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1.  I N T R O D U C TI O N

T his st atisti c al a n al ysis pl a n ( S A P) d es cri b es t h e st atisti c al a n al ysis m et h o ds a n d d at a 
pr es e nt ati o ns t o b e us e d i n t a bl es, fi g ur es, a n d listi n gs ( T F Ls) i n t h e cli ni c al st u d y r e p ort ( C S R) 
f or St u d y G S- U S- 2 0 0- 4 3 3 4. T his S A P is b as e d o n t h e st u d y pr ot o c ol a m e n d m e nt 4 d at e d 
0 4 F e br u ar y 2 0 2 2  a n d t h e el e ctr o ni c c as e r e p ort f or m ( e C R F). T h e S A P will b e fi n ali z e d b ef or e 
d at a b as e fi n ali z ati o n. A n y c h a n g es m a d e aft er t h e fi n ali z ati o n of t h e S A P will b e d o c u m e nt e d i n 
t h e C S R.

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

T h e pri m ar y o bj e cti v e of t his st u d y is as f oll o ws:

• T o e v al u at e t h e effi c a c y of L E N c o nt ai ni n g r e gi m e ns i n p e o pl e li vi n g wit h HI V ( P L W H) as 
d et er mi n e d b y t h e pr o p orti o n of p arti ci p a nts wit h HI V- 1 R N A   5 0 c o pi es/ m L at W e e k 5 4

T h e s e c o n d ar y o bj e cti v es of t his st u d y ar e as f oll o ws:

• T o e v al u at e t h e effi c a c y of L E N c o nt ai ni n g r e gi m e ns i n P L W H as d et er mi n e d b y t h e 
pr o p orti o n of p arti ci p a nts wit h HI V- 1 R N A   5 0 c o pi es/ m L at W e e ks 2 8, 3 8, a n d 8 0

• T o e v al u at e t h e c h a n g e fr o m b as eli n e i n l o g 1 0  HI V- 1 R N A a n d i n C D 4 + c ell c o u nt at 
W e e ks 2 8, 3 8, 5 4, a n d 8 0

• T o e v al u at e t h e s af et y a n d t ol er a bilit y of t h e L E N c o nt ai ni n g r e gi m e ns t hr o u g h 2 8, 3 8, 5 4, 
a n d 8 0 w e e ks of tr e at m e nt

• T o e v al u at e t h e p h ar m a c o ki n eti cs ( P K) of L E N, bi ct e gr a vir ( BI C), a n d t e n of o vir al af e n a mi d e 
( T A F)

1. 2.  St u d y D esi g n

D esi g n C o nfi g u r ati o n a n d P a rti ci p a nt P o p ul ati o n

T his is a P h as e 2, r a n d o mi z e d, o p e n l a b el, a cti v e c o ntr oll e d, m ulti c e nt er st u d y.

A p pr o xi m at el y 1 7 5 tr e at m e nt- n ai v e P W H w h o m e et all eli gi bilit y crit eri a will b e r a n d o mi z e d i n 
a 2: 2: 2: 1 r ati o t o 1 of t h e f oll o wi n g 4 tr e at m e nt gr o u ps. R a n d o mi z ati o n will b e str atifi e d b y 
HI V- 1 R N A l e v el ( ≤ 1 0 0, 0 0 0 c o pi es/ m L or > 1 0 0, 0 0 0 c o pi es/ m L) at s cr e e ni n g.
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T r e at m e nt G r o u ps

T r e at m e nt G r o u p 1 ( n = 5 0)

I n d u cti o n: P arti ci p a nts will r e c ei v e or al L E N 6 0 0 m g, 6 0 0 m g, a n d 3 0 0 m g, wit h o ut r e g ar d t o 
f o o d, at D a ys 1, 2, a n d 8 r es p e cti v el y. P arti ci p a nts will als o b e gi n or al d ail y e mtri cit a bi n e 
( F)/ T A F ( 2 0 0/ 2 5 m g), wit h o ut r e g ar d t o f o o d fr o m D a y 1 o n w ar ds f or a t ot al of 2 8 w e e ks. O n 
D a y 1 5 p arti ci p a nts will r e c ei v e s u b c ut a n e o us ( S C) L E N 9 2 7 m g, wit h o ut r e g ar d t o f o o d.

M ai nt e n a n c e: P arti ci p a nts will r e c ei v e S C L E N 9 2 7 m g at W e e k 2 8 a n d e v er y 2 6 w e e ks 
t h er e aft er. P arti ci p a nts will dis c o nti n u e or al d ail y F/ T A F ( 2 0 0/ 2 5 m g) at W e e k 2 8 a n d b e gi n 
t a ki n g or al d ail y T A F ( 2 5 m g), wit h o ut r e g ar d t o f o o d.

T r e at m e nt G r o u p 2 ( n = 5 0)

I n d u cti o n: P arti ci p a nts will r e c ei v e or al L E N 6 0 0 m g, 6 0 0 m g, a n d 3 0 0 m g, wit h o ut r e g ar d t o 
f o o d at D a ys 1, 2, a n d 8 r es p e cti v el y. P arti ci p a nts will als o b e gi n or al d ail y F/ T A F ( 2 0 0/ 2 5 m g), 
wit h o ut r e g ar d t o f o o d fr o m D a y 1 o n w ar d f or a t ot al of 2 8 w e e ks. O n D a y 1 5 p arti ci p a nts will 
r e c ei v e S C L E N 9 2 7 m g, wit h o ut r e g ar d t o f o o d.

M ai nt e n a n c e: P arti ci p a nts will r e c ei v e S C L E N 9 2 7 m g at W e e k 2 8 a n d e v er y 2 6 w e e ks 
t h er e aft er. P arti ci p a nts will dis c o nti n u e or al d ail y F/ T A F ( 2 0 0/ 2 5 m g) at W e e k 2 8 a n d b e gi n or al 
d ail y BI C ( 7 5 m g) wit h o ut r e g ar d t o f o o d.

T r e at m e nt G r o u p 3 ( n = 5 0)

P arti ci p a nts will r e c ei v e or al L E N 6 0 0 m g a n d 6 0 0 m g wit h o ut r e g ar d t o f o o d at D a ys 1 a n d 2, 
r es p e cti v el y. O n D a y 3, p arti ci p a nts will b e gi n or al d ail y L E N 5 0 m g, wit h o ut r e g ar ds t o f o o d. 
P arti ci p a nts will b e gi n or al d ail y F/ T A F ( 2 0 0/ 2 5 m g), wit h o ut r e g ar d t o f o o d fr o m D a y 1 
o n w ar ds.

T r e at m e nt G r o u p 4 ( n = 2 5)

P arti ci p a nts will r e c ei v e or al d ail y bi ct e gr a vir/ e mtri cit a bi n e/ T A F ( B/ F/ T A F, 5 0/ 2 0 0/ 2 5 m g), 
wit h o ut r e g ar d t o f o o d at D a y 1 a n d t hr o u g h o ut t h eir p arti ci p ati o n i n t h e st u d y.

K e y Eli gi bilit y C rit e ri a

Tr e at m e nt n ai v e P W H w h o m e et t h e f oll o wi n g crit eri a:

• A g e ≥ 1 8 y e ars of a g e at S cr e e ni n g

• Pl as m a HI V- 1 R N A   2 0 0 c o pi es/ m L at S cr e e ni n g

• C D 4 + c ell c o u nt   2 0 0 c ells/ L at S cr e e ni n g

• A ntir etr o vir al ( A R V) n ai v e wit h n o us e of a n y A R V m e di c ati o ns wit hi n o n e m o nt h of 
S cr e e ni n g. Us e of pr e- e x p os ur e pr o p h yl a xis ( Pr E P) ( a n y d ur ati o n), p ost- e x p os ur e 
pr o p h yl a xis ( P E P) ( a n y d ur ati o n), or HI V- 1 tr e at m e nt ( < 1 0 d a ys t h er a p y t ot al) > 1 m o nt h 
pri or t o S cr e e ni n g is p er mitt e d.
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S c h e d ul e of Ass ess m e nts

At s cr e e ni n g, l a b or at or y a n al ys es ( h e m at ol o g y, c h e mistr y, a n d uri n al ysis, a n d s er u m pr e g n a n c y 
t est [f or w o m e n]), HI V- 1 R N A, C D 4 + c ell c o u nt, vit al si g ns, el e ctr o c ar di o gr a m ( E C G), 
c o m pl et e p h ysi c al e x a mi n ati o n a n d esti m at e d gl o m er ul ar filtr ati o n r at e ( e G F R) will b e 
p erf or m e d, a n d h e p atitis B vir us ( H B V) a n d h e p atitis C vir us ( H C V) s er ol o gi es will b e a n al y z e d. 
A n al ysis of t h e p arti ci p a nt’s HI V- 1 r esist a n c e t o s u p p ort eli gi bilit y will b e c o m pl et e d.

Aft er s cr e e ni n g pr o c e d ur es, eli gi bl e p arti ci p a nts will b e r a n d o mi z e d i nt o 1 of t h e 4 tr e at m e nt 
gr o u ps i n a 2: 2: 2: 1 r ati o.

P arti ci p a nts i n Tr e at m e nt Gr o u ps 1, 2, a n d 3 o nl y, will h a v e visits o n D a y 1, D a y 2,    
, D a y 8, a n d D a y 1 5. All p arti ci p a nts will h a v e a W e e k 4 visit a n d will c o nti n u e t o 

att e n d st u d y visits e v er y 6 w e e ks u ntil W e e k 2 8.

P arti ci p a nts i n Tr e at m e nt Gr o u ps 1 a n d 2 will n e e d t o h a v e HI V- 1 R N A r es ults < 5 0 c o pi es/ m L 
at W e e ks 1 6 a n d 2 2 t o i niti at e tr e at m e nt wit h a t w o a g e nt r e gi m e n at W e e k 2 8; t h os e wit h v al u es 
≥ 5 0 c o pi es/ m L will dis c o nti n u e t h e st u d y dr u g at or pri or t o W e e k 2 8.

Aft er W e e k 2 8, p arti ci p a nts will att e n d st u d y visits o n W e e k 3 8, W e e k 5 4, W e e k 6 4, a n d 
W e e k 8 0. Aft er W e e k 8 0, p arti ci p a nts i n Tr e at m e nt Gr o u p 4 will c o m pl et e t h e st u d y a n d 
p arti ci p a nts i n Tr e at m e nt Gr o u ps 1, 2, a n d 3 will b e gi v e n t h e o pti o n t o r e c ei v e f urt h er tr e at m e nt 
a n d c o nti n u e t o att e n d visits alt er n ati n g b et w e e n e v er y 1 0 w e e ks a n d e v er y 1 6 w e e ks visits.

At e a c h visit, a d v ers e e v e nts ( A Es), c o n c o mit a nt m e di c ati o ns, l a b or at or y t ests, p h ysi c al 
e x a mi n ati o ns, P K, a n d p ati e nt r e p ort e d o ut c o m es ( P R Os) will b e p erf or m e d i n a c c or d a n c e wit h 
t h e St u d y Pr o c e d ur es T a bl e.

M or e d et ails f or st u d y pr o c e d ur es c o ul d b e f o u n d i n S e cti o n 1 2 ( A p p e n di x 1 ). 

St u d y D u r ati o n

D ur ati o n of tr e at m e nt is at l e ast 8 0 w e e ks. P arti ci p a nts i n Tr e at m e nt Gr o u p 4 will c o m pl et e t h e 
st u d y at W e e k 8 0.

F oll o wi n g s u c c essf ul c o m pl eti o n of W e e k 8 0 visit, p arti ci p a nts r e c ei vi n g L E N will b e gi v e n t h e 
o pti o n t o r e c ei v e f urt h er tr e at m e nt a n d c o nti n u e t o att e n d visits o n W e e k 9 0, W e e k 1 0 6, 
W e e k 1 1 6, W e e k 1 3 2, W e e k 1 4 2, a n d will c o nti n u e t o alt er n at e b et w e e n e v er y 1 0 w e e ks a n d 
e v er y 1 6 w e e ks visits. P arti ci p a nts willi n g t o c o nti n u e t h e st u d y b e y o n d W e e k 8 0 i n Tr e at m e nt 
Gr o u ps 1 a n d 2 will c o nti n u e t o r e c ei v e S C L E N 9 2 7 m g e v er y 6 m o nt hs ( 2 6 w e e ks) fr o m 
W e e k 8 0 o n w ar ds a n d p arti ci p a nts i n Tr e at m e nt Gr o u p 3 will r e c ei v e or al L E N 5 0 m g d ail y fr o m 
W e e k 8 0 u ntil t h e pr o d u ct b e c o m es a c c essi bl e t o p arti ci p a nts t hr o u g h a n a c c ess pr o gr a m, or u ntil 
Gil e a d el e cts t o dis c o nti n u e t h e st u d y i n t h e c o u ntr y. P arti ci p a nts i n Tr e at m e nt Gr o u ps 1, 2, 
a n d 3 will als o r e c ei v e T A F, F/ T A F, or BI C as a p pli c a bl e.

P arti ci p a nts w h o dis c o nti n u e st u d y dr u gs pri or t o W e e k 8 0 visit or pri or t o st u d y c o m pl eti o n m a y 
b e r e q uir e d t o c o m pl et e 3 0- D a y, 9 0- D a y a n d/ or 1 8 0- D a y F oll o w U p visits aft er E arl y 
T er mi n ati o n Visit.

C CI- -
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O r al W e e kl y B ri d gi n g of L E N f o r Miss e d S C I nj e cti o n

P arti ci p a nts r e c ei vi n g S C L E N m a y miss t h eir S C i nj e cti o n wi n d o w ( wit hi n 2 6 t o 2 8 w e e ks of 
t h e pr e vi o us S C L E N d os e). If a miss e d d os e is a nti ci p at e d, p arti ci p a nts m a y r e c ei v e or al 
bri d gi n g u ntil t h e y c a n r e c ei v e t h eir n e xt S C i nj e cti o n.

1. 3.  S a m pl e Si z e a n d P o w e r

A s a m pl e si z e of 5 0 p arti ci p a nts i n Tr e at m e nt Gr o u ps 1 t o 3, r es p e cti v el y, w as c h os e n t o esti m at e 
t h e r es p o ns e r at e of HI V- 1 R N A < 5 0 c o pi es/ m L at W e e k 5 4. A t ot al s a m pl e si z e of 
7 5 p arti ci p a nts f or e a c h p air of c o m p aris o ns (i e, b et w e e n e a c h of t h e L E N- c o nt ai ni n g r e gi m e n 
gr o u ps [ Tr e at m e nt Gr o u ps 1 t o 3, n = 5 0] a n d t h e B/ F/ T A F [ Tr e at m e nt gr o u p 4, n = 2 5]) will 
pr o vi d e 3 9 % p o w er t o e v al u at e n o n-i nf eri orit y wit h r es p e ct t o t h e r es p o ns e r at e of HI V- 1 R N A 
 5 0 c o pi es/ m L at W e e k 5 4. I n t his s a m pl e si z e a n d p o w er c al c ul ati o n, it is ass u m e d a r es p o ns e 
r at e is 9 0. 9 % ( b as e d o n p o ol e d d at a fr o m St u di es G S- U S- 3 8 0- 1 4 8 9 a n d G S- U S- 3 8 0- 1 4 9 0) f or 
e a c h tr e at m e nt gr o u p a n d a n o n-i nf eri orit y m ar gi n is 0. 1 2.
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2.   T Y P E O F P L A N N E D A N A L Y SI S

2. 1.  I nt e ri m A n al ys es

2. 1. 1.   D M C A n al ysis

O n e e xt er n al m ulti dis ci pli n ar y D at a M o nit ori n g C o m mitt e e ( D M C) a n al ysis w as c o n d u ct e d aft er 
all p arti ci p a nts h a v e c o m pl et e d t h eir W e e k 1 6 visit or pr e m at ur el y dis c o nti n u e d fr o m st u d y dr u g, 
all o utst a n di n g d at a q u eri es h a d b e e n r es ol v e d or a dj u di c at e d as u nr es ol v a bl e, a n d t h e d at a h a d 
b e e n cl e a n e d a n d fi n ali z e d f or t h e a n al ysis. N o f or m al st o p pi n g r ul es w as us e d b y t h e D M C f or 
s af et y o ut c o m es. R at h er, a cli ni c al ass ess m e nt w as m a d e t o d et er mi n e if t h e n at ur e, fr e q u e n c y, 
a n d s e v erit y of A Es ass o ci at e d wit h a st u d y tr e at m e nt w arr a nt t h e e arl y t er mi n ati o n of t h e st u d y 
i n t h e b est i nt er est of t h e p arti ci p a nts. N o al p h a p e n alt y will b e a p pli e d f or t h e pri m ar y a n al ysis 
of t h e pri m ar y effi c a c y e n d p oi nt gi v e n t h at t h e st u d y is n ot a d e q u at el y p o w er e d f or a f or m al 
effi c a c y e v al u ati o n. T h e p ur p os e of t h e i nt eri m a n al ysis w as t o pr o vi d e t h e D M C wit h a 
st atisti c al r e p ort f or r e vi e w. M or e d et ails ar e d o c u m e nt e d i n t h e D M C c h art er.

