at i ons i n cl u d e d i n t his s u b gr o u p ar e pr o vi d e d b el o w i n T a bl e P Y A D .6 .1 1 . Ot h er 
c o n c o mit a nt t h er a pi es of i nt er est m a y b e e v al u at e d b as e d o n a v ail a bl e e xt er n al i nf or m at i on.

T a bl e P Y A D .6 .1 1 . C o n c o mit a nt M e di c ati o n s of I nt er e st S u b gr o u p

D r u g n a m e A T C C o d e A T C P r ef e r r e d T e r m

R e m d e si vi r --- R E M D E SI VI R

K al etr a J 0 5 A R K A L E T R A

L o pi n a vir J 0 5 A R L O PI N A VI R

H y dr o x y c hl or o q ui n e P 0 1 B A H Y D R O C H L O R O Q UI N E

D e x a m et h as o n e R 0 1 A D D E X A M E T H A S O N E
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Concomitant Medications of Interest Subgroup

Drug name ATC Code ATC Preferred Term

Chloroquine P01BA CHLOROQUINE

Baricitinib L04AA BARICITINIB

Heparin B01AB HEPARIN

Fondaparinux B01AX FONDIIPARINUX

Argatroban B01AE ARGATROBAN

Abbreviation: ATC = anatomical therapeutic chemical.

6.14. Protocol Violations
Protocol deviations will be identified throughout the study. Important protocol deviations (IPDs) 

are defined as those deviations from the protocol that would potentially compromise patients’ 
safety, data integrity, or study outcome. 

A separate document known as the “PYAD Trial Issues Management Plan” describes the 
categories and subcategories of IPDs and how the IPDs would be identified. 

The number and percentage of patients having IPDs will be summarized within category and 
subcategory of deviations by dosing regimen.

A by-patient listing of IPDs will be provided.

6.15. Interim Analyses and Data Monitoring

6.15.1. Interim Analyses
Monitoring of unblinded safety data will occur throughout the study and will be conducted by an 

external Data and Safety Monitoring Board (DSMB). The DSMB will make recommendations 

concerning the conduct of the studies, including changes to the informed consent form.

The DSMB will review summary unblinded data monthly from the first participant entering 

treatment. Safety will be evaluated at each of these interim analyses and benefit/risk of 
LY3819253 will be assessed if needed. 

The DSMB will review the following types of data:

 Demographics

 Baseline characterisitcs
 AEs

 SAEs
 Laboratory data

 PK/PD data (if available)
 Vital signs

 Concomitant medications
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 Hi st oric al/ pr e -e xist i n g c o n diti ons
 Di s c o nti n u atio n s
 Pr o d u ct c o m pl ai nt s

T h e P Y A D( c) st u d y ma y b e st o p p e d e arl y b as e d o n a n u n a c c e pt a bl e s af et y si g n al(s) .

O nl y t h e D S M B is a ut h ori z e d t o e v al u at e u n bli n d e d i nt eri m a n al ys es a n d s af et y a n al ys es . St u d y 

sit es will r e c ei v e i nf or m ati o n a b o ut i nt eri m r es ults o nl y if t h e y n e e d t o k n o w f or t h e s af ety of  
t hei r p artici p a nts. 

F urt h er d et ails r e g ar di n g t h e i nt eri m a n al ys es c a n b e f o u n d i n t h e D S M B C h art er . 

6. 1 5. 2. D a t a M o nit o ri n g C o m mitt e e/A s s e s s m e nt C o m mitt e e
T h e s p o ns or will f or m a D S M B t o a n al y z e t h e i nt eri m st u d y d at a. T o mi ni mi z e a n y bi as 

i ntr o d u c e d i nt o t h e a n al ysis of t h e st u d y r e s ults, a n al ysis pl a ns will b e fi n ali z e d a n d a p pr o v e d 
pri or t o t h e i nt eri m a n al ys es .