2. 1. 2.   W e e k 2 8 I nt e ri m A n al ysis

T h e W e e k 2 8 i nt eri m a n al ysis w as c o n d u ct e d aft er all p arti ci p a nts h a v e c o m pl et e d t h e W e e k 2 8 
visit or h a v e pr e m at ur el y dis c o nti n u e d t h e st u d y dr u g, o utst a n di n g d at a q u eri es h a d b e e n 
r es ol v e d or a dj u di c at e d as u nr es ol v a bl e, a n d t h e d at a h a d b e e n cl e a n e d a n d fi n ali z e d f or t h e 
a n al ysis. T h e a n al ysis w as us e d t o s u p p ort t h e L E N r e g ul at or y fili n g f or t h e i n di c ati o n i n t h e 
h e a vil y tr e at m e nt e x p eri e n c e d P W H.

2. 1. 3.   W e e k 8 0 I nt e ri m A n al ysis

T h e W e e k 8 0 i nt eri m a n al ysis w as c o n d u ct e d aft er all p arti ci p a nts h a v e c o m pl et e d t h e W e e k 8 0 
visit or h a v e pr e m at ur el y dis c o nti n u e d t h e st u d y dr u g, o utst a n di n g d at a q u eri es h a d b e e n 
r es ol v e d or a dj u di c at e d as u nr es ol v a bl e, a n d t h e d at a h a d b e e n cl e a n e d a n d fi n ali z e d f or t h e 
a n al ysis.

2. 2.   P ri m a r y A n al ysis

T h e W e e k 5 4 i nt eri m a n al ysis w as c o n d u ct e d aft er all p arti ci p a nts h a v e c o m pl et e d W e e k 5 4 visit 
or h a v e pr e m at ur el y dis c o nti n u e d t h e st u d y dr u g, o utst a n di n g d at a q u eri es h a v e b e e n r es ol v e d or 
a dj u di c at e d as u nr es ol v a bl e, a n d t h e d at a h a v e b e e n cl e a n e d a n d fi n ali z e d f or t h e a n al ysis. T his is 
t h e pri m ar y a n al ysis of t his st u d y.

2. 3.   Fi n al A n al ysis

T h e fi n al a n al ysis will b e p erf or m e d aft er all p arti ci p a nts h a v e c o m pl et e d t h e st u d y, o utst a n di n g 
d at a q u eri es h a v e b e e n r es ol v e d or a dj u di c at e d as u nr es ol v a bl e, a n d t h e d at a h a v e b e e n cl e a n e d 
a n d fi n ali z e d.

T his S A P d es cri b es t h e a n al ysis pl a n f or t h e Fi n al A n al ysis.
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3.   G E N E R A L C O N SI D E R A TI O N S F O R D A T A A N A L Y S E S

A n al ysis r es ults will b e pr es e nt e d usi n g d es cri pti v e st atisti cs. F or c at e g ori c al v ari a bl 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 i n e a c h c at e g or y will b e pr es e nt e d; f or c o nti n u o us 
v ari a bl es, t h e n u m b er of p arti ci p a nts ( n), m e a n, st a n d ar d d e vi ati o n ( S D) or st a n d ar d err or ( S E), 
m e di a n, first q u artil e ( Q 1), t hir d q u artil e ( Q 3), mi ni m u m, a n d m a xi m u m will b e pr es e nt e d.

All st atisti c al t ests will b e 2-si d e d a n d p erf or m e d at t h e 5 % si g nifi c a n c e l e v el u nl ess ot h er wis e 
s p e cifi e d.

B y- p arti ci p a nt listi n gs will b e pr es e nt e d f or all p arti ci p a nts i n t h e All R a n d o mi z e d A n al ysis S et 
a n d s ort e d b y p arti ci p a nt I D n u m b er, visit d at e, a n d ti m e (if a p pli c a bl e). D at a c oll e ct e d o n l o g 
f or ms, s u c h as A Es, will b e pr es e nt e d i n c hr o n ol o gi c al or d er wit hi n t h e p arti ci p a nt. T h e 
tr e at m e nt gr o u p t o w hi c h p arti ci p a nts w er e r a n d o mi z e d will b e us e d i n t h e listi n gs. A g e, s e x at 
birt h, r a c e, a n d et h ni cit y will b e i n cl u d e d i n t h e listi n gs, as s p a c e p er mits.

3. 1.   A n al ysis S ets

A n al ysis s ets d efi n e t h e p arti ci p a nts t o b e i n cl u d e d i n a n a n al ysis. A n al ysis s ets a n d t h eir 
d efi niti o ns ar e pr o vi d e d i n t his s e cti o n. T h e a n al ysis s et will b e i d e ntifi e d a n d i n cl u d e d as a 
s u btitl e of e a c h t a bl e, fi g ur e, a n d listi n g.

F or e a c h a n al ysis s et, 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 eli gi bl e f or i n cl usi o n will b e 
s u m m ari z e d b y tr e at m e nt gr o u p.

A listi n g of r e as o ns f or e x cl usi o n fr o m a n al ysis s ets will b e pr o vi d e d b y p arti ci p a nt.

3. 1. 1.   All R a n d o mi z e d A n al ysis S et

All R a n d o mi z e d  A n al ysis S et i n cl u d es all p arti ci p a nts w h o w er e r a n d o mi z e d i n t h e st u d y.

T his is t h e pri m ar y a n al ysis s et f or b y- p arti ci p a nt listi n gs.

3. 1. 2.   F ull A n al ysis S et

T h e F ull A n al ysis S et ( F A S)  i n cl u d es all r a n d o mi z e d p arti ci p a nts w h o t o o k at l e ast 1 d os e of 
st u d y dr u g. T his is t h e pri m ar y a n al ysis s et f or effi c a c y a n al ys es.

3. 1. 3.  S af et y A n al ysis S et

T h e S af et y A n al ysis S et i n cl u d es all p arti ci p a nts w h o t o o k at l e ast 1 d os e of st u d y dr u g. T his is 
t h e pri m ar y a n al ysis s et f or s af et y a n al ys es.
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3. 1. 4.   P h a r m a c o ki n eti c A n al ysis S et

T h e P h ar m a c o ki n eti c ( P K)  A n al ysis S et will i n cl u d e all r a n d o mi z e d p arti ci p a nts w h o t o o k at 
l e ast 1 d os e of st u d y dr u g a n d h a v e at l e ast 1 n o n missi n g c o n c e ntr ati o n v al u e r e p ort e d b y t h e P K 
l a b or at or y. T his is t h e pri m ar y a n al ysis s et f or all P K a n al ys es. 

3. 2.   P a rti ci p a nt G r o u pi n g

F or a n al ys es b as e d o n t h e All R a n d o mi z e d A n al ysis S et or t h e F A S , p arti ci p a nts will b e gr o u p e d 
a c c or di n g t o t h e tr e at m e nt gr o u p t o w hi c h t h e y w er e r a n d o mi z e d. F or all ot h er a n al ys es, 
p arti ci p a nts will b e gr o u p e d a c c or di n g t o t h e a ct u al tr e at m e nt r e c ei v e d. T h e a ct u al tr e at m e nt 
r e c ei v e d will diff er fr o m t h e r a n d o mi z e d tr e at m e nt o nl y w h e n t h eir a ct u al tr e at m e nt diff ers fr o m 
r a n d o mi z e d tr e at m e nt f or t h e e ntir e tr e at m e nt d ur ati o n.

P arti ci p a nts will b e gr o u p e d as f oll o ws f or t a bl e s u m m ar y:  

• Tr e at m e nt Gr o u p 1: S C L E N + ( F/ T A F →  T A F) 

• Tr e at m e nt Gr o u p 2: S C L E N + ( F/ T A F →  BI C)

• Tr e at m e nt Gr o u p 3: Or al L E N + F/ T A F

• Tr e at m e nt Gr o u p 4: B/ F/ T A F

• Tr e at m e nt Gr o u ps 1 a n d 2: S C L E N (f or all t a bl es u nl ess s p e cifi e d ot h er wis e)

• Tr e at m e nt Gr o u ps 1, 2, a n d 3: L E N (f or all t a bl es u nl ess s p e cifi e d)

3. 3.  St r at a a n d C o v a ri at es

R a n d o mi z ati o n w as str atifi e d b y HI V- 1 R N A l e v el ( ≤ 1 0 0, 0 0 0 c o pi es/ m L or 
> 1 0 0, 0 0 0 c o pi es/ m L) at s cr e e ni n g. 

Effi c a c y a n al ys es will i n cl u d e HI V- 1 R N A str at u m ( ≤ 1 0 0, 0 0 0 vs. > 1 0 0, 0 0 0 c o pi es/ m L) at 
b as eli n e as a str atifi c ati o n f a ct or. T h e HI V- 1 R N A str at u m will b e r e cl assifi e d usi n g b as eli n e 
HI V- 1 R N A l e v el f or a n al ysis p ur p os es.

3. 4.   E x a mi n ati o n of P a rti ci p a nt S u b g r o u ps

3. 4. 1.   P a rti ci p a nt S u b g r o u ps f o r S af et y A n al ys es

I n ci d e n c e of all tr e at m e nt- e m er g e nt A Es ( T E A Es) will b e a n al y z e d f or t h e f oll o wi n g p arti ci p a nt 
s u b gr o u ps: 

• A g e ( y e ars): ( a) < 5 0 a n d ( b) ≥ 5 0 

• S e x: ( a) m al e a n d ( b) f e m al e 

• R a c e: ( a) bl a c k a n d ( b) n o n bl a c k 
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3. 5.   M ulti pl e C o m p a ris o ns

A dj ust m e nts f or m ulti pli cit y will n ot b e m a d e i n t his P h as e 2, n o n- c o nfir m at or y tri al.

3. 6.   Missi n g D at a a n d O utli e rs

3. 6. 1.   Missi n g D at a

I n g e n er al, missi n g d at a will n ot b e i m p ut e d u nl ess m et h o ds f or h a n dli n g missi n g d at a ar e 
s p e cifi e d. E x c e pti o ns ar e pr es e nt e d i n t his d o c u m e nt.

F or missi n g l ast d osi n g d at e of st u d y dr u g, i m p ut ati o n r ul es ar e d es cri b e d i n S e cti o n 3. 8. 1 . T h e 
h a n dli n g of missi n g or i n c o m pl et e d at es f or A E o ns et is d es cri b e d i n S e cti o n 7. 1. 5. 2 , a n d f or 
pri or a n d c o n c o mit a nt m e di c ati o ns i n S e cti o n 7. 4 .

3. 6. 2.   O utli e rs

O utli ers will b e i d e ntifi e d d uri n g t h e d at a m a n a g e m e nt a n d d at a a n al ysis pr o c ess, b ut n o 
s e nsiti vit y a n al ys es will b e c o n d u ct e d. All d at a will b e i n cl u d e d i n t h e d at a a n al ysis.

3. 7.   D at a H a n dli n g C o n v e nti o ns a n d T r a nsf o r m ati o ns

O nl y y e ar of birt h is c oll e ct e d i n t his st u d y. T h e f oll o wi n g c o n v e nti o ns will b e us e d f or t h e 
i m p ut ati o n of d at e of birt h w h e n it is p arti all y missi n g or n ot c oll e ct e d:

• If o nl y m o nt h a n d y e ar of birt h is c oll e ct e d, t h e n “ 1 5 ” will b e i m p ut e d as t h e d a y of birt h

• If o nl y y e ar of birt h is c oll e ct e d, t h e n “ 0 1 J ul y ” will b e i m p ut e d as t h e d a y a n d m o nt h of birt h

• If y e ar of birt h is missi n g, t h e n d at e of birt h will n ot b e i m p ut e d.

I n g e n er al, a g e c oll e ct e d at D a y 1 (i n y e ars) will b e us e d f or a n al ys es a n d pr es e nt e d i n listi n gs. If 
a g e at D a y 1 is n ot a v ail a bl e f or a p arti ci p a nt, t h e n a g e d eri v e d b as e d o n d at e of birt h a n d t h e 
D a y 1 visit d at e will b e us e d i nst e a d. If a n e nr oll e d p arti ci p a nt w as n ot d os e d wit h a n y st u d y 
dr u g, t h e r a n d o mi z ati o n d at e will b e us e d i nst e a d of t h e D a y 1 visit d at e. F or s cr e e n f ail ur es, t h e 
d at e t h e first i nf or m e d c o ns e nt w as si g n e d will b e us e d f or t h e a g e d eri v ati o n. A g e r e q uir e d f or 
l o n git u di n al a n d t e m p or al c al c ul ati o ns a n d a n al ys es ( e g, esti m at es of cr e ati ni n e cl e ar a n c e, a g e at 
d at e of A E) will b e b as e d o n a g e d eri v e d fr o m d at e of birt h a n d t h e d at e of t h e m e as ur e m e nt or 
e v e nt, u nl ess ot h er wis e s p e cifi e d.
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N o n- P K d at a t h at ar e c o nti n u o us i n n at ur e b ut ar e l ess t h a n t h e l o w er li mit of q u a ntit ati o n ( L O Q) 
or a b o v e t h e u p p er L O Q will b e i m p ut e d as f oll o ws:

• A v al u e t h at is 1 u nit l ess t h a n t h e l o w er L O Q at t h e s a m e pr e cisi o n l e v el of t h e ori gi n all y 
r e p ort e d v al u e will b e us e d t o c al c ul at e d es cri pti v e st atisti cs if t h e d at u m is r e p ort e d i n t h e 
f or m of “  x ” ( w h er e x is c o nsi d er e d t h e l o w er L O Q). F or e x a m pl e, if t h e v al u es ar e r e p ort e d 
as < 5 0 a n d < 5. 0, v al u es of 4 9 a n d 4. 9, r es p e cti v el y, will b e us e d t o c al c ul at e s u m m ar y 
st atisti cs. A n e x c e pti o n t o t his r ul e is a n y v al u e r e p ort e d as < 1 or < 0. 1, et c. F or v al u es 
r e p ort e d as < 1 or < 0. 1, a v al u e of 0. 9 or 0. 0 9, r es p e cti v el y, will b e us e d t o c al c ul at e 
s u m m ar y st atisti cs.

• A v al u e t h at is 1 u nit a b o v e t h e u p p er L O Q will b e us e d t o c al c ul at e d es cri pti v e st atisti cs if 
t h e d at u m is r e p ort e d i n t h e f or m of “ > x ” ( w h er e x is c o nsi d er e d t h e u p p er L O Q). V al u es 
wit h d e ci m al p oi nts will f oll o w t h e s a m e l o gi c as a b o v e.

• T h e l o w er or u p p er L O Q will b e us e d t o c al c ul at e d es cri pti v e st atisti cs if t h e d at u m is 
r e p ort e d i n t h e f or m of “ ≤ x ” or “ ≥ x ” ( w h er e x is c o nsi d er e d t h e l o w er or u p p er L O Q, 
r es p e cti v el y).

S p ars e P K c o n c e ntr ati o n v al u es t h at ar e b el o w t h e li mit of q u a ntit ati o n ( B L Q) will b e pr es e nt e d 
as “ B L Q ” i n t h e d at a listi n g.

L o g arit h mi c ( b as e 1 0) tr a nsf or m ati o ns will b e a p pli e d t o HI V- 1 R N A d at a f or effi c a c y a n al ysis. 
HI V- 1 R N A r es ults of “ N o HI V- 1 R N A d et e ct e d ” a n d “ < 2 0 c p/ m L HI V- 1 R N A D et e ct e d ” will 
b e i m p ut e d as 1 9 c o pi es/ m L f or a n al ysis p ur p os es.

N at ur al l o g arit h m tr a nsf or m ati o n will b e us e d f or a n al y zi n g c o n c e ntr ati o ns a n d P K p ar a m et ers i n 
i nt e nsi v e P K s a m pl es. C o n c e ntr ati o n v al u es t h at ar e B L Q will b e pr es e nt e d as “ B L Q ” i n t h e 
c o n c e ntr ati o n d at a listi n g. V al u es t h at ar e B L Q will b e tr e at e d as 0 at pr e d os e ti m e p oi nts, a n d 
o n e- h alf t h e v al u e of t h e L O Q at p ost d os e ti m e p oi nts f or s u m m ar y p ur p os es.

T h e f oll o wi n g c o n v e nti o ns will b e us e d f or t h e pr es e nt ati o n of s u m m ar y a n d or d er st atisti cs f or 
i nt e nsi v e P K c o n c e ntr ati o ns: 

• If at l e ast 1 p arti ci p a nt h as a c o n c e ntr ati o n v al u e of B L Q f or t h e ti m e p oi nt, t h e mi ni m u m 
v al u e will b e dis pl a y e d as “ B L Q. ”

• If m or e t h a n 2 5 % of t h e p arti ci p a nts h a v e a c o n c e ntr ati o n d at a v al u e of B L Q f or a gi v e n ti m e 
p oi nt, t h e mi ni m u m a n d Q 1 v al u es will b e dis pl a y e d as “ B L Q. ”

• If m or e t h a n 5 0 % of t h e p arti ci p a nts h a v e a c o n c e ntr ati o n d at a v al u e of B L Q f or a gi v e n ti m e 
p oi nt, t h e mi ni m u m, Q 1, a n d m e di a n v al u es will b e dis pl a y e d as “ B L Q. ”

• If m or e t h a n 7 5 % of t h e p arti ci p a nts h a v e a c o n c e ntr ati o n d at a v al u e of B L Q f or a gi v e n ti m e 
p oi nt, t h e mi ni m u m, Q 1, m e di a n, a n d Q 3 v al u es will b e dis pl a y e d as “ B L Q. ”

• If all p arti ci p a nts h a v e c o n c e ntr ati o n d at a v al u es of B L Q f or a gi v e n ti m e p oi nt, all or d er 
st atisti cs ( mi ni m u m, Q 1, m e di a n, Q 3, a n d m a xi m u m) will b e dis pl a y e d as “ B L Q. ”
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P K p ar a m et ers t h at ar e B L Q will b e i m p ut e d as o n e- h alf L O Q b ef or e l o g tr a nsf or m ati o n or 
st atisti c al m o d el fitti n g.

3. 8.   A n al ysis Visit Wi n d o ws

3. 8. 1.   D efi niti o n of St u d y D a y

St u d y D a y 1 is d efi n e d as t h e d a y w h e n t h e first d os e of st u d y dr u g w as t a k e n, as r e c or d e d o n 
t h e St u d y Dr u g A d mi nistr ati o n e C R F. F or p arti ci p a nts i n Tr e at m e nt Gr o u ps 1- 3, t h e e arli est of 
t h e first d os e d at es of a n y c o m p o n e nt (i e, L E N or F/ T A F) is c o nsi d er e d as t h e first d os e d at e of 
t h e st u d y dr u g.

L ast D os e D at e is d efi n e d as f oll o ws f or p arti ci p a nts w h o pr e m at ur el y dis c o nti n u e d st u d y dr u g 
i n Tr e at m e nt Gr o u ps 1 t o 3, or c o m pl et e d st u d y dr u g at m ai n p h as e i n Tr e at m e nt Gr o u p 4 
a c c or di n g t o St u d y Dr u g C o m pl eti o n e C R F (i e, “st u d y dr u g c o m pl eti o n ” b o x c h e c k e d “ N o ” f or 
p arti ci p a nts w h o pr e m at ur el y dis c o nti n u e d, or “st u d y dr u g c o m pl eti o n ” b o x c h e c k e d “ Y es ” f or 
p arti ci p a nts w h o c o m pl et e d st u d y dr u g i n Tr e at m e nt Gr o u p 4). 

• F or p arti ci p a nts w h o r e c ei v e S C i nj e cti o n, t h e l ast d os e d at e is d efi n e d as t h e l at est 
n o n missi n g e n d d at e of t h e st u d y dr u g us e d wit h L E N.

• F or p arti ci p a nts w h o d o n ot r e c ei v e S C i nj e cti o n, t h e l ast d os e d at e is d efi n e d as t h e e arli est 
of t h e l ast d os e d at e of a n y st u d y dr u g.

• If t h e d at e of l ast d os e is i n c o m pl et e or missi n g ( e g, d u e t o l ost t o f oll o w- u p), t h e l at est 
n o n missi n g st u d y dr u g st art d at es a n d e n d d at es, t h e cli ni c visit d at es, a n d t h e l a b or at or y visit 
d at es e x cl u di n g t h e d at es of a n y f oll o w- u p visits will b e us e d t o i m p ut e t h e l ast d os e d at e.

St u d y D a ys  ar e c al c ul at e d r el ati v e t o St u d y D a y 1 of st u d y dr u g a n d d eri v e d as f oll o ws:

• F or p ost d os e st u d y d a ys: Ass ess m e nt D at e – First D os e D at e + 1

• F or d a ys pri or t o t h e first d os e: Ass ess m e nt D at e – First D os e D at e

B as eli n e V al u e  is d efi n e d as t h e l ast v al u e o bt ai n e d o n or pri or t o t h e first d os e of st u d y dr u g.

L ast St u d y D at e  is t h e l at est n o n missi n g cli ni c visit d at es, a n d/ or t h e l a b or at or y visit d at es, 
a n d/ or l at est A E o ns et d at e a n d e n d d at e, w hi c h e v er is l at est, i n cl u di n g t h e a n y f oll o w- u p visit 
d at es, f or p arti ci p a nts w h o pr e m at ur el y dis c o nti n u e d st u d y a c c or di n g t o t h e St u d y C o m pl eti o n 
e C R F.

L ast E x p os u r e D at e  is d efi n e d as f oll o ws f or p arti ci p a nts w h o pr e m at ur el y dis c o nti n u e d st u d y 
dr u g a c c or di n g t o St u d y Dr u g C o m pl eti o n e C R F. T his d at e is d efi n e d c o nsi d eri n g t h e pr ol o n g e d 
e x p os ur e of L E N aft er t h e l ast d os e d at e of L E N.

• Tr e at m e nt Gr o u ps 1 a n d 2:

 F or p arti ci p a nts w h o r e c ei v e S C i nj e cti o n, l ast e x p os ur e d at e is d efi n e d as l ast st u d y d at e.  

 F or p arti ci p a nts w h o d o n ot r e c ei v e S C i nj e cti o n, l ast e x p os ur e d at e is d efi n e d as t h e 
mi ni m u m of t h e l ast d os e d at e pl us 6 0 d a ys a n d t h e l ast st u d y d at e.
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• Tr e at m e nt Gr o u p 3: l ast e x p os ur e d at e is d efi n e d as t h e mi ni m u m of t h e l ast d os e d at e pl us 
6 0 d a ys a n d t h e l ast st u d y d at e.

• Tr e at m e nt Gr o u p 4: l ast e x p os ur e d at e is d efi n e d as t h e mi ni m u m of t h e l ast d os e d at e pl us 
3 0 d a ys a n d t h e l ast st u d y d at e.

3. 8. 2.   A n al ysis Visit Wi n d o ws

P arti ci p a nt visits mi g ht n ot o c c ur o n pr ot o c ol-s p e cifi e d d a ys. T h er ef or e, f or t h e p ur p os e of 
a n al ysis, o bs er v ati o ns will b e assi g n e d t o a n al ysis wi n d o ws.

T h e a n al ysis wi n d o ws f or HI V- 1 R N A, C D 4 + c ell c o u nt, C D 4 %, h e m at ol o g y, c h e mistr y, li pi d 
p a n el, uri n al ysis, uri n e c h e mistr y, uri n e pr e g n a n c y l a b or at or y t ests, vit al si g ns, a n d w ei g ht ar e 
pr o vi d e d i n T a bl e 3- 1  a n d T a bl e 3- 2  f or t h e L E N- c o nt ai ni n g r e gi m e n gr o u ps 
( Tr e at m e nt Gr o u ps 1- 3) a n d t h e B/ F/ T A F gr o u p ( Tr e at m e nt Gr o u p 4), r es p e cti v el y.

T a bl e 3- 1.   A n al ysis Visit Wi n d o ws f o r HI V- 1 R N A, C D 4 + c ell c o u nt, C D 4 %, 
H e m at ol o g y, C h e mist r y, Li pi d P a n el, U ri n al ysis, U ri n e C h e mist r y, 
U ri n e P r e g n a n c y L a b o r at o r y T ests, Vit al Si g ns, a n d W ei g ht f o r t h e 
L E N- c o nt ai ni n g R e gi m e n G r o u ps ( T r e at m e nt G r o u ps 1- 3)

Visit Wi n d o w St u d y D a y

Visit St u d y D a y L o w e r Li mit U p p e r Li mit

D a y 1 1 ≤ 1 1

D a y 2 2 2 5

D a y 8 8 6 1 1

D a y 1 5 1 5 1 2 2 1

W e e k 4 2 8 2 2 4 9

W e e k 1 0 7 0 5 0 9 1

W e e k 1 6 1 1 2 9 2 1 3 3

W e e k 2 2 1 5 4 1 3 4 1 7 5

W e e k 2 8 1 9 6 1 7 6 2 3 1

W e e k 3 8 2 6 6 2 3 2 3 2 2

W e e k 5 4 3 7 8 3 2 3 4 1 3

W e e k 6 4 4 4 8 4 1 4 5 0 4

W e e k 8 0 5 6 0 5 0 5 5 9 5

W e e k 9 0 6 3 0 5 9 6 6 8 6

W e e k 1 0 6 7 4 2 6 8 7 7 7 7

W e e k 1 1 6 8 1 2 7 7 8 8 6 8

W e e k 1 3 2 9 2 4 8 6 9 9 5 9

W e e k 1 4 2 9 9 4 9 6 0 1 0 5 0

W e e k 1 5 8 1 1 0 6 1 0 5 1 1 1 4 1

W e e k 1 6 8 1 1 7 6 1 1 4 2 1 2 3 2

W e e k 1 8 4 1 2 8 8 1 2 3 3 ≥ 1 2 8 8

I 
I 

I 
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T a bl e 3- 2.   A n al ysis Visit Wi n d o ws f o r HI V- 1 R N A, C D 4 + c ell c o u nt, C D 4 %, 
H e m at ol o g y, C h e mist r y, Li pi d P a n el, U ri n al ysis, U ri n e C h e mist r y, 
U ri n e P r e g n a n c y L a b o r at o r y T ests, Vit al Si g ns, a n d W ei g ht f o r t h e 
B/ F/ T A F G r o u p ( T r e at m e nt G r o u p 4)

Visit Wi n d o w St u d y D a y

Visit St u d y D a y L o w e r Li mit U p p e r Li mit

D a y 1 1 ≤ 1 1

W e e k 4 2 8 2 4 9

W e e k 1 0 7 0 5 0 9 1

W e e k 1 6 1 1 2 9 2 1 3 3

W e e k 2 2 1 5 4 1 3 4 1 7 5

W e e k 2 8 1 9 6 1 7 6 2 3 1

W e e k 3 8 2 6 6 2 3 2 3 2 2

W e e k 5 4 3 7 8 3 2 3 4 1 3

W e e k 6 4 4 4 8 4 1 4 5 0 4

W e e k 8 0 5 6 0 5 0 5 ≥ 5 6 0

3. 8. 3.  S el e cti o n of D at a i n t h e E v e nt of M ulti pl e R e c o r ds i n a n A n al ysis Visit 
Wi n d o w

D e p e n di n g o n t h e st atisti c al a n al ysis m et h o d, si n gl e v al u es m a y b e r e q uir e d f or e a c h a n al ysis 
wi n d o w. F or e x a m pl e, c h a n g e fr o m b as eli n e b y visit us u all y r e q uir es a si n gl e v al u e, w h er e as a 
ti m e-t o- e v e nt a n al ysis w o ul d n ot r e q uir e 1 v al u e p er a n al ysis wi n d o w.

If m ulti pl e v ali d, n o n missi n g m e as ur e m e nts e xist i n a n a n al ysis wi n d o w, r e c or ds will b e c h os e n 
b as e d o n t h e f oll o wi n g r ul es if a si n gl e v al u e is n e e d e d:

• F or b as eli n e, t h e l ast n o n missi n g v al u e o n or pri or t o t h e first d os e d at e of st u d y dr u g will b e 
s el e ct e d, u nl ess s p e cifi e d diff er e ntl y. If t h er e ar e m ulti pl e r e c or ds wit h t h e s a m e ti m e or n o 
ti m e r e c or d e d o n t h e s a m e d a y, t h e b as eli n e v al u e will b e t h e a v er a g e of t h e m e as ur e m e nts 
f or c o nti n u o us d at a ( e x c e pt f or HI V- 1 R N A, s e e b el o w), or t h e m e as ur e m e nt wit h t h e l o w est 
s e v erit y ( e g, n or m al will b e s el e ct e d o v er a b n or m al f or s af et y E C G fi n di n gs) f or c at e g ori c al 
d at a.

• F or p ost b as eli n e v al u es:

 T h e r e c or d cl os est t o t h e n o mi n al d a y f or t h at visit will b e s el e ct e d wit h t h e e x c e pti o n of 
C D 4 c ell c o u nts a n d C D 4 % i n w hi c h t h e l at est r e c or d will b e s el e ct e d a n d HI V- 1 R N A 
l e v el (s e e b el o w)

 If t h er e ar e 2 r e c or ds t h at ar e e q ui dist a nt fr o m t h e n o mi n al d a y, t h e l at er r e c or d will b e 
s el e ct e d.

I 
I 

I 
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 If t h er e is m or e t h a n 1 r e c or d o n t h e s el e ct e d d a y, t h e a v er a g e will b e t a k e n f or 
c o nti n u o us d at a ( e x c e pt f or HI V- 1 R N A, s e e b el o w) a n d t h e w ors e s e v erit y will b e t a k e n 
f or c at e g ori c al d at a, u nl ess ot h er wis e s p e cifi e d.

• F or b as eli n e a n d p ost b as eli n e HI V- 1 R N A, t h e l at est ( c o nsi d eri n g b ot h d at e a n d ti m e) 
r e c or d(s) i n t h e wi n d o w will b e s el e ct e d. If b ot h HI V t est r es ults ( “ HI V R N A C o b as 6 8 0 0 ” or 
“ HI V R N A T a q m a n 2. 0 ”) a n d r e p e at e d HI V t est r es ults ( “ HI V R N A C o b as 6 8 0 0 R P T ” or 
“ HI V R N A R e p e at ”, i e, t h e HI V- 1 R N A r es ult o bt ai n e d fr o m a n a d diti o n al ali q u ot of t h e 
ori gi n al s a m pl e) ar e a v ail a bl e wit h t h e s a m e c oll e cti o n ti m e, t h e r es ults fr o m t h e “ HI V R N A 
R e p e at ” will b e s el e ct e d f or a n al ysis p ur p os es; ot h er wis e, if t h er e ar e m ulti pl e “ HI V R N A 
C o b as 6 8 0 0 ” r e c or ds wit h t h e s a m e c oll e cti o n ti m e, t h e g e o m etri c m e a n will b e t a k e n f or 
a n al ysis p ur p os es.



L e n a c a p a vir
G S- U S- 2 0 0- 4 3 3 4
St atisti c al A n al ysis Pl a n – Fi n al A n al ysis V ersi o n 1. 0

C O N FI D E N TI A L P a g e 2 1 1 7 J a n u ar y 2 0 2 4

4.   P A R TI CI P A N T  DI S P O SI TI O N

4. 1.   P a rti ci p a nt E n r oll m e nt a n d Dis p ositi o n

K e y st u d y d at es (i e, first p arti ci p a nt s cr e e n e d, first p arti ci p a nt r a n d o mi z e d, l ast p arti ci p a nt 
r a n d o mi z e d, l ast p arti ci p a nt l ast visit f or t h e pri m ar y e n d p oi nt, a n d l ast p arti ci p a nt l ast visit f or 
t h e cli ni c al st u d y r e p ort) will b e pr o vi d e d.

A s u m m ar y of p arti ci p a nt e nr oll m e nt will b e pr o vi d e d b y tr e at m e nt gr o u p f or e a c h  c o u ntr y, 
i n v esti g at or wit hi n a c o u ntr y, a n d o v er all. T h e s u m m ar y will pr es e nt 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 r a n d o mi z e d. F or e a c h c ol u m n, t h e d e n o mi n at or f or t h e p er c e nt a g e c al c ul ati o n will 
b e t h e t ot al n u m b er of p arti ci p a nts a n al y z e d f or t h at c ol u m n.