T h e pri m ar y  g o al of  t h e D S M B is t o r e vi e w t he i nteri m r es ult s r e g ar di n g t h e c o nti n ui n g s af et y of 
st u d y p arti ci p a nts a n d t h e c o nti n ui n g v ali dity a n d s ci e nt ifi c m erit of t h e st u d y. I nf or mat i on t h at 

m a y u n bli n d t h e st u d y  d uri n g t h e a n al ys es will n ot b e r e p ort e d t o st u d y sit e s or t h e bli n d e d st u d y 
t e a m u ntil t h e st u d y h as b e e n u n bli n d e d. 

D et ails o f t he D S M B will b e pr o vi d e d i n t h e D S M B c h art er. U n bli n di n g d et ails ar e s p e cifi e d i n a 
s ep ar at e bli n di n d a n d u n bli n di n g pl a n d o c u m e nt.

6. 1 6. A d diti o n al E x pl o r at o r y A n al y s e s

6. 1 6. 1. Pr ot o c ol D efi n e d E x pl o r at o r y E n d p oi nt s
Pr ot o c ol  d efi n e d e x pl or at or y e n d p oi nts ar e d es cri b e d i n S e cti o n 4. 3 a n d a n al ysis d et ails ar e 

pr o vi d e d i n t h e f o ll owi n g s e ct i ons. 

6. 1 6. 1. 1. Ti m e t o I m pr o v e m e nt t o Mil d S e v erit y S y m pt o m s

Ti m e t o i m pr o v e m e nt t o mil d s e v erit y s y m pt o ms will be is d efi n e d (i n d a ys) as:

(D at e w h e n p arti ci p a nt’s s y m pt o ms first m e et d efi niti o n of mil d s e v erit y – D at e w h e n p arti ci p a nt’s 

s y m pt o ms first m e et d efi niti o n of m o d er at e or w ors e s e v erit y + 1) 

O nl y p ati e nts w h o h a v e at b as eli n e or l at er d e v el o p m o d er at e -or -w ors e s e v erit y C O VI D -1 9 will 

b e i n cl u d e d i n t h e a n al ysis. If a p ati e nt h as n ot e x p eri e n c e d i m pr o v e m e nt t o mil d s y m pt o ms b y 
c o m pl et i on or e arl y  dis c o nti n u ati on of t h e E v al u a bl e P eri o d, t h e p ati e nt will b e c e ns or e d at t h e 
d at e of t h eir l ast visit d uri n g t h e E v a ul at i on P eri o d.

Ti m e t o i m p r o v e m e nt t o mil d s e v erity s y m pt o ms will be s u m m ari z e d b y tr e at m e nt gr o u p a n d 

list e d f or t h e Pr e v e nti on p o p ul at i ons a n d t he P art 1 Tr e at m e nt p o p ul at i on . I n a d diti on, a gr a p hi c al 
pr es e nt ati o n of t h e s y m pt o m im pr o v e m e nt will b e pr o vi d e d usi n g a K M pl ot .
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6. 1 6. 1. 2. W or st NI AI D S c or e

T h e l o w est d ail y v al u e fr o m D a y  1 t hr o u g h t he e n d of t h e E v al u at i on P eri o d f or a p atie nt o n t h e 

NI AI D or di n al s c al e will b e a n al y z e d usi n g a n o n p ar a m et ric r a n k-s u m t est (s u c h as M a n n-

W hit n e y or v a n Elt er e n t est ) a dj ust i n g f or f a cility a n d f or t he r a n d o mi z at i on str atifi c at i on f a ct ors. 
Missi n g d at a will b e i m p ut e d usi n g H D SI, as d es cri b e d i n S e ct i on 6. 3. 6 . M e a n v al u e b y 

tr e at me nt gr o u p w ill b e pl ott e d o v er ti m e. T his c o m p aris o n will b e m a d e o n t h e Pr e v e nt i on a n d 
Tr e at m e nt p o p ul at i ons.