A si mil ar e nr oll m e nt t a bl e will b e pr o vi d e d b y r a n d o mi z ati o n str at u m. T h e d e n o mi n at or f or t h e 
p er c e nt a g e of p arti ci p a nts i n t h e str at u m will b e t h e t ot al n u m b er of r a n d o mi z e d p arti ci p a nts. If 
t h er e ar e dis cr e p a n ci es i n t h e v al u e us e d f or str atifi c ati o n assi g n m e nt b et w e e n t h e i nt er a cti v e 
w e b r es p o ns e s yst e m (I X R S)  a n d t h e cli ni c al d at a b as e, t h e v al u e c oll e ct e d i n t h e cli ni c al 
d at a b as e will b e us e d f or t h e s u m m ar y. A listi n g of p arti ci p a nts wit h dis cr e p a n ci es i n t h e v al u e 
us e d f or str atifi c ati o n assi g n m e nt b et w e e n t h e I X R S a n d t h e cli ni c al d at a b as e at t h e ti m e of d at a 
fi n ali z ati o n will b e pr o vi d e d. If t h er e ar e diff er e n c es b et w e e n r a n d o mi z ati o n str at u m usi n g 
s cr e e ni n g HI V- 1 R N A v al u e a n d b as eli n e HI V- 1 R N A v al u e, a listi n g of t h e diff er e n c es will als o 
b e pr o vi d e d.

T h e r a n d o mi z ati o n s c h e d ul e us e d f or t h e st u d y w as pr o vi d e d as a n a p p e n di x t o t h e W e e k 2 8 
C S R.

A s u m m ar y of p arti ci p a nt dis p ositi o n will b e pr o vi d e d b y tr e at m e nt gr o u p a n d t ot al b as e d o n all 
s cr e e n e d p arti ci p a nts. T his s u m m ar y will pr es e nt t h e n u m b er of p arti ci p a nts s cr e e n e d, t h e 
n u m b er of p arti ci p a nts w h o m et all eli gi bilit y crit eri a b ut w er e n ot r a n d o mi z e d wit h r e as o ns 
p arti ci p a nts n ot r a n d o mi z e d, t h e n u m b er of p arti ci p a nts r a n d o mi z e d b ut n e v er d os e d (if 
a p pli c a bl e), t h e n u m b er of p arti ci p a nts r a n d o mi z e d, a n d t h e n u m b er of p arti ci p a nts i n e a c h of t h e 
c at e g ori es list e d b el o w:

• S af et y A n al ysis S et

• C o nti n ui n g st u d y dr u g i n t h e m ai n p h as e

• C o m pl et e d st u d y dr u g i n t h e m ai n p h as e

• Di d n ot c o m pl et e st u d y dr u g wit h r e as o ns f or pr e m at ur e dis c o nti n u ati o n of st u d y dr u g i n t h e 
m ai n p h as e (if a p pli c a bl e)

• C o m pl et e d st u d y dr u g i n t h e m ai n p h as e a n d n ot e nt eri n g t h e e xt e nsi o n p h as e

• C o m pl et e d st u d y dr u g i n t h e m ai n p h as e a n d e nt eri n g i n t h e e xt e nsi o n p h as e 
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• E nt eri n g a n d tr e at e d i n t h e e xt e nsi o n p h as e

• C o nti n ui n g st u d y dr u g i n t h e e xt e nsi o n p h as e

• C o m pl et e d st u d y dr u g i n t h e e xt e nsi o n p h as e

• Di d n ot c o m pl et e st u d y dr u g wit h r e as o ns f or pr e m at ur e dis c o nti n u ati o n of st u d y dr u g i n t h e 
e xt e nsi o n p h as e (if a p pli c a bl e)

• C o nti n ui n g st u d y

• C o m pl et e d st u d y 

• Di d n ot c o m pl et e t h e st u d y  wit h r e as o ns f or pr e m at ur e dis c o nti n u ati o n of st u d y (if 
a p pli c a bl e)

D ur ati o n of tr e at m e nt is at l e ast 8 0 w e e ks. At W e e k 8 0, p arti ci p a nts i n Tr e at m e nt Gr o u p 4 will 
c o m pl et e t h e st u d y. P arti ci p a nts i n Tr e at m e nt Gr o u ps 1, 2, a n d 3 will b e gi v e n t h e o pti o n t o 
r e c ei v e f urt h er tr e at m e nt a n d c o nti n u e t o att e n d visits b e y o n d W e e k 8 0. M ai n p h as e d at a is 
d efi n e d as t h e d at a c oll e ct e d o n/ b ef or e W e e k 8 0 visit. E xt e nsi o n p h as e d at a is d efi n e d as t h e d at a 
c oll e ct e d aft er W e e k 8 0 visit.

F or t h e st at us of st u d y dr u g a n d st u d y c o m pl eti o n a n d r e as o ns f or pr e m at ur e dis c o nti n u ati o n, 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 i n e a c h c at e g or y will b e pr o vi d e d. T h e d e n o mi n at or f or 
t h e p er c e nt a g e c al c ul ati o n will b e t h e t ot al n u m b er of p arti ci p a nts i n t h e S af et y A n al ysis S et 
c orr es p o n di n g t o t h at c ol u m n i n t h at st u d y p h as e (if a p pli c a bl e). I n a d diti o n, a fl o w c h art will b e 
pr o vi d e d t o d e pi ct t h e dis p ositi o n.

T h e f oll o wi n g b y- p arti ci p a nt listi n gs will b e pr o vi d e d b y p arti ci p a nt I D n u m b er i n as c e n di n g 
or d er t o s u p p ort t h e a b o v e s u m m ar y t a bl es:

• R e as o ns f or pr e m at ur e st u d y dr u g or st u d y dis c o nti n u ati o n

• R e as o ns f or s cr e e n f ail ur e ( will b e pr o vi d e d b y s cr e e ni n g I D n u m b er i n as c e n di n g or d er)

4. 2.  St u d y D r u g A d mi nist r ati o n a n d A d h e r e n c e

St u d y dr u g a d mi nistr ati o n a n d st u d y dr u g dis p e nsi n g i nf or m ati o n will b e c oll e ct e d i n t h e St u d y 
Dr u g A d mi nistr ati o n a n d St u d y Dr u g A c c o u nt a bilit y e C R Fs. All d at a i n cl u di n g l ot n u m b er a n d 
kit I D (if a p pli c a bl e) will b e list e d.

4. 2. 1.  St u d y D r u g A d mi nist r ati o n

St u d y dr u g a d mi nistr ati o n a n d st u d y dr u g dis p e nsi n g i nf or m ati o n will b e c oll e ct e d i n t h e St u d y 
Dr u g A d mi nistr ati o n a n d St u d y Dr u g A c c o u nt a bilit y e C R Fs. N u m b er of p arti ci p a nts r e c ei vi n g 
or al l e a d-i n L E N a n d S C L E N at e a c h pr ot o c ol s p e cifi e d visit ( D a y 1, D a y 2, f or or al L E N a n d 
D a y 1 5, W e e k 2 8, W e e k 5 4, W e e k 8 0, W e e k 1 0 6, a n d et c. f or S C L E N) will b e s u m m ari z e d. 
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N u m b er of p arti ci p a nts r e c ei vi n g or al r el o a d b ef or e t h e first S C i nj e cti o n d u e t o miss e d 
s c h e d ul e d or al d osi n g, a n d n u m b er of p arti ci p a nts r e c ei vi n g or al bri d gi n g aft er t h e first S C 
i nj e cti o n will als o b e pr o vi d e d.

4. 2. 2.  St u d y D r u g A d h e r e n c e

A d h er e n c e t o S C L E N a n d O n c e D ail y St u d y Dr u g(s) will b e d eri v e d e x c e pt f or or al l e a d-i n 
L E N a n d or al bri d gi n g L E N i n Tr e at m e nt Gr o u ps 1 a n d 2.

4. 2. 2. 1.   A d h er e n c e t o S C L E N

T h e a d h er e n c e t o S C L E N will b e ass ess e d b y a d h er e n c e t o t h e pr oj e ct e d i nj e cti o n i nt er v al, 
w hi c h is 2 6 w e e ks ( 1 8 2 d a ys) b et w e e n 2 a dj a c e nt i nj e cti o n visits. T h e n u m b er of d a ys fr o m t h e 
pr oj e ct e d i nj e cti o n visit d at e will b e c al c ul at e d f or e a c h i nj e cti o n visit ( e x cl u di n g t h e 1 st i nj e cti o n 
visit) as t h e i nj e cti o n visit d at e mi n us t h e pr e vi o us i nj e cti o n visit d at e mi n us 1 8 2 d a ys mi n us or al 
bri d gi n g p eri o d (i e, First D os e D at e of R es u m e d S C I nj e cti o n - First D os e D at e of Or al Bri d gi n g) 
if a n y o c c urr e d b et w e e n t h es e 2 a dj a c e nt i nj e cti o n visits. T h e n u m b er of d a ys fr o m t h e pr oj e ct e d 
i nj e cti o n visit d at e will b e cl assifi e d i nt o t h e f oll o wi n g c at e g ori es

• < - 1 4 d a ys

• - 1 4 t o - 8 d a ys

• - 7 t o - 3 d a ys

• ± 2 d a ys

• 3 t o 7 d a ys

• 8 t o 1 4 d a ys

• > 1 4 d a ys

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 i n e a c h c at e g or y will b e s u m m ari z e d f or p arti ci p a nts 
i n Tr e at m e nt Gr o u ps 1 a n d 2 w h o r e c ei v e S C i nj e cti o ns f or t h e i nj e cti o n visit of i nt er est.

4. 2. 2. 2.   A d h er e n c e t o O n c e D ail y St u d y Dr u g(s)

T h e a d h er e n c e t o o n c e d ail y ( Q D) st u d y dr u g(s) will b e c al c ul at e d b as e d o n 1 st u d y dr u g f or 
Tr e at m e nt Gr o u ps 1, 2, a n d 4 (i e, F/ T A F u p t o W e e k 2 8 a n d T A F or BI C fr o m W e e k 2 8 o n w ar ds 
f or Tr e at m e nt Gr o u ps 1 a n d 2, a n d B/ F/ T A F f or Tr e at m e nt Gr o u p 4), a n d 2 st u d y dr u gs f or 
Tr e at m e nt Gr o u p 3 (i e, or al Q D L E N a n d F/ T A F), e x cl u di n g l o n g a cti n g L E N us e d f or or al 
l e a d-i n a n d or al bri d gi n g.
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A d h er e n c e ( %) of Q D st u d y dr u g(s) will b e c al c ul at e d as f oll o ws:

A d h e r e n c e ( % ) =  1 0 0 ×
𝑇 𝑜 𝑡 𝑎𝑙  N o . of pill s t a k e n

T ot al N o. of pill s p r e s c ri b e d

=  1 0 0 ×
∑ ∑ N o. of pill s t a k e n at e a c h di s p e n si n g p e ri o d  f or e a c h st u d y d r u g [ 1]

∑ ∑ N o. of pill s p r e s c ri b e d at e a c h di s p e n si n g p e ri o d f o r e a c h st u d y d r u g [ 2]

[ 1] N u m b er of pills t a k e n at a disti n ct dis p e nsi n g p eri o d f or Q D st u d y dr u g(s) will b e c al c ul at e d as t h e mi ni m u m of ( a) t h e d ail y 
n u m b er of pills pr es cri b e d m ulti pli e d b y t h e d ur ati o n of tr e at m e nt of Q D st u d y dr u g(s) at t h e dis p e nsi n g p eri o d of t h e s a m e 
dis p e nsi n g d at e, a n d ( b) t h e n u m b er of pills t a k e n ( n u m b er of pills dis p e ns e d mi n us t h e n u m b er of pills r et ur n e d). T ot al 
n u m b er of pills t a k e n is d et er mi n e d b y s u m mi n g t h e n u m b er of pills t a k e n fr o m all e v al u a bl e dis p e nsi n g p eri o ds f or all Q D 
st u d y dr u g(s).

[ 2] N u m b er of pills pr es cri b e d at a disti n ct dis p e nsi n g p eri o d f or Q D st u d y dr u g(s) will b e c al c ul at e d as t h e d ail y n u m b er of 
pills pr es cri b e d m ulti pli e d b y t h e d ur ati o n of tr e at m e nt of Q D st u d y dr u g(s) at t h e dis p e nsi n g p eri o d of t h e s a m e dis p e nsi n g 
d at e. T ot al n u m b er of pills pr es cri b e d is d et er mi n e d b y s u m mi n g t h e n u m b er of pills pr es cri b e d fr o m all e v al u a bl e 
dis p e nsi n g p eri o ds f or all Q D st u d y dr u g(s).

T h e d ur ati o n of tr e at m e nt of Q D st u d y dr u g(s) at a dis p e nsi n g p eri o d f or t h e st u d y dr u g is 
c al c ul at e d as t h e mi ni m u m of ( a) t h e l ast r et ur n e d d at e of t h e st u d y dr u g at a dis p e nsi n g p eri o d, 
( b) d at e of pr e m at ur e dis c o nti n u ati o n of t h e st u d y dr u g, a n d ( c) n e xt pill dis p e nsi n g d at e of t h e 
st u d y dr u g, mi n us dis p e nsi n g d at e of t h e st u d y dr u g.

T h e n e xt pill dis p e nsi n g d at e is t h e f oll o wi n g dis p e nsi n g d at e of t h e st u d y dr u g r e g ar dl ess of t h e 
b ottl e r et ur n d at e. 

F or a r e c or d w h er e t h e n u m b er of pills r et ur n e d w as missi n g ( wit h “ Y es ” a ns w er e d f or “ W as 
B ottl e r et ur n e d ? ” q u esti o n), it is ass u m e d t h e n u m b er of pills r et ur n e d w as z er o. If t h e n u m b er of 
pills dis p e ns e d w as missi n g or a n y st u d y dr u g b ottl e w as n ot r et ur n e d or t h e b ottl e r et ur n st at us 
w as u n k n o w n, all r e c or ds i n t h at dis p e nsi n g p eri o d f or t h at st u d y dr u g will b e e x cl u d e d fr o m 
b ot h d e n o mi n at or a n d n u m er at or c al c ul ati o n.

A d h er e n c e will b e c al c ul at e d f or e a c h p arti ci p a nt f or t h e e ntir e d osi n g p eri o d u p t o t h e d at e of 
p er m a n e nt dis c o nti n u ati o n of t h e st u d y dr u g f or p arti ci p a nts w h o pr e m at ur el y dis c o nti n u e d st u d y 
dr u g or usi n g all a v ail a bl e d at a f or p arti ci p a nts o n g oi n g o n st u d y dr u g b y t h e d at a c ut d at e. 

D es cri pti v e st atisti cs f or a d h er e n c e ( n, m e a n, S D, m e di a n, Q 1, Q 3, mi ni m u m, a n d m a xi m u m) 
al o n g wit h 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 el o n gi n g t o a d h er e n c e c at e g ori es ( e g, 
< 8 0 %, ≥ 8 0 % t o < 9 0 %, ≥ 9 0 % t o < 9 5 %, ≥ 9 5 %) will b e pr o vi d e d f or p arti ci p a nts w h o r et ur n at 
l e ast 1 b ottl e of r a n d o mi z e d Q D st u d y dr u g, a n d w h o h a v e c al c ul a bl e a d h er e n c e i n t h e S af et y 
A n al ysis S et. N o i nf er e nti al st atisti cs will b e pr o vi d e d.

A b y- p arti ci p a nt listi n g of st u d y dr u g a d mi nistr ati o n a n d dr u g a c c o u nt a bilit y will b e pr o vi d e d 
s e p ar at el y b y p arti ci p a nt I D n u m b er (i n as c e n di n g or d er) a n d visit (i n c hr o n ol o gi c al or d er).



L e n a c a p a vir
G S- U S- 2 0 0- 4 3 3 4
St atisti c al A n al ysis Pl a n – Fi n al A n al ysis V ersi o n 1. 0

C O N FI D E N TI A L P a g e 2 5 1 7 J a n u ar y 2 0 2 4

4. 3.  St u d y D u r ati o n

D u e t o l o n g a cti n g f e at ur e of L E N, d ur ati o n of f oll o w- u p t o st u d y dr u g will c o nsi d er t h e 
pr ol o n g e d e x p os ur e of L E N aft er t h e l ast d os e d at e of L E N. D ur ati o n of e x p os ur e t o st u d y dr u g 
will b e d efi n e d as (t h e l ast e x p os ur e d at e – t h e first d os e d at e + 1), a n d will b e e x pr ess e d i n 
w e e ks usi n g u p t o 1 d e ci m al pl a c e ( e g, 4. 5 w e e ks). L ast e x p os ur e d at e is d efi n e d i n S e cti o n 3. 8. 1  
f or p arti ci p a nts w h o pr e m at ur el y dis c o nti n u e d st u d y dr u g. 