6. 1 6. 1. 3. S A R S -C o V -2 C l e ar a n c e

F or q u alit at i v e d et er mi n at i on of vir al cl e ar a n c e , t he l a b d et er mi n at i on of “ p osit i v e ”/ ” n e g ati v e ” 

will b e us e d. S A R S -C o V -2 cl e ar a n c e ( y es/ n o) is d efi n e d as a si n gl e n e g ati v e R T -P C R t est f or t h e 
S A R S -C o V -2 vir us. T h e d at e of vir al cl e ar a n c e is d efi n e d as t h e d at e of t h e first o c c urr e n c e of a 
n e g at i v e t est.

T h e pr o p orti o n of  p atie nts t h at a c hi e v e S A R S -C o V -2 cl e ar a n c e wi t hi n 1, 2, or 3 w e e ks of 

b e c o mi n g S A R S -C o V -2 p osit i v e will b e s u m m ari z e d b y  tr e at me nt gr o u p i n fr e q u e n c y t a bl es a n d 
list e d f or t h e Pr e v e nti on p o p ul at i ons a n d t he P art 1 Tr e at m e nt p o p ul at i on . Si mil ar s u m m ari es 

will b e m a d e f or t h e pr o p orti o n of p at i ent s i n t h e P art 2 Tr e at m e nt a n d P art 3 tr e at m e nt 
p o p ul at i on s t hat a c hi e v e S A R S -C o V -2 cl e ar a n c e wit hi n 8 a n d 2 9 d a ys of b e c o mi n g S A R S -C o V -
2 p o si tiv e.

I n a d diti on, t h e n u m b er of p ati e nts t h at a c hi e v e S A R S -C o V -2 cl e ar a n c e wi t hi n 1, 2, or 3 w e e ks 

( or, f or t h e P art 2 Tr e at m e nt a n d P art 3 tr e at m e nt p o p ul at i on s, wit hi n 8 a n d 2 9 d a ys) of  b e c o mi n g 
S A R S -C o V -2 p o si ti v e will b e a n al y z e d usi n g l o gisti c r e gr essi o n t o c o m p ar e tr e at me nt gr o u p s , if 

t her e ar e s uffi ci e nt d at a a v ail a bl e.   Missi n g d at a will b e i m p ut e d usi n g t h e N RI m et h o d as 
d es cri b e d i n S e cti o n 6 . 3. 3.  T hi s c o m p ar is o n will b e m a d e o n t h e Pr e v e nti on a n d Tr e at m e nt 
p o p ul at i ons.

6. 1 6. 1. 4. Ti m e t o S A R S -C o V -2 C l e ar a n c e

S e e S e cti o n 6. 1 6. 1. 3 f or mor e d et ails o n t h e d efi nit i on of vir al cl e ar a n c e a n d d at e of vir al 

cl e ar a n c e. 

Ti m e t o S A R S -C o V -2 cl e ar a n c e is d efi n e d (i n d a ys) as:

( D at e of first n e g ati v e S A R S -C o V -2 R T -P C R t est – D at e of first p ositi v e S A R S -C o V -2 R T -P C R t est + 1) 

O nl y p ati e nts w h o h a v e at b as eli n e or l at er d e v el o p S A R S -C o V -2 i nf e cti o n will  be i n cl u d e d i n 
t he a n al ysis. If a p atie nt h as n ot e x p eri e n c e d S A R S -C o V -2 cl e ar a n c e b y c o m p l eti on or e arl y 

di s c o nti n u at i on of t he e v al u at i on p eri o d, t h e p ati e nt will b e c e ns or e d at t h e d at e of t h eir l ast visit 
d uri n g t h e e v al u at i on p eri o d.