D ur ati o n of e x p os ur e will b e s u m m ari z e d usi n g d es cri pti v e st atisti cs ( n, m e a n, S D, m e di a n, Q 1, 
Q 3, mi ni m u m, a n d m a xi m u m) a n d as 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 e x p os e d a n d 
r e m ai n e d t hr o u g h t h e f oll o wi n g ti m e p eri o ds: 1 d a y, 2 d a ys, 8 d a ys, 1 5 d a ys, 4 w e e ks ( 2 8 d a ys), 
1 0 w e e ks ( 7 0 d a ys), 1 6 w e e ks ( 1 1 2 d a ys), 2 2 w e e ks ( 1 5 4 d a ys), 2 8 w e e ks ( 1 9 6 d a ys), et c. 
S u m m ari es will b e pr o vi d e d b as e d o n t h e S af et y A n al ysis S et. N o i nf er e nti al st atisti cs will b e 
pr o vi d e d.

4. 4.   P r ot o c ol D e vi ati o ns 

P arti ci p a nts w h o di d n ot m e et t h e eli gi bilit y crit eri a f or st u d y e ntr y b ut e nr oll e d i n t h e st u d y, will 
b e s u m m ari z e d r e g ar dl ess of w h et h er t h e y w er e e x e m pt e d b y t h e s p o ns or or n ot. T h e s u m m ar y 
will pr es e nt 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 w h o di d n ot m e et at l e ast 1 eli gi bilit y 
crit eri o n a n d t h e n u m b er of p arti ci p a nts w h o di d n ot m e et s p e cifi c crit eri a b y tr e at m e nt gr o u p 
b as e d o n t h e All S af et y A n al ysis S et. A b y- p arti ci p a nt listi n g will b e pr o vi d e d f or t h os e 
p arti ci p a nts w h o di d n ot m e et at l e ast 1 eli gi bilit y (i n cl usi o n or e x cl usi o n) crit eri o n. T h e listi n g 
will pr es e nt t h e eli gi bilit y crit eri o n ( or crit eri a if m or e t h a n 1 d e vi ati o n) t h at p arti ci p a nts di d n ot 
m e et a n d r el at e d c o m m e nts, if c oll e ct e d.

Pr ot o c ol d e vi ati o ns o c c urri n g aft er p arti ci p a nts e nt er e d t h e st u d y ar e d o c u m e nt e d d uri n g r o uti n e 
m o nit ori n g. 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 wit h i m p ort a nt pr ot o c ol d e vi ati o ns ( e g, at 
l e ast 1, wit h 1, 2, 3 or m or e i m p ort a nt pr ot o c ol d e vi ati o ns), a n d t h e t ot al n u m b er of i m p ort a nt 
pr ot o c ol d e vi ati o ns b y d e vi ati o n c at e g or y ( e g, eli gi bilit y crit eri a, i nf or m e d c o ns e nt) will b e 
s u m m ari z e d b y tr e at m e nt gr o u p f or t h e S af et y A n al ysis S et . A b y- p arti ci p a nt listi n g will b e 
pr o vi d e d f or t h os e p arti ci p a nts wit h i m p ort a nt pr ot o c ol d e vi ati o n.
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5.   B A S E LI N E C H A R A C T E RI S TI C S

5. 1.   D e m o g r a p hi cs a n d B as eli n e C h a r a ct e risti cs

P arti ci p a nt d e m o gr a p hi c v ari a bl es (i e, a g e, s e x at birt h, g e n d er i d e ntit y, s e x u al ori e nt ati o n, r a c e, 
a n d et h ni cit y) a n d b as eli n e c h ar a ct eristi cs ( b o d y w ei g ht [i n k g], h ei g ht [i n c m], b o d y m ass i n d e x 
[ B MI; i n k g/ m2 ]) 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 o v er all usi n g d es cri pti v e st atisti cs 
f or c o nti n u o us v ari a bl es a n d usi n g n u m b er a n d p er c e nt a g e of p arti ci p a nts f or c at e g ori c al 
v ari a bl es. T h e s u m m ar y of d e m o gr a p hi c d at a will b e pr o vi d e d f or t h e S af et y A n al ysis S et.

St atisti c al c o m p aris o n a cr oss tr e at m e nt gr o u ps will b e p erf or m e d. F or c at e g ori c al d at a, t h e 
C o c hr a n- M a nt el- H a e ns z el ( C M H) t est will b e us e d t o c o m p ar e a cr oss tr e at m e nt gr o u ps e x c e pt 
f or g e n d er i d e ntit y a n d s e x u al ori e nt ati o n. F or c o nti n u o us d at a, t h e 2-si d e d Kr us k al- W allis t est 
will b e us e d t o c o m p ar e a cr oss tr e at m e nt gr o u ps.

A b y- p arti ci p a nt d e m o gr a p hi c listi n g, i n cl u di n g t h e i nf or m e d c o ns e nt d at e, will b e pr o vi d e d b y 
p arti ci p a nt I D n u m b er i n as c e n di n g or d er.

5. 2.   Ot h e r B as eli n e C h a r a ct e risti cs

T h e f oll o wi n g b as eli n e dis e as e c h ar a ct eristi cs 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 o v er all 
usi n g d es cri pti v e st atisti cs f or c o nti n u o us v ari a bl es a n d usi n g n u m b er a n d p er c e nt a g e of 
p arti ci p a nts f or c at e g ori c al v ari a bl es:  

• HI V- 1 R N A (l o g 1 0  c o pi es/ m L)

• HI V- 1 R N A c at e g ori es ( c o pi es/ m L): ( a) ≤ 1 0 0, 0 0 0, ( b) > 1 0 0, 0 0 0

• C D 4 c ell c o u nts (/ u L)

• C D 4 c ell c o u nts c at e g ori es (/ u L): ( a) < 5 0, ( b) ≥ 5 0 t o < 2 0 0, ( c) ≥ 2 0 0 t o < 3 5 0, 
( d) ≥ 3 5 0 t o < 5 0 0, a n d ( e) ≥ 5 0 0

• C D 4 p er c e nt a g e ( %)

T h e s u m m ar y of t h es e b as eli n e dis e as e c h ar a ct eristi cs will b e pr o vi d e d f or t h e S af et y A n al ysis 
S et. St atisti c al c o m p aris o n a cr oss tr e at m e nt gr o u ps will b e c o n d u ct e d si mil arl y as d es cri b e d f or 
t h e d e m o gr a p hi c a n d b as eli n e c h ar a ct eristi cs.

A b y- p arti ci p a nt listi n g of ot h er b as eli n e c h ar a ct eristi cs will b e pr o vi d e d b y p arti ci p a nt I D 
n u m b er i n as c e n di n g or d er.

5. 3.   M e di c al Hist o r y

G e n er al m e di c al hist or y d at a will b e c oll e ct e d at s cr e e ni n g i n cl u di n g HI V- 1 dis e as e-r el at e d 
e v e nts. G e n er al m e di c al hist or y d at a will b e c o d e d a n d list e d.
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6.   E F FI C A C Y A N A L Y S E S

6. 1.   P ri m a r y Effi c a c y E n d p oi nt

T h e pri m ar y effi c a c y e n d p oi nt is t h e pr o p orti o n of p arti ci p a nts wit h HI V- 1 R N A   5 0 c o pi es/ m L 
at W e e k 5 4 as d et er mi n e d b y t h e U nit e d St at es ( U S) F o o d a n d Dr u g A d mi nistr ati o n 
( F D A)- d efi n e d s n a ps h ot al g orit h m { U. S. D e p art m e nt of H e alt h a n d H u m a n S er vi c es 2 0 1 5 }. T h e 
pr o p orti o ns ar e e x pr ess e d as p er c e nt a g es f or pr es e nt ati o n p ur p os es.

T h e st atisti c al a n al ysis m et h o ds f or t h e pri m ar y effi c a c y e n d p oi nt w er e d es cri b e d i n t h e W e e k 5 4 
S A P a n d t h e a n al ysis w as p erf or m e d i n t h e W e e k 5 4 a n al ys es.

6. 2.  S e c o n d a r y Effi c a c y E n d p oi nts

6. 2. 1.   D efi niti o n of t h e S e c o n d a r y Effi c a c y E n d p oi nts

T h e s e c o n d ar y effi c a c y e n d p oi nts of t his st u d y ar e:

• T h e pr o p orti o n of p arti ci p a nts wit h HI V- 1 R N A   5 0 c o pi es/ m L at W e e ks 2 8, 3 8, a n d 8 0 as 
d et er mi n e d b y t h e U S F D A- d efi n e d s n a ps h ot al g orit h m

• T h e c h a n g e fr o m b as eli n e i n l o g 1 0  HI V- 1 R N A a n d i n C D 4 + c ell c o u nt at W e e ks 2 8, 3 8, 5 4, 
a n d 8 0

6. 2. 2.   P ri m a r y A n al ysis f o r t h e S e c o n d a r y E n d p oi nts

T h e pr o p orti o n of p arti ci p a nts wit h HI V- 1 R N A < 5 0 c o pi es/ m L at W e e ks 2 8, 3 8, a n d 8 0 as 
d et er mi n e d b y t h e U S F D A- d efi n e d s n a ps h ot al g orit h m h as b e e n p erf or m e d i n t h e W e e ks 2 8, 5 4, 
a n d W e e k 8 0 a n al ys es a n d will n ot b e r e p e at e d h er e.

6. 2. 3.  S e c o n d a r y A n al ysis f o r t h e S e c o n d a r y E n d p oi nts

T h e c h a n g e fr o m b as eli n e i n l o g 1 0  HI V- 1 R N A a n d i n C D 4 + c ell c o u nts will b e b as e d o n t h e 
F A S a n d s u m m ari z e d u p t o t h e visits wit h a v ail a bl e d at a usi n g d es cri pti v e st atisti cs. T h e 
diff er e n c es i n c h a n g es fr o m b as eli n e i n l o g 1 0  HI V- 1 R N A a n d C D 4 + c ell c o u nt b et w e e n e a c h of 
t h e L E N- c o nt ai ni n g tr e at m e nt gr o u ps ( Tr e at m e nt Gr o u ps 1- 3) a n d t h e B/ F/ T A F gr o u p 
( Tr e at m e nt Gr o u p 4) a n d t h e ass o ci at e d p- v al u es a n d 9 5 % CIs will b e c o nstr u ct e d usi n g a n al ysis 
of v ari a n c e ( A N O V A) m o d els a dj usti n g f or t h e b as eli n e HI V- 1 R N A l e v el ( ≤ 1 0 0, 0 0 0 c o pi es/ m L 
or > 1 0 0, 0 0 0 c o pi es/ m L).

M e a n ± 9 5 % CI a n d m e di a n ( Q 1, Q 3) of t h e c h a n g e fr o m b as eli n e i n l o g 1 0  HI V- 1 R N A a n d 
C D 4 + c ell c o u nts will b e pl ott e d b y visit
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6. 3.   Ot h e r Effi c a c y E n d p oi nts

6. 3. 1.   P r o p o rti o n of P a rti ci p a nts wit h HI V- 1 R N A < 5 0 c o pi es/ m L b y 
Missi n g = F ail u r e a n d Missi n g = E x cl u d e d A n al ys es

N u m b er a n d p er c e nt a g e of p arti ci p a nts wit h HI V- 1 R N A < 5 0 c o pi es/ m L b y visit will b e 
a n al y z e d usi n g t h e f oll o wi n g 2 a n al ys es:  

• Missi n g = F ail ur e ( M = F): 

I n t his a p pr o a c h, missi n g d at a will b e tr e at e d as vir ol o gi c f ail ur e a n d s u m m ari z e d i nt o t h e 
“ missi n g ” c at e g or y (s e e list of HI V- R N A c at e g ori es b el o w). 

• Missi n g = E x cl u d e d ( M = E): 

I n t his a p pr o a c h, missi n g d at a will b e e x cl u d e d i n t h e c o m p ut ati o n of t h e p er c e nt a g es 
(i e, missi n g d at a p oi nts will b e e x cl u d e d fr o m b ot h t h e n u m er at or a n d d e n o mi n at or i n t h e 
c o m p ut ati o n). T h e d e n o mi n at or f or p er c e nt a g es at a visit is t h e n u m b er of p arti ci p a nts i n t h e 
F A S wit h n o n missi n g HI V- 1 R N A v al u e at t h at visit. 

F or b ot h M = F a n d M = E a n al ys 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 wit h HI V- 1 R N A 
i n t h e f oll o wi n g c at e g ori es will b e s u m m ari z e d b as e d o n t h e F A S:

• < 5 0 c o pi es/ m L 

 < 2 0 c o pi es/ m L

■ < 2 0 c o pi es/ m L N ot D et e ct a bl e

■ < 2 0 c o pi es/ m L D et e ct a bl e

 2 0 t o < 5 0 c o pi es/ m L 

• 5 0 t o < 2 0 0 c o pi es/ m L 

• 2 0 0 t o < 4 0 0 c o pi es/ m L 

• 4 0 0 t o < 1 0 0 0 c o pi es/ m L

• ≥ 1 0 0 0 c o pi es/ m L 

• Missi n g ( o nl y a p pli c a bl e t o M = F a n al ysis)

St atisti c al c o m p aris o n b et w e e n e a c h of t h e L E N- c o nt ai ni n g tr e at m e nt gr o u ps ( Tr e at m e nt 
Gr o u ps 1- 3) a n d t h e B/ F/ T A F gr o u p ( Tr e at m e nt Gr o u p 4) will b e p erf or m e d. P oi nt esti m at es a n d 
its 9 5 % CIs will b e esti m at e d usi n g str at u m- a dj ust e d M H pr o p orti o n as d es cri b e d i n 
S e cti o n 6. 2. 3 . T h e ass o ci at e d p- v al u es will b e esti m at e d b as e d o n t h e C M H t est str atifi e d b y 
b as eli n e HI V- 1 R N A l e v el ( ≤ 1 0 0, 0 0 0 c o pi es/ m L or > 1 0 0, 0 0 0 c o pi es/ m L).



L e n a c a p a vir
G S- U S- 2 0 0- 4 3 3 4
St atisti c al A n al ysis Pl a n – Fi n al A n al ysis V ersi o n 1. 0

C O N FI D E N TI A L P a g e 2 9 1 7 J a n u ar y 2 0 2 4

6. 4.   C h a n g es f r o m P r ot o c ol- S p e cifi e d Effi c a c y A n al ysis

N o c h a n g e fr o m pr ot o c ol-s p e cifi e d effi c a c y a n al ysis is pl a n n e d.
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7.  S A F E T Y A N A L Y S E S

S af et y d at a will b e s u m m ari z e d f or p arti ci p a nts i n t h e S af et y A n al ysis S et. All s af et y d at a 
c oll e ct e d u p t o t h e l ast e x p os ur e d at e f or p arti ci p a nts w h o pr e m at ur el y dis c o nti n u e d st u d y dr u g. 
All c oll e ct e d d at a will b e i n cl u d e d i n d at a listi n gs.

7. 1.   A d v e rs e E v e nts a n d D e at hs

7. 1. 1.   A d v e rs e E v e nt Di cti o n a r y

Cli ni c al a n d l a b or at or y A Es will b e c o d e d usi n g t h e c urr e nt v ersi o n of M e di c al Di cti o n ar y f or 
R e g ul at or y A cti viti es ( M e d D R A). S yst e m or g a n cl ass ( S O C), hi g h-l e v el gr o u p t er m ( H L G T), 
hi g h-l e v el t er m ( H L T), pr ef err e d t er m ( P T), a n d l o w er-l e v el t er m ( L L T) will b e pr o vi d e d i n t h e 
A E d at as et.

7. 1. 2.   A d v e rs e E v e nt S e v e rit y

A d v ers e e v e nts ar e gr a d e d b y t h e i n v esti g at or as Gr a d e 1, 2, 3, 4, or 5 a c c or di n g t o t o xi cit y 
crit eri a s p e cifi e d i n t h e pr ot o c ol. T h e s e v erit y gr a d e of e v e nts f or w hi c h t h e i n v esti g at or di d n ot 
r e c or d s e v erit y will b e c at e g ori z e d as “ missi n g ” f or t a b ul ar s u m m ari es a n d d at a listi n gs. T h e 
missi n g c at e g or y will b e list e d l ast i n s u m m ar y pr es e nt ati o n.

7. 1. 3.   R el ati o ns hi p of A d v e rs e E v e nts t o St u d y D r u g

R el at e d A Es ar e t h os e f or w hi c h t h e i n v esti g at or s el e ct e d “ R el at e d ” o n t h e A E C R F t o t h e 
q u esti o n of “ R el at e d t o St u d y Tr e at m e nt. ” R el at e d n ess will al w a ys d ef a ult t o t h e i n v esti g at or’s 
c h oi c e, n ot t h at of t h e m e di c al m o nit or. E v e nts f or w hi c h t h e i n v esti g at or di d n ot r e c or d 
r el ati o ns hi p t o st u d y dr u g will b e c o nsi d er e d r el at e d t o st u d y dr u g f or s u m m ar y p ur p os es. 
H o w e v er, b y- p arti ci p a nt d at a listi n gs will s h o w t h e r el ati o ns hi p as missi n g.

7. 1. 4.  S e ri o us A d v e rs e E v e nts

S eri o us a d v ers e e v e nts ( S A Es) will b e i d e ntifi e d a n d c a pt ur e d as S A Es if t h e A Es m et t h e 
d efi niti o ns of S A Es t h at w er e s p e cifi e d i n t h e st u d y pr ot o c ol. S A Es c a pt ur e d a n d st or e d i n t h e 
cli ni c al d at a b as e will b e r e c o n cil e d wit h t h e S A E d at a b as e fr o m t h e Gil e a d Gl o b al P ati e nt S af et y 
( G L P S) D e p art m e nt b ef or e d at a fi n ali z ati o n.

7. 1. 5.   T r e at m e nt- E m e r g e nt A d v e rs e E v e nts 

7. 1. 5. 1.   D efi niti o n of Tr e at m e nt- E m er g e nt A d v ers e E v e nts

Tr e at m e nt- e m er g e nt a d v ers e e v e nts ( T E A Es) ar e d efi n e d as 1 or b ot h of t h e f oll o wi n g:

• A n y A Es l e a di n g t o pr e m at ur e dis c o nti n u ati o n of st u d y dr u g, or
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• A n y A Es wit h a n o ns et d at e o n or aft er t h e st u d y dr u g st art d at e a n d n o l at er t h a n t h e l ast 
e x p os ur e d at e aft er p er m a n e nt dis c o nti n u ati o n of t h e st u d y dr u g.

7. 1. 5. 2.  I n c o m pl et e D at es

If t h e o ns et d at e of t h e A E is i n c o m pl et e a n d t h e A E st o p d at e is n ot pri or t o t h e first d os e d at e of 
st u d y dr u g, t h e n t h e m o nt h a n d y e ar ( or y e ar al o n e if m o nt h is n ot r e c or d e d) of o ns et d et er mi n e 
w h et h er a n A E is tr e at m e nt e m er g e nt. T h e e v e nt is c o nsi d er e d tr e at m e nt e m er g e nt as f oll o ws:

• P arti ci p a nts w h o r e c ei v e S C i nj e cti o n: t h e A E o ns et d at e is t h e s a m e as or aft er t h e m o nt h 
a n d y e ar ( or y e ar) of t h e first d os e d at e of st u d y dr u g

• P arti ci p a nts w h o d o n ot r e c ei v e S C i nj e cti o n: 

 T h e A E o ns et is t h e s a m e as or aft er t h e m o nt h a n d y e ar ( or y e ar) of t h e first d os e d at e of 
st u d y dr u g, a n d

 T h e A E o ns et d at e is t h e s a m e as or b ef or e t h e m o nt h a n d y e ar ( or y e ar) of t h e l ast 
e x p os ur e d at e

A n A E wit h c o m pl et el y missi n g o ns et a n d st o p d at es, or wit h t h e o ns et d at e missi n g a n d a st o p 
d at e l at er t h a n t h e first d os e d at e of st u d y dr u g, will b e c o nsi d er e d t o b e tr e at m e nt e m er g e nt. I n 
a d diti o n, a n A E wit h t h e o ns et d at e missi n g a n d i n c o m pl et e st o p d at e wit h t h e s a m e or l at er 
m o nt h a n d y e ar ( or y e ar al o n e if m o nt h is n ot r e c or d e d) as t h e first d os e d at e of st u d y dr u g will 
b e c o nsi d er e d tr e at m e nt e m er g e nt.

W h e n c al c ul ati n g t h e d ur ati o n of e v e nt or ti m e t o o ns et, t h e f oll o wi n g i m p ut ati o n r ul e will b e 
us e d:

Missi n g st art m o nt h/ d a y: J a n 1/first d a y of t h e m o nt h will b e us e d u nl ess t his is b ef or e t h e st art 
d at e of st u d y dr u g; i n t his c as e t h e st u d y dr u g st art d at e will b e us e d;

Missi n g st o p m o nt h/ d a y: D e c 3 1/l ast d a y of t h e m o nt h will b e us e d, u nl ess t his is aft er t h e l ast 
st u d y d at e; i n t his c as e t h e l ast st u d y d at e will b e us e d.

C o m pl et el y missi n g st art or e n d d at es will r e m ai n missi n g, wit h n o i m p ut ati o n a p pli e d.

7. 1. 6.  S u m m a ri es of A d v e rs e E v e nts a n d D e at hs

Tr e at m e nt- e m er g e nt A Es will b e s u m m ari z e d b as e d o n t h e S af et y A n al ysis S et.

7. 1. 6. 1.  S u m m ari es of A E i n ci d e n c e i n C o m bi n e d S e v erit y Gr a d e S u bs ets 

A bri ef, hi g h-l e v el s u m m ar y of 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 w h o e x p eri e n c e d at 
l e ast 1 T E A E i n t h e c at e g ori es d es cri b e d b el o w will b e pr o vi d e d b y tr e at m e nt gr o u p. All d e at hs 
o bs er v e d i n t h e st u d y will als o b e i n cl u d e d i n t his s u m m ar y.
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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 w h o e x p eri e n c e d at l e ast 1 T E A E will b e pr o vi d e d 
a n d s u m m ari z e d b y tr e at m e nt gr o u p, S O C a n d P T, a n d b y P T o nl y f or t h e f oll o wi n g A E 
c at e g ori es: 

• T E A Es

• T E A Es ( b y s e v erit y)

• T E A Es wit h Gr a d e 3 or hi g h er ( b y s e v erit y)

• T E A Es wit h Gr a d e 2 or hi g h er

• T E tr e at m e nt-r el at e d A Es

• T E tr e at m e nt-r el at e d A Es wit h Gr a d e 3 or hi g h er ( b y s e v erit y)

• T E tr e at m e nt-r el at e d A Es wit h Gr a d e 2 or hi g h er

• T E S A Es

• T E tr e at m e nt-r el at e d S A Es 

• T E A Es l e a di n g t o pr e m at ur e dis c o nti n u ati o n of st u d y dr u g

• T E A Es l e a di n g t o pr e m at ur e dis c o nti n u ati o n of st u d y

• T E A Es l e a di n g t o d e at h ( b y S O C a n d P T o nl y)

M ulti pl e e v e nts will b e c o u nt e d o nl y o n c e p er p arti ci p a nt i n e a c h s u m m ar y. A d v ers e e v e nts will 
b e s u m m ari z e d a n d list e d first i n al p h a b eti c or d er of S O C, a n d t h e n b y P T i n d es c e n di n g or d er of 
t ot al fr e q u e n c y wit hi n e a c h S O C. F or s u m m ari z es b y P T o nl y, A Es will b e s u m m ari z e d a n d 
list e d b y P T i n d es c e n di n g or d er of t ot al fr e q u e n c y.

I n a d diti o n, d at a listi n gs will b e pr o vi d e d f or t h e f oll o wi n g:

• All A Es

• All S A Es

• All D e at hs

• All A Es wit h s e v erit y of Gr a d e 3 or hi g h er

• All A Es l e a di n g t o pr e m at ur e dis c o nti n u ati o n of st u d y dr u g

• All A Es l e a di n g t o pr e m at ur e dis c o nti n u ati o n of st u d y

F or e a c h listi n g, w h et h er t h e e v e nt is tr e at m e nt e m er g e nt will b e i n di c at e d.
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7. 1. 7.   A d diti o n al A n al ysis of A d v e rs e E v e nts

7. 1. 7. 1.  St u d y Dr u g R el at e d I nj e cti o n Sit e R e a cti o ns

A d diti o n al a n al ysis of A Es will b e p erf or m e d f or i nj e cti o n sit e r e a cti o n (I S R) r el at e d t o st u d y 
dr u g, w hi c h is d efi n e d as a n A E r el at e d t o st u d y dr u g r e p ort e d as a n y e v e nt wit hi n t h e M e d D R A 
H L T of “I nj e cti o n Sit e R e a cti o ns ”. T h e f oll o wi n g s u m m ari es will b e pr o vi d e d f or e a c h S C 
i nj e cti o n visit ( e g, D a y 1, W e e k 2 8) a n d t h e o v er all f or p arti ci p a nts i n Tr e at m e nt Gr o u ps 1 a n d 2.

• N u m b er of p arti ci p a nts t h at r e c ei v e d S C i nj e cti o n(s) 

• N u m b er a n d p er c e nt a g e of p arti ci p a nts wit h st u d y dr u g r el at e d I S Rs 

• N u m b er a n d p er c e nt a g e of p arti ci p a nts wit h st u d y dr u g r el at e d I S Rs b y gr a d e 

• N u m b er a n d p er c e nt a g e of p arti ci p a nts wit h st u d y dr u g r el at e d I S Rs b y P T 

T h e d e n o mi n at or f or t h e p er c e nt a g e c al c ul ati o n f or t h e b y visit s u m m ar y a n d t h e o v er all 
s u m m ar y will b e b as e d o n t h e t ot al n u m b er of p arti ci p a nts w h o r e c ei v e at l e ast 1 S C i nj e cti o n at 
t h e visit of i nt er est a n d t h e t ot al n u m b er of p arti ci p a nts w h o r e c ei v e at l e ast 1 S C i nj e cti o n at a n y 
i nj e cti o n visit, r es p e cti v el y.

D ur ati o n of t h e I S R will als o b e c al c ul at e d a n d s u m m ari z e d. D ur ati o n of a gi v e n I S R e v e nt is 
d efi n e d as t h e I S R st o p d at e mi n us t h e I S R o ns et d at e pl us 1 d a y. F or I S Rs wit h o n g oi n g st o p 
d at e, st o p d at e will b e i m p ut e d as l ast st u d y d at e or d at a c ut d at e, w hi c h e v er is t h e e arli est. 
D ur ati o n of I S R e v e nts i n d a ys will b e s u m m ari z e d usi n g d es cri pti v e st atisti cs. 

A b y- p arti ci p a nt listi n g f or st u d y dr u g-r el at e d I S Rs a n d t h e c orr es p o n di n g d ur ati o n will b e 
pr o vi d e d.

7. 1. 7. 2.  St u d y Dr u g R el at e d I nj e cti o n Sit e I n d ur ati o n a n d N o d ul es

P er c e nt a g e of o n g oi n g a n d r es ol v e d st u d y dr u g r el at e d i nj e cti o n sit e i n d ur ati o n will b e 
s u m m ari z e d f or e a c h S C i nj e cti o n ( e g, D a y 1 5, W e e k 2 8, W e e k 5 4, et c) a n d t h e o v er all at b ot h 
p arti ci p a nt-l e v el a n d e v e nt-l e v el. 

F or t h e p arti ci p a nt-l e v el s u m m ar y, if a p arti ci p a nt h a d m or e t h a n o n e i nj e cti o n sit e i n d ur ati o ns, 
t h e p arti ci p a nt will b e c o u nt e d i n t h e “ O n g oi n g ” c at e g or y  u nl ess all st u d y dr u g r el at e d i nj e cti o n 
sit e i n d ur ati o n e v e nts h a v e b e e n r es ol v e d. 

F or t h e e v e nt-l e v el s u m m ar y, d ur ati o n of t h e r es ol v e d e v e nts will b e s u m m ari z e d usi n g 
d es cri pti v e st atisti cs.

St u d y dr u g r el at e d i nj e cti o n sit e n o d ul es will b e s u m m ari z e d i n t h e s a m e m a n n er as d efi n e d f or 
st u d y dr u g r el at e d i nj e cti o n sit e i n d ur ati o n.

A b y- p arti ci p a nt listi n g f or st u d y dr u g r el at e d i nj e cti o n sit e i n d ur ati o n a n d n o d ul es a n d t h e 
c orr es p o n di n g d ur ati o n will b e pr o vi d e d.
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7. 2.   L a b o r at o r y E v al u ati o ns

L a b or at or y d at a c oll e ct e d d uri n g t h e st u d y will b e a n al y z e d a n d s u m m ari z e d usi n g b ot h 
q u a ntit ati v e a n d q u alit ati v e m et h o ds. S u m m ari es of l a b or at or y d at a will b e pr o vi d e d f or t h e 
S af et y A n al ysis S et a n d will i n cl u d e d at a c oll e ct e d u p t o t h e l ast e x p os ur e d at e f or p arti ci p a nts 
w h o h a v e p er m a n e ntl y dis c o nti n u e d st u d y dr u g, or all a v ail a bl e d at a at t h e ti m e of t h e d at a b as e 
s n a ps h ot f or p arti ci p a nts w h o w er e o n g oi n g at t h e ti m e of a n i nt eri m a n al ysis. T h e a n al ysis will 
b e b as e d o n v al u es r e p ort e d i n c o n v e nti o n al u nits. W h e n v al u es ar e b el o w t h e L O Q, t h e y will b e 
list e d as s u c h, a n d t h e cl os est i m p ut e d v al u e will b e us e d f or t h e p ur p os e of c al c ul ati n g s u m m ar y 
st atisti cs as s p e cifi e d i n S e cti o n 3. 7 . H e m ol y z e d t est r es ults will n ot b e i n cl u d e d i n t h e a n al ysis, 
b ut t h e y wil l b e list e d i n b y- p arti ci p a nt l a b or at or y listi n gs.

C al ci u m C o r r e ct e d f o r Al b u mi n

C al ci u m c orr e ct e d f or al b u mi n will b e c al c ul at e d a n d s u m m ari z e d f or t h e st u d y. T h e f oll o wi n g 
f or m ul a will b e us e d w h e n b ot h s er u m c al ci u m a n d al b u mi n r es ults f or a gi v e n bl o o d dr a w n ar e 
a v ail a bl e a n d s er u m al b u mi n v al u e is < 4. 0 g/ d L. 

C al ci u m c orr e ct e d f or al b u mi n ( m g/ d L) = s er u m c al ci u m ( m g/ d L) + 0. 8 × ( 4. 0 – al b u mi n ( g/ d L))

T o xi cit y gr a di n g f or c al ci u m will b e a p pli e d b as e d o n t h e c orr e ct e d v al u es.

Esti m at e d Gl o m e r ul a r Filt r ati o n R at e

T h e f oll o wi n g f or m ul a e will b e us e d t o c al c ul at e t h e esti m at e d gl o m er ul ar filtr ati o n r at e usi n g 
C o c k cr oft- G a ult f or m ul a ( e G F R C G ):

e G F R C G  ( m L/ mi n) = [( 1 4 0 – a g e ( yrs)) × w ei g ht ( k g) × ( 0. 8 5 if f e m al e)] / ( S Cr ( m g/ d L) × 7 2),

w h er e w ei g ht is t ot al b o d y m ass i n kil o gr a ms a n d S Cr is s er u m cr e ati ni n e.

L o w- D e nsit y Li p o p r ot ei n

T h e f oll o wi n g f or m ul a e will b e us e d t o c al c ul at e t h e l o w- d e nsit y li p o pr ot ei n ( L D L) usi n g 
Fri e d e w al d f or m ul a w h e n c h ol est er ol, hi g h- d e nsit y li p o pr ot ei n( H D L), a n d tri gl y c eri d e f or a 
gi v e n bl o o d dr a w n ar e a v ail a bl e: 

L D L ( m g/ d L) = t ot al c h ol est er ol ( m g/ d L) – H D L ( m g/ d L) – tri gl y c eri d e ( m g/ d L)/ 5; 

T h e f o urt h g e n er ati o n L D L is c al c ul at e d fr o m a b o v e Fri e d e w al d f or m ul a. T h e t hir d g e n er ati o n 
L D L is a dir e ct m e as ur e m e nt fr o m bl o o d dr a w n. B ot h g e n er ati o ns of L D L will b e list e d i n t h e 
listi n g. O nl y f o urt h g e n er ati o n L D L c al c ul at e d fr o m t h e Fri e d e w al d f or m ul a will b e us e d f or 
a n al ysis.
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A b y- p arti ci p a nt listi n g f or l a b or at or y t est r es ults will b e pr o vi d e d b y p arti ci p a nt I D n u m b er a n d 
visit i n c hr o n ol o gi c al or d er f or h e m at ol o g y, s er u m c h e mistr y, a n d uri n al ysis s e p ar at el y. V al u es 
f alli n g o utsi d e of t h e r el e v a nt r ef er e n c e r a n g e a n d/ or h a vi n g a s e v erit y gr a d e of 1 or hi g h er o n 
t h e Di visi o n of AI D S ( D AI D S) T a bl e f or Gr a di n g t h e S e v erit y of A d ult a n d P e di atri c A d v ers e 
E v e nts, V ersi o n 2. 1 d at e d J ul y 2 0 1 7, will b e fl a g g e d i n t h e d at a listi n gs, as a p pr o pri at e.

N o f or m al st atisti c al t esti n g is pl a n n e d.