Ti m e t o S A R S -C o V -2 cl e ar a n c e will b e e v al u at e d d uri n g t h e st u d y  e v al u at i on p eri o d o nl y a n d 
will b e s u m m ari z e d b y tr e at m e nt gr o u p , a n d list e d f or t h e Pr e v e nti on a n d Tr e at m e nt p o p ul at i ons .
C o x p r o p ortio n al  h a z ar d m et h o d ol o g y  will b e us e d.

Ti m e t o S A R S -C o V -2 cl e ar a n c e will b e pr es e nt e d gr a p hi c al l y.
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6. 1 6. 1. 5. Vir al R e si st a n c e

If a p pr o pri at e, t h e e v al u ati on of vir al r esist a n c e will b e c o n d u ct e d as d es cri b e d i n a s e p ar at e 

bi o a n al yt i c al a n al ysis pl a n f or t h e Pr e v e nti on a n d Tr e at m e nt p o p ul at i ons .

6. 1 6. 1. 6. D ur ati o n of H o s pit ali z ati o n 

Tr e at m e nt c o m p aris o ns of t h e m e a n D O H (i n d a ys) d u e t o C O VI D -1 9 will b e c o m p ar e d b et w e e n 

e a c h st u d y  int er v e nti o n a n d pl a c e b o usi n g a n o n p ar a m etri c r a n k -s u m t est (s u c h as M a n n-
W hit n e y or v a n Elt er e n t est) a dj ust i n g f or fa cili t y a n d f or t h e r a n d omi z at i on str at ifi c ati on f a ct ors. 
T his c o m p aris o n will b e m a d e o n t h e Pr e v e nti o n a n d Tr e at m e nt p o p ul at i ons.

6. 1 6. 2. A d diti o n al E x pl o r at o r y A n al y s e s n ot D efi n e d i n t h e Pr ot o c ol
I n a d diti on t o t h e pr ot o c ol d efi n e d e n d p o i nts, a d diti o n al s e n sitivit y a n al ys es m a y b e p erf or m e d if 
d e e m e d a p pr o pri at e. 

A d dit i on al a n al ys es i n cl u d e: 

6. 1 6. 2. 1. S A R S -C o V -2 Vir al L o a d o v er Ti m e

F or q u a ntit ati v e vir al l o a d e n d p o i nts i n t h e trial , t h e Ct v al u es will b e utili z e d wit h t h e f oll o wi n g 
c o nsi d er ati o ns:

 T w o Ct v al u es will b e pr o vi d e d o n 2 diff er e nt g e n es: N 1 a n d N 2. N 1 will b e us e d as t h e 
pri m ar y  me as ur e ; N 2 will o nl y b e us e d w h e n t h e Ct v al u e f or N 1 is n ot a v ail a bl e.

 Ct v al u es r a n g e b et w e e n 0 a n d 4 5.

 N e g ati v e S A R S -C o V -2 t ests will b e ass o ci at e d wit h a Ct v al u e of 4 5.

 T h e (l o g b as e 1 0) vir al l o a d will b e c al c ul at e d fr o m  t h e Ct v al u e ( 4 5-Ct)/l o g 2 1 0, or ( 4 5 -
Ct)/ 3. 3 2 1 9 2 8 .

F or p arti ci p a nts w h o ar e S A R S -C o V -2 p osit i v e at b as eli n e or at a n y ti m e d uri n g t h e E v al u at i on 
P eri o d , c h a n g e fr o m t he d at e of c o nfir m e d i nf e cti o n t o t he e n d of t h e E v al u ati o n P eri o d of  

S A R S -C o V -2 vi r al lo a d d at a i n t h e l o g b as e 1 0 s c al e will b e st ati st i c all y a n al y z e d usi n g a 
M M R M a n al ysis m et h o d. T h e m o d el  will c o nt ai n l o g b as e 1 0 tr a nsf or m e d vir al l oa d at ti m e of  

c o nfir m e d i n fe cti o n as a c o v ari at e , tr e at me nt, d a y s si n c e c o nfir m e d i n f e cti on ( d a y ), tr e at me nt -b y -
d a y  int er a cti o n , f a cility, a n d t he r a n d omi z at i on str atifi c ati o n f a ct or s as fi x e d eff e cts.

6. 1 6. 2. 2. Cli ni c al W or s e ni n g b a s e d o n t h e NI AI D S c al e

Cli ni c al w ors e ni n g is d efi n e d as t h e pr o p orti o n ( p er c e nt a g e) of p arti ci p a nts wit h a n y w ors e ni n g 

o n t h e NI AI D or di n al s c al e fr o m b as eli n e t o t he e n d of t h e E v al u at i on P eri o d . Tr e at m e nt gr o u p 
c o m p aris o ns will b e a n al y z e d usi n g l o gist i c r e gr essi o n, if t h er e ar e s uffi ci e nt d at a a v ail a bl e.  
Missi n g d at a will b e i m p ut e d usi n g t he N RI m et h o d as d es cri b e d i n S e cti on 6. 3. 3 .

6. 1 6. 2. 3. Ti m e t o H o s pit ali z ati o n fr o m fir st p o siti v e S A R S-C o V -2 t e st

Ti m e t o H os pit ali z at i on is d efi n e d (i n d a ys) as:

( First st u d y d a y wh e n h os pit aliz e d st at us is c h a n g e d t o “ Y es ” – D at e of first p ositi v e S A R S -C o V -
2 t est + 1) 
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O nl y p ati e nts w h o h a v e at b as eli n e or l at er d e v el o p S A R S -C o V -2 i nf e cti o n will b e i n cl u d e d i n 
t he a n al ysis. If a p atie nt h as n ot b e e n a d mitt e d t o t h e h os pit al or I C U b y c o m p l eti on or e arl y 

di s c o nti n u at i on of t he e v al u at i on p eri o d , t h e p atie nt will b e c e ns or e d at t h e d at e of t h eir l ast visit 
d uri n g t h e e v al u at i on p eri o d.

Ti m e t o h o s pi t ali z ati on will b e e v al u at e d d uri n g t h e st u d y  e v al u at i on p eri o d o nl y a n d will b e 

s u m m ari z e d b y tr e at m e nt gr o u p , a n d list e d f or t h e Pr e v e nti on a n d T r e at me nt p o p ul at i ons . C o x 
p r o p ortio n al h a z ar d m et h o d ol o g y  will b e us e d.

Ti m e t o h o s pi t ali z ati on m a y b e pr es e nt e d gr a p hi c al l y.

6. 1 6. 2. 4. Ti m e t o A d mi s si o n t o I C U fr o m fir st p o siti v e S A R S-C o V -2 t e st

Ti m e t o I C U is d efi n e d (i n d a ys) as:

( First st u d y d a y wh e n I C U st at us is c h a n g e d t o “ Y es ” – D at e of first p ositi v e S A R S -C o V -2 t est
+ 1) 

O nl y p ati e nts w h o h a v e at b as eli n e or l at er d e v el o p S A R S -C o V -2 i nf e cti o n will b e i n cl u d e d i n 

t he a n al ysis. If a p atie nt h as b e e n a d mitt e d t o t h e h os pit al or I C U b y  c o mpl et i on or e arl y 
di s c o nti n u at i on of t he e v al u at i on p eri o d , t h e p atie nt will b e c e ns or e d at t h e d at e of t h eir l ast visit 
d uri n g t h e e v al u at i on p eri o d.

Ti m e t o I C U will b e e v al u at e d d uri n g t h e st u d y  e v al u at i on p eri o d o nl y  a n d will be s u m m ari z e d

b y tr e at m e nt, a n d list e d f or t h e Pr e v e nti on a n d Tr e at m e nt p o p u l ati ons . C o x p r o p ortio n al  h a z ar d
m et h o d ol o g y  will b e us e d. 