7. 2. 1.  S u m m a ri es of N u m e ri c L a b o r at o r y R es ults

D es cri pti v e st atisti cs will b e pr o vi d e d b y tr e at m e nt gr o u p f or s el e ct e d l a b or at or y t est as f oll o ws:

• B as eli n e v al u es 

• V al u es at e a c h p ost b as eli n e visit

• C h a n g e fr o m b as eli n e at e a c h p ost b as eli n e visit

A b as eli n e l a b or at or y v al u e will b e d efi n e d as t h e l ast m e as ur e m e nt o bt ai n e d o n or pri or t o t h e 
d at e/ti m e of first d os e of st u d y dr u g. C h a n g e fr o m b as eli n e t o a p ost b as eli n e visit will b e d efi n e d 
as t h e visit v al u e mi n us t h e b as eli n e v al u e. T h e m e a n, m e di a n, Q 1, Q 3, mi ni m u m, a n d m a xi m u m 
v al u es will b e dis pl a y e d t o t h e r e p ort e d n u m b er of di gits; S D v al u es will b e dis pl a y e d t o t h e 
r e p ort e d n u m b er of di gits pl us 1.

M e di a n ( Q 1, Q 3) of t h e c h a n g e fr o m b as eli n e v al u es f or t h es e s el e ct e d l a b or at or y t ests will b e 
pl ott e d b y tr e at m e nt gr o u p a n d visit.

I n t h e c as e of m ulti pl e v al u es i n a n a n al ysis wi n d o w, d at a will b e s el e ct e d f or a n al ysis as 
d es cri b e d i n S e cti o n 3. 8. 3 .

7. 2. 2.   G r a d e d L a b o r at o r y V al u es

T h e D AI D S T a bl e f or Gr a di n g t h e S e v erit y of A d ult a n d P e di atri c A d v ers e E v e nts, V ersi o n 2. 1 
d at e d J ul y 2 0 1 7, will b e us e d t o assi g n t o xi cit y gr a d es ( 0 t o 4) t o l a b or at or y r es ults f or a n al ysis. 
Gr a d e 0 i n cl u d es all v al u es t h at d o n ot m e et t h e crit eri a f or a n a b n or m alit y of at l e ast Gr a d e 1. 
F or l a b or at or y t ests wit h crit eri a f or b ot h i n cr e as e d a n d d e cr e as e d l e v els, a n al ys es f or e a c h 
dir e cti o n (i e, i n cr e as e d, d e cr e as e d) will b e pr es e nt e d s e p ar at el y. 

F or tri gl y c eri d es, L D L ( 4 t h g e n er ati o n), a n d c h ol est er ol, t h e t o xi cit y gr a di n g s c al e is f or f asti n g 
t est v al u es, s o n o nf asti n g li pi d r es ults ( or li pi d r es ults wit h o ut a k n o w n f asti n g st at us) will n ot b e 
gr a d e d or s u m m ari z e d b y t o xi cit y gr a d es.

7. 2. 2. 1.   Tr e at m e nt- E m er g e nt L a b or at or y A b n or m aliti es

Tr e at m e nt- e m er g e nt l a b or at or y a b n or m aliti es ar e d efi n e d as v al u es t h at i n cr e as e at l e ast 
1 t o xi cit y gr a d e fr o m b as eli n e at a n y p ost b as eli n e visit, u p t o l ast e x p os ur e d at e f or p arti ci p a nts 
w h o p er m a n e ntl y dis c o nti n u e d st u d y dr u g, or t h e l ast a v ail a bl e d at e i n t h e d at a b as e s n a ps h ot f or 
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p arti ci p a nts w h o w er e still o n tr e at m e nt at t h e ti m e of a n i nt eri m a n al ysis. If t h e r el e v a nt b as eli n e 
l a b or at or y v al u e is missi n g, a n y a b n or m alit y of at l e ast Gr a d e 1 o bs er v e d wit hi n t h e ti m e fr a m e 
s p e cifi e d a b o v e will b e c o nsi d er e d tr e at m e nt e m er g e nt.

7. 2. 2. 2.  S u m m ari es of L a b or at or y A b n or m aliti es

L a b or at or y d at a t h at ar e c at e g ori c al will b e s u m m ari z e d usi n g 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 i n t h e st u d y wit h t h e gi v e n r es p o ns e at b as eli n e a n d e a c h s c h e d ul e d p ost b as eli n e 
visit.

T h e f oll o wi n g s u m m ari es ( n u m b er a n d p er c e nt a g e of p arti ci p a nts) f or tr e at m e nt- e m er g e nt 
l a b or at or y a b n or m aliti es will b e pr o vi d e d b y l a b t est a n d tr e at m e nt gr o u p; p arti ci p a nts will b e 
c at e g ori z e d a c c or di n g t o t h e m ost s e v er e p ost b as eli n e a b n or m alit y gr a d e f or a gi v e n l a b t est:

• Gr a d e d l a b or at or y a b n or m aliti es

• Gr a d e 3 or 4 l a b or at or y a b n or m aliti es

F or all s u m m ari es of l a b or at or y a b n or m aliti es, t h e d e n o mi n at or is t h e n u m b er of p arti ci p a nts 
wit h n o n missi n g p ost b as eli n e v al u es. 

A b y- p arti ci p a nt listi n g of tr e at m e nt- e m er g e nt l a b or at or y a b n or m aliti es a n d tr e at m e nt- e m er g e nt 
Gr a d e 3 or 4 l a b or at or y a b n or m aliti es, r es p e cti v el y, will b e pr o vi d e d b y p arti ci p a nt I D n u m b er 
a n d visit i n c hr o n ol o gi c al or d er. T his listi n g will i n cl u d e all t est r es ults t h at w er e c oll e ct e d 
t hr o u g h o ut t h e st u d y f or t h e l a b t est of i nt er est, wit h all a p pli c a bl e s e v erit y gr a d es a n d a b n or m al 
fl a gs dis pl a y e d.

7. 3.   B o d y W ei g ht a n d Vit al Si g ns

D es cri pti v e st atisti cs will b e pr o vi d e d b y tr e at m e nt gr o u p f or b o d y w ei g ht, B MI a n d vit al si g ns 
as f oll o ws:

• B as eli n e v al u e

• V al u es at e a c h p ost b as eli n e visit

• C h a n g e fr o m b as eli n e at e a c h p ost b as eli n e visit

A b as eli n e v al u e will b e d efi n e d as t h e l ast a v ail a bl e v al u e c oll e ct e d o n or pri or t o t h e d at e/ti m e 
of first d os e d at e of st u d y dr u g. C h a n g e fr o m b as eli n e t o a p ost b as eli n e visit will b e d efi n e d as 
t h e p ost b as eli n e v al u e mi n us t h e b as eli n e v al u e.

I n t h e c as e of m ulti pl e v al u es i n a n a n al ysis wi n d o w, d at a will b e s el e ct e d f or a n al ysis as 
d es cri b e d i n S e cti o n 3. 8. 3 . N o f or m al st atisti c al t esti n g is pl a n n e d.
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A b y- p arti ci p a nt listi n g of vit al si g ns will b e pr o vi d e d b y p arti ci p a nt I D n u m b er a n d visit i n 
c hr o n ol o gi c al or d er. B o d y w ei g ht, h ei g ht, a n d B MI  will b e i n cl u d e d i n t h e vit al si g ns listi n g, if 
s p a c e p er mits. If n ot, t h e y will b e pr o vi d e d s e p ar at el y.

7. 4.   P ri o r a n d C o n c o mit a nt M e di c ati o ns

M e di c ati o ns c oll e ct e d at s cr e e ni n g a n d d uri n g t h e st u d y will b e c o d e d usi n g t h e c urr e nt v ersi o n 
of t h e W orl d H e alt h Or g a ni z ati o n ( W H O) Dr u g di cti o n ar y. T h e W H O pr ef err e d n a m e a n d dr u g 
c o d e will b e att a c h e d t o t h e cli ni c al d at a b as e.

7. 4. 1.   N o nst u d y D r u g A nti r et r o vi r al M e di c ati o ns

A n y n o nst u d y dr u g A R V m e di c ati o ns ar e d efi n e d as a n y A R V m e di c ati o ns t a k e n pri or t o, 
d uri n g, or aft er t h e st u d y (if c oll e ct e d). All n o nst u d y dr u g A R V m e di c ati o ns will b e list e d. N o 
i nf er e nti al st atisti cs will b e pr o vi d e d. 

7. 4. 2.   C o n c o mit a nt N o n- A R V M e di c ati o ns

C o n c o mit a nt n o n- A R V m e di c ati o ns ar e d efi n e d as n o n- A R V m e di c ati o ns t a k e n w hil e a 
p arti ci p a nt t o o k st u d y dr u g. Us e of c o n c o mit a nt m e di c ati o ns fr o m St u d y D a y 1 u p t o t h e l ast 
e x p os ur e d at e will b e s u m m ari z e d ( 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 gr o u p, 
W H O dr u g cl ass a n d pr ef err e d n a m e. M ulti pl e dr u g us e ( b y pr ef err e d n a m e) will b e c o u nt e d o nl y 
o n c e p er p arti ci p a nt. T h e s u m m ar y will b e s ort e d al p h a b eti c all y b y dr u g cl ass a n d t h e n b y 
d e cr e asi n g t ot al fr e q u e n c y wit hi n a cl ass. F or dr u gs wit h t h e s a m e fr e q u e n c y, s orti n g will b e 
d o n e al p h a b eti c all y.

If t h e st art or st o p d at e of n o n- A R V m e di c ati o ns is i n c o m pl et e, t h e m o nt h a n d y e ar ( or y e ar 
al o n e, if m o nt h is n ot r e c or d e d) of t h e st art or st o p d at e will b e us e d t o d et er mi n e w h et h er t h e 
n o n- A R Vs ar e c o n c o mit a nt or n ot. T h e m e di c ati o n is c o n c o mit a nt if t h e m o nt h a n d y e ar of t h e 
st art or st o p ( or y e ar of t h e st art or st o p, if m o nt h is n ot r e c or d e d) of t h e m e di c ati o n d o es n ot 
m e et eit h er of t h e f oll o wi n g crit eri a:

• T h e m o nt h a n d y e ar of st art of t h e m e di c ati o n is aft er t h e l ast e x p os ur e d at e

• T h e m o nt h a n d y e ar of st o p of t h e m e di c ati o n is b ef or e t h e first d os e d at e of st u d y dr u g

If t h e st art a n d st o p d at e of n o n- A R V m e di c ati o ns ar e c o m pl et e, t h e st art d at e is n ot aft er l ast 
e x p os ur e d at e a n d t h e st o p d at e is n ot b ef or e first d os e d at e, or t h e n o n- A R V m e di c ati o ns ar e 
m ar k e d as o n g oi n g a n d st art d at e is o n or b ef or e l ast e x p os ur e d at e, t h e n o n- A R V m e di c ati o ns 
ar e c o n c o mit a nt.

S u m m ari es of n o n- A R V c o n c o mit a nt m e di c ati o ns will b e b as e d o n t h e S af et y A n al ysis S et. N o 
f or m al st atisti c al t esti n g is pl a n n e d. A b y- p arti ci p a nt listi n g f or all n o n- A R V c o n c o mit a nt 
m e di c ati o ns will b e list e d a n d s ort e d b y p arti ci p a nt I D n u m b er a n d a d mi nistr ati o n d at e i n 
c hr o n ol o gi c al or d er.
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7. 5.   El e ct r o c a r di o g r a m R es ults

7. 5. 1.  I n v esti g at o r El e ct r o c a r di o g r a m Ass ess m e nt

T h e i n v esti g at ors’ ass ess m e nt of E C G r es ults ( n or m al; a b n or m al, n ot cli ni c all y si g nifi c a nt; 
a b n or m al, cli ni c all y si g nifi c a nt) ar e c oll e ct e d at s cr e e ni n g o nl y. A b y- p arti ci p a nt listi n g f or E C G 
ass ess m e nt r es ults will b e pr o vi d e d b y p arti ci p a nt I D n u m b er.

7. 6.   Ot h e r S af et y M e as u r es

A d at a listi n g will b e pr o vi d e d f or p arti ci p a nts e x p eri e n ci n g pr e g n a n c y a n d p arti ci p a nts 
usi n g/ mis usi n g a n y s u bst a n c es ( e g, illi cit dr u g) d uri n g t h e st u d y, r es p e cti v el y. P h ysi c al 
e x a mi n ati o n w as n ot c oll e ct e d i n t h e e C R F. T h er ef or e, it will n ot b e i n cl u d e d i n t h e a n al ysis.

7. 7.   P a rti ci p a nt S u b g r o u p f o r S af et y E n d p oi nts

I n ci d e n c e of all tr e at m e nt- e m er g e nt A Es will b e r e p e at e d wit hi n e a c h s u b gr o u p d efi n e d i n 
S e cti o n 3. 4. 1 usi n g t h e S af et y A n al ysis s et. N o f or m al st atisti c al t esti n g is pl a n n e d.

7. 8.   C h a n g es F r o m P r ot o c ol- S p e cifi e d S af et y A n al ysis

N o c h a n g e fr o m pr ot o c ol-s p e cifi e d s af et y a n al ys es is pl a n n e d.
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8- P H A R M A C O K I N E T I C  ( P K) A N A L Y S E S 

8. 1. P K S a m pl e  C oll e cti o n 

V er si o n  1. 0 

Bl o o d  s a m pl e s  wi ll b e  c oll e ct e d t o d et e n ni n e P K ( a n d m et a b oli tes, if a p pli c a b le)  i n pl a s m a  at  t h e 
f o llo w i ng  ti m e p oi nts: 

F or  T r e at m e nt Gr o u p s 1 a n d 2: 

Pl a s m a P K s a m pli n g wi ll o c c m  rel ati v e  t o d os i ng of G S- 6 2 0 7  at  t h e f oll o wi n g ti m e p oi nt s  f or  a ll 
p aiii ci p a nt s: 

•  D a y s  1,  2,  a n d 8: 

- Pr e d o s e  ( withi n  3 0  mi n u t e s of d os i ng) 

-   A si ngl e  ti m e d P K s a m pl e  b et w e e n  1  a n d  6  h o m s  p o st d o s e 

I 
•  At  D a y 1 5 a n d  at  all  vi si ts wit h  S C  G S 6 2 0 7  i nj e cti o n s: A  s i ngl e  pr e d o s e  P K  s a m p l e wi ll b e 

c oll e ct e d 

•  St aiii n g  at  W e e k  4  vi sit , at  all  vi si ts wit h o ut  S C  G S- 6 2 0 7  i nje cti o ns:  A s i ngl e  a n yti m e P K 
s a m pl e  wi ll b e  c oll e ct e d 

I 
I 

F or  T r e at m e nt Gr o u p 3: 

St aiii n g  at  D a y  1  vi sit ,  a si ngl e  a n yti m e P K s a m pl e w ill b e  c o lle ct e d  at  all  st u d y vi sit s . 

C O N FI D E N TI A L P a g e  3 9 1 7 J a n u a 1 y 2 0 2 4 
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I 

F or  Tr e at m e nt  Gr o u p  4: 

V er si on 1. 0 

•  St aiii n g  at D a y 1 vi s it,  a si ngl e  a n yt im e P K sa m pl e  wi ll b e  c o lle ct e d  at  a ll s t u dy  vis its. 

8. 2. P K A n al y s e s  R el at e d  t o P K  S a m pli n g 

8. 2 . 1. S t atisti c al A n al y s i s M e t h o ds 

Pl as m a c o n c e n tr nti o n f or L E N  a n d  o t h er a p pr o p riat e  a n al yt es  wi ll b e lis t e d f or  a ll p aiii c ip a nt s 
a n d  s Uilllll ai ·iz e d  b y  n o mi n a l ti m e p o i nt f or p ait ici p a nt s  i n t h e P K  A n al y sis  S et  b y  tr e at m ent 
g r o u p. 

S u m m a 1y  s t atis ti cs  ( n, m e a n ,  9 0 % CI , S D , c o effi ci e nt  of  v ai ·iat i o n [ %C V] , m e d i a n,  mi n, m a x, 
Ql ,  a n d  Q 3)  wi ll b e pr es e nt e d  f or  b ot h i ndi vi d u al  p aiii c ip a nt  c o n c e n tr atio n  d at a  b y ti m e  p o i nt  b y 
tr e at m e nt g i-o u p  a n d  a n a l yt e. M or e o v er,  t h e g e o m etr i c m e a n,  9 5 %  CI,  a n d  t h e m e a n  a n d  S D  of 
t h e  nat ur al  lo g -tr a ns f on n e d v al u e s  wi ll b e  pr e s e n t e d. 