Ti m e t o I C U m a y b e pr es e nt e d gr a p hi c al l y.

6. 1 6. 2. 5. Pr o p orti o n s of P ati e nt s H o s pit ali z e d, A d mitt e d t o t h e I C U, R e q uiri n g 
M e c h a ni c al V e ntil ati o n

T h e pr o p orti o n of  p atie nts h o s pi t ali z e d, a d mitt e d t o t h e I C U, r e q uiri n g m e c h a ni c al v e ntil ati on

( o x yg e n s o ur c e = “I nt u b at i on/ M e c h a ni c al V e nt il ati o n ”) will b e e v al u at e d s e p ar at el y usi n g a 
l ogist i c r e gr essi on a n al ysis wit h tr e at m e nt , fa cili t y, a n d r a n d omi z at i on str atifi c at i on i n t h e m od el .  

Missi n g d at a will b e i m p ut e d usi n g t h e N RI m et h o d as d es cri b e d i n S e ct i on 6. 3. 3 .  T h es e 
e n d p o i nts will b e e v al u at e d f or t h e Pr e v e nti on a n d Tr e at m e nt p o p ul at i ons at D a y 5 7 . 

6. 1 6. 2. 6. All C a u s e M ort alit y

T h e pr o p orti o n of  p atie nts t h at e x p eri e n c e d e at h aft er r a n d o mi z at i on will b e s u m m ari z e d b y 
tr e at me nt i n fr e q u e n c y t a bl es a n d list e d f or p arti ci p a nts i n t h e S af et y P o p ul at i on s.

A d dit i on all y , at t h e E n d of E v al u ati on D at a b as e L o c k, t h e n u m b er of p ati e nts w h o e x p eri e n c e d 

d e at h a n y ti m e aft er r a n d o mi z ati on will b e a n al y z e d t o c o m p ar e e a c h st u d y  int er v e nt i on v ers us 
pl a c e b o i n t h e Pr e v e nti o n a n d Tr e at m e nt p o p ul ati o ns, if t h er e ar e s uff i ci e nt d at a a v ail a bl e. I n 

a d di tio n, t h e n u m b er of p at i ent s t h at e x p eri e n c e d e at h aft er r a n d o mi z ati o n will  be a n al y z e d usi n g 
l ogist i c r e gr essi on t o c o m p ar e e a c h st u d y  int er v e nti o n v ers us pl a c e b o at e a c h d o s e l e v el , if t h er e 
ar e s uffi ci e nt d at a a v ail a bl e. 
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6. 1 6. 2. 7. P er si st e ntl y Hi g h Vir al L o a d

I n P art 3 ( a n d o nl y f or P art 3), for a n y  s a m pl e wit h a p o siti v e C o V-2 t est r es ul t, a n a d ditio n al 

n or m ali z at i on st e p will b e t a k e n i n t he c al c ul at i on of  vir al lo a d .  T h e vir al lo a d Ct v al u e 

d es cri b e d i n t h e pr e vi o us st e ps will b e s u btr a ct e d b y ( R P Ct – 2 6. 1 7), w h er e R P Ct is a m e as ur e 
f or t h e a mo u nt of  mat eri al  in t h e s a m pl e, a n d 2 6. 1 7 is a hist ori c al a v er a g e v al u e of R P Ct f or t his 

ass a y, us e d h er e t o c e nt er t h e R P Ct v al u es. T h e l o g b as e 1 0 vir al l o a d will t h e n b e c al c ul at e d 
fr om t he r e s ul t as a b o v e.

T h e pr o p orti o n of  p atie nt s wi t h D a y 7 vir al lo a d gr e at er t h a n 5. 2 7 will b e s u m m ari z e d b y  
tr e at me nt f or p arti ci p a nts i n t h e P art 3 Tr e at m e nt p o p ul at i on. A d dit i on all y , t he pr o p orti o n of  

p ati e nt s wi t h D a y 7 vir al lo a d gr e at er t h a n 5. 2 7 m a y b e a n al y z e d usi n g l o gist i c r e gr essi on t o 
c o m p ar e tr e at m e nt gr o u ps, if t h er e ar e s uffi ci e nt d at a a v ail a bl e.  Missi n g d at a will b e i m p ut e d 
usi n g t h e N RI m et h o d as d es cri b e d i n S e ct i on 6. 3. 3 .

6. 1 7. A n n u al R e p o rt A n al y s e s
B as e d o n r e g ul at or y  r e q uir e m e nts f or t h e D e v el o p m e nt S af et y U p d at e R e p ort ( D S U R), r e p orts 

will b e pr o d u c e d (if n ot alr e a d y  a v ail a bl e fr o m t h e st u d y C S R) f or t h e r e p orti n g p eri o d c o v er e d 
b y t h e D S U R.

6. 1 8. Cli ni c al T ri al R e gi st r y A n al y s e s
A d dit i on al a n al ys es will b e p erf or m e d f or t h e p ur p os e of f ulfilli n g t h e Cli ni c al Tri al R e gistr y  

(C T R ) r e q uir e m e nts.

A n al ys es pr o vi d e d f or t h e C T R r e q uir e m e nts i n cl u d e t h e f o ll owi n g:

 S u m m ar y  of A Es , pr o vid e d as a d at as et w hi c h will b e c o n v ert e d t o a n X M L fil e . B ot h 
S A Es a n d ‘ Ot h er’ A Es ar e s u m m ari z e d: b y  tr e at m e nt gr o u p, b y M e d D R A P T .

 A n A E is c o nsi d er e d ‘ S eri o us’ w h et h er or n ot it is a T E A E.

 A n A E is c o nsi d er e d i n t h e ‘ Ot h er’ c at e g or y if it is b ot h a T E A E a n d is not s eri o u s. F or 
e a c h S A E a n d ‘ Ot h er’ A E, f or e a c h t er m a n d tr e at m e nt gr o u p, t h e f o ll owi n g ar e pr o vi d e d:

o t he n u m b er of p arti ci p a nts at ris k of a n e v e nt

o t he n u m b er of p arti ci p a nts w h o e x p eri e n c e d e a c h e v e nt t e rm

o t he n u m b er of e v e nts e x p eri e n c e d.

 C o nsist e nt w ith w w w. Cli ni c al Tri als. g o v r e q uir e m e nts, ‘ Ot h er’ A Es t h at o c c ur i n f e w er 
t ha n 5 % of p ati e nts /s u bj e cts i n e v er y tr e at m e nt gr o u p m a y n ot b e i n cl u d e d if a 
5 % t hr es h ol d is c h os e n ( 5 % is t h e mi ni m u m t hr es h ol d).

 A E r e p orti n g is c o nsist e nt wit h ot h er d o c u m e nt dis cl os ur es ( e. g., t h e C S R, m a n us cri pts, 
a n d s o f ort h ). 
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Appendix 1. NIAID Scoring Scale

The National Institute of Allergy and Infectious Diseases (NIAID) scoring scale will be assessed 
daily and defined as the lowest score achieved for that day.

The scoring is based on the clinical status of the patient as described below.

NIAID Score Description

1 Death

2 Hospitalized, on invasive mechanical ventilation or extracorporeal membrane oxygenation 

(ECMO)

3 Hospitalized, on noninvasive ventilation or high flow oxygen devices

4 Hospitalized, requiring supplemental oxygen

5 Hospitalized, not requiring supplemental oxygen - requiring ongoing medical care 

(COVID-19-related or otherwise)

6 Hospitalized, not requiring supplemental oxygen - no longer requires ongoing medical care

7 Not hospitalized, limitation on activities and/or requiring home oxygen

8 Not hospitalized, no limitations on activities
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