T h e s a m p l e si z e f or e a c h  ti m e p o i nt wi ll b e  b a s e d  o n  t h e n u m b e r  of p a 1t ici p a nt s  wit h  n o n mi s s i ng 
c o n c e ntr at i o n d at a  at  t hat  ti m e p o i nt. T h e  n u m b e r  of p aiii c ip a nt s  wit h  c o n c e ntr at i o n B L Q  wi ll b e 
pr e s e n t e d f or e a c h  ti m e p o i nt. F or  s u m m ai y  s t ati sti cs,  B L Q v a l ue s  wi ll b e  tr e at e d as O at pr e d os e 
a n d  o n e - half  of t h e l o w er  L O Q  f or p o s t d os e ti m e p o i nt s. 

T h e  f o llo w i ng  t a bl e s  will b e  pr o v i d e d f or e ac h  a n a lyt e  b y  tr e at m e nt g r ou p  a n d  vi s it: 

•  I n di vi du al  p a 1t i ci p a nt  c o n c e n tr ati o n d a t a a n d S llilll n aty  s t ati sti cs 

T h e  f o llo w i ng  fig ur es  m a y b e pr o vi d e d  f or e a c h  a n al yt e  b y  tr ea t m ent  g r ou p: 

•  M e a n ( ± S D)  c o n c e n tr ati o n d a t a v er s u s tim e  (o n li ne ai· a n d  s e m ilo g ai·it h mi c s c a l e s) 

•  M e d i a n ( Ql , Q 3 )  c o nc e ntr at i o n d at a  v ers u s  ti m e ( on  li n e ai· a n d se mi lo g arit h mi c  s c al e s) 

I n di vi du al,  m e a n,  a n d  m e di a n  p o s t d os e  c o n c e ntr at i o n  val u e s t h at  ar e : S L O Q  wi ll n ot b e 
di s pl a y e d i n t h e fi g ur e s  a n d  r e m ai ni ng  p o i nt s c o n n e c t e d. 

P K s am pli n g  d et a ils  b y  p aiii c ip a nt, i ncl u d i ng  pr o c e d ur e s,  di ff ere n c e s  i n s c h e d ul e d  a n d  a c t u al 
dr a w  ti m es, a n d  s am pl e  a g e  wi ll b e  pr o vi d e d  i n lis ti n gs. 

C O N F I DE N TI A L P a g e 4 0 1 7 J a n ua 1y  2 0 2 4 
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T h e m ol e c ul ar w ei g ht of T F V- D P ( 4 4 7. 1 7 g/ m ol) a n d t h e d e nsit y of 5 0 0 0 milli o n c ells/ m L will 
b e us e d i n t h e c o n v ersi o n of c o n c e ntr ati o n fr o m n g/ milli o n c ells t o µ m ol/ L; w h er e t h e v al u e i n 
n g/ milli o n c ells * ( 5 0 0 0/ 4 4 7. 1 7) r es ults i n t h e v al u e i n µ m ol/ L or µ M.  

𝑇 𝑜

𝑡𝑎𝑙𝑙𝑖 𝑜 𝑛  𝑐 𝑒𝑙𝑙 𝑠
×

1 𝑛 𝑚 𝑜𝑙

4 4 7. 1 7 𝑛 𝑔
×

1 µ 𝒎 𝒐𝒍

1 0 0 0 𝑛 𝑚 𝑜𝑙
×

5 0 0 0 𝑚𝑖𝑙𝑙𝑖 𝑜 𝑛  𝑐 𝑒𝑙𝑙 𝑠

1 𝑚 𝐿
×

1 0 0 0 𝑚 𝐿

𝑳
=  

µ 𝑚 𝑜𝑙

𝐿
=  µ𝑀

8. 2. 2.  S e ns ati v e A n al ysis

S e nsiti vit y a n al ysis m a y b e c o n d u ct e d f or t h e k e y P K a n al ys es if t h e P K s ci e ntist i d e ntifi es P K 
d at a as q u esti o n a bl e or w ort h e x cl u di n g. T h e s e nsiti vit y a n al ysis will e x cl u d e s p e cifi c d at a fr o m 
a n al ys es, if a p pr o pri at e.

8. 3.   C h a n g es F r o m P r ot o c ol- S p e cifi e d P K A n al ysis

N o c h a n g e fr o m pr ot o c ol-s p e cifi e d P K a n al ys es is pl a n n e d.
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9.   R E F E R E N C E S

U. S. D e p art m e nt of H e alt h a n d H u m a n S er vi c es, F o o d a n d Dr u g A d mi nistr ati o n ( F D A), C e nt er 
f or Dr u g E v al u ati o n a n d R es e ar c h ( C D E R). H u m a n I m m u n o d efi ci e n c y Vir us- 1 
I nf e cti o n: D e v el o pi n g A ntir etr o vir al Dr u gs f or Tr e at m e nt. G ui d a n c e f or I n d ustr y. 
Sil v er S pri n g, M D.  N o v e m b er, 2 0 1 5.
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1 0.  S O F T W A R E

S A S ®  S oft w ar e V ersi o n 9. 4. S A S I nstit ut e I n c., C ar y, N C, U S A.

n Q u er y A d vis or( R) V ersi o n 7. 0. St atisti c al S ol uti o ns, C or k, Ir el a n d.
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1 1.  S A P R E VI SI O N

R e visi o n D at e
( D D M M M Y Y Y Y) S e cti o n S u m m a r y of R e visi o n R e as o n f o r R e visi o n
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1 2.   A P P E N DI C E S

A p p e n di x 1.  S c h e d ul e of Ass ess m e nts

Scree ni n g a

D a y 
1 b

D a y 
2

D a y 
8

D a y 
1 5

E ver y 
6 wee ks 
fr o m 

Wee k 4 
t o 

Wee k 2 8 
± 2 D a ys

Wee k 3 8 
± 2 D a ys

Wee k 5 4 
± 2 D a ys

Wee k 6 4 
± 2 D a ys

Wee k 8 0 
± 2 D a ys

P ost 
Wee k 8 0 
Visits c 

± 6 D a ys

Or al 
Bri d gi n g 
Visits d

3 0, 9 0, 
1 8 0 D a y 

F oll o w- U p e

E arl y 
Ter mi n ati o n f

Writte n I nf or me d 
C o nse nt

X

O btai n de m o gra p hic 
i nf or mati o n

X

Me dical Hist or y X

C o m plete P h ysical 
E xa mi nati o n

X X X X g X X X

S y m pt o m- Directe d 
P h ysical E xa mi nati o n

X X X h X X X X X

Vital Si g ns i 

(i ncl u di n g wei g ht)
X X X X X X X X X X X X X X

1 2-lea d E C G (s u pi ne) X

Hei g ht X

He mat ol o g y j, 
C he mistr y k, Li pi d 
pa nel l, Uri nal ysis a n d 
Uri ne C he mistr y m , 
C D 4 + Cell C o u nt

X X X X X X X X X X X X X X

Uri ne St ora ge Sa m ple X X X X X X X X X X X

Ser u m Pre g na nc y Test n X X

Ser u m F S H o X

Uri ne Pre g na nc y Test n X X X X X X X X X X X X X

H B V, H C V Testi n g X

HI V- 1 Ge n ot y pi n g/
P he n ot y pi n g

X

Plas ma HI V- 1 R N A X X X X X X X X X X X X X X

Plas ma St ora ge 
Sa m ple

X X X X X X X X X X X X X X

P K Plas ma C ollecti o n p X X X X X X X X X X X

C CI
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E v er y 
6 w e e k s 

fro m 
W e e k 4 P o.st 

W e e k 8 0 

V er si o n  1. 0 

I   I 
I   I   ··• ; • ·; • · • • · ,. • · ; 1 - - - :-'1 ;I : ......... , 1,, · 1 1 1 1  ,  1  1  1 

t  • I 

• ..... , .. . 11 .,  ., 

S u b c ut m e o us 
G S- 6' 2JJ 7 
A d mi ni. 5tr a 1i o n" 

F/f A F Dis p ells ali c n v 

T A F Di < J p e n s ati c n W 

Bi ct e gr a vir 

f )j ~ 

Bi F/f A F 
f )j ~ 

Sr u d y Dr u g 
A c cr u nl a bilit y 

Q >l, A dr n ms 1i ati o n' 

I nj e di m Si kl R e a c b o n 
A = n e nt 
W a ks b e et "' 

A d v ers e E v e ms/ 
C o o:: a uit a ut 
M e di c ati o os 

X 

- - 1 1--

X 

X 

X 

X    X 

X 

X    X 

1 • • 
I 
I 
I 

I 
I 
I 
I 

I   I 
LJ 

X 

X    X 

X 

X 

X    X 

a  S cr e e ni n g  e v al u ati o n s  m ust  b e  c o m pl et e d  wit hi n  3 0  d a y s pri or  t o D a y  I 

X X    X    X    X    X    X 

X X X    X 

X    X    X    X    X    X 

X    X    X    X    X    X 

X    X    X    X    X    X 

X    X    X    X 

X    X    X    X    X    X 

X X X 

X X X 

X    X    X    X    X    X    X X 

b  D a y  I  t ests a n d  pr o c e d m· es m u st  b e  c o m pl et e d  pri or  t o a d mi nistr ati o n of t h e d o s e of s t u d y dr u g . P a 1ti ci p a n ts m u st  b e gi n  d o s i n g o n  t h e s a m e  d a y as D a y  I 

X 

c  Ass ess m e nts  will  b e  p erf or m e d  p o st  W e e k  8 0  ( W e e k 9 0 , W e e k  1 0 6 , W e e k  I 1 6 , W e e k  1 3 2 , W e e k  1 4 2)  a n d  will  c o nti n u e  t o alt er n at e  b et w e e n  e v er y I O w e e k s  a n d e v er y 
1 6 w e e ks  w it h t h e visit  wi n d o w ± 6 d a y s. 

d  O nl y  a p pli c a bl e  t o p arti ci p a nts  w h o  r e q uir e o r al w e e kl y  bri d gi n g if a n S C  i nj e cti o n of G S- 6 2 0 7  c a n n ot b e  a d mi nist er e d  f or a n y r e a s o n wit hi n  t h e pr ot o c ol  vi sit  wi n d o w . 
e  P a 1ti ci p a nts  m a y  b e  r e q uir e d t o r et ur n t o t h e cli ni c f or a  3 0 , 9 0  a n d  1 8 0 -D a y  F oll o w- U p  Vi sit  aft er  E arl y  T e mti n ati o n  vis it. 
f  Wit hi n  7 2 h o m·s of p e 1 m a n e ntl y  di s c o nti n ui n g  st u d y . C o u n s el p arti ci p a nt  r e g ar di n g t h e ir n p o 1t a n c e of c o nti n ui n g a  c o m pl et e  A R V  t h er a p y i n a c c or d a n c e  t o sta n d ar d of c ar e 

a n d  r ef er p a 1ti ci p a nt  t o a n a p pr o pri at e  HI V  tr e at m e nt f a cilit y. 
g  C o m pl et e  p h y s i c al e x a m is o nl y  r e q uir e d at W e e k 2 8 

C O N FI D E N TI A L P a g e 4 6 1 7 J a n u a 1 y 2 0 2 4 



L e n a c a p a vir 
G S- U S- 2 0 0 -4 3 3 4 
St ati sti c al  A n al y si s  Pl a n  - Fi n al  A n al y si s 

h  S y m pt o m  dir e ct e d  p h y si c al  t o b e  c o m pl et e d  at W e e k s  4, 1 0 , 1 6 , a n d 2 2 , a s  n e c ess a 1 y 
Vit al  s i g ns - bl o o d  pr ess m· e , p ul s e , r e s pir ati o n r at e, t e m p er at ur e, a n d  w e i g ht 

J H e m at ol o g y : C B C  w it h diff er e nti al  a n d  pl at el et  c o u nt 

V er si o n  1. 0 

k  C h e mi stri e s : Al k ali n e  p h o s p h at a s e , A S T , A L T , G G T , t ot al bili m bi n , dir e ct  a n d i n dir e ct bili m bi n , t ot al pr ot ei n , al b u mi n , L D H , C P K , bi c ar b o n at e ,  BU N , c al ci u m , c hl ori d e , 
cr e ati ni n e , gl u c o s e , li p as e, m a g n e si u m , p h o s p h o m s , p ot a s si u m , s o di u m, a n d  uri c  a ci d . e G F R a c c or di n g  t o t h e C o c k cr oft -G a ult  f or m ul a 
F a sti n g  is n ot  r e q uir e d f or t h e li pi d p a n el 

m  Uri n al y si s  a n d  Uri n e  C h e mistr y:  i n cl u di n g c ol or  &  cl arit y , sp e cifi c  gr a vit y , p H , gl u c o s e , k et o n es , bili m bi n , m· o bili n o g e n,  bl o o d,  nitrit e,  l e u k o c yt e es t er a s e a n d  mi cr o s c o pi c 
(if mi cr o s c o pi c  el e m e nt s ar e  s e e n) , mi n e  pr ot ei n , al b u mi n , cr e ati ni n e , p h o sp h at e , c al ci u m, m a g n e s i u m a n d  uri c  a ci d 

n  W o m e n  will  h a v e  a  s er u m t est p e 1f o 1 m e d at S cr e e ni n g . U 1i n e  pr e g n a n c y t est will  o nl y  b e  d o n e  f or w o m e n of c hil d b e a 1i n g  p ot e nti al . I n Tr e at m e nt  Gr o u p s  1  a n d 2, mi n e 
pr e g n a n c y  t ests  s h o ul d b e  c o nf o m e d t o b e  n e g ati v e  pri or  t o s u b c ut a n e o u s G S - 6 2 0 7  a d mi ni str ati o n . If a n y pr e g n a n c y  t est is  p o s iti v e, st u d y d m g s h o ul d  b e  i m m e di at el y 
i nt e m 1 pt e d, a n d  p arti ci p a nt  s h o ul d c o m e  t o t h e s it e f or s er u m pr e g n a n c y  t est. 

o  F S H  t est is r e q uir e d f or w o m e n  w h o  ar e  < 5 4  y e ar s  o l d a n d  h a v e sto p p e d  m e n s t m ati n g f or : C:: 1 2  m o nt h s b ut  d o  n ot  h a v e  d o c u m e nt ati o n of o v ari a n  h o n u o n al  f ail ur e . 
p  P K  c oll e cti o n:  F or  Tr e at m e nt Gr o u p s 1 a n d 2,  pl a s m a  P K  s a m  li n o w ill o c c ur  r el ativ e  t o d o si n g  of G S- 6 2 0 7 at D a  s 1, 2  a n d  8  r e d os e ( wit hi n 3 0  mi n ut e s of d o s i n g) a n d a 

si n gl e ti m e d P K  s a m pl e  b et w e e n 1 a n d 6 h o m·s p o s t d os e. . At D a y 1 5 a n d all vi sit s wit h  S C 
G S- 6 2 0 7 ,  a si n gl e pr e d o s e  P K  s a m pl e will  b e  c oll e ct e d . St art m g  at W e e  4  a n  at a VI Slts w 1 o ut S C  G S - 6 2 0 7 , 6 2 0 7  m c  u  m g  e  Or al  Bri d gi n g  vis its, if a p pli c a bl e , a 
si n gl e a n yti m e  P K  s a m pl e  w ill b e  c oll e ct e d . P K  s a m pli n g  w ill c o nti n u e  at vis its  p a st  W e e k  8 0 . 
F or  Tr e at m e nt Gr o n  s  3  a n d  4  a 1ti ci  a nt s  st a1ti n g at D a 1 a  si n gl e a n  i m e P K  s a m  l e w ill b e  c oll e ct e d at all  s t u d  vi sits. 

q 

I 
s 

Tr e at m e nt Gr o u p  1  a n  2  or a  G S- 6 2 0 7  e a m at D a y 1, D a y  2  a n  D a y  8.  Tr e at m e nt Gr o u p  3  will  r e c ei v e or al  G S - 6 2 0 7  l e a d i n at D a y s  1 a n d 2  a n d  will  b e gi n  or al  d ail y 
G S- 6 2 0 7 at D a y  3. 

u  T r eat m e nt Gr o u p  1 a n d  2  S u b c ut a n e o u s  a d mi ni str ati o n at D a y 1 5 a n d e v er y 2 6  w e e ks 
v  Tr e at m e nt  Gr o u p  1,  2,  a n d 3 F / TA F o n c e  d ail y  f or 2 8  w e e ks  st a1ti n g at D a y 1. Tr e at m e nt Gr o u p  3  p a 1ti ci p a n t s will  c o nti n u e  F/ T A F u n til s t u d y c o m pl eti o n. 
w    T r eat m e nt Gr o u p  1 d ail y  o r al T A F  t o b e  i niti at e d at W e e k  2 8 
x    T r eat m e nt Gr o u p  2  d ail y  o r al  BI C t o b e  i niti at e d at W e e k  2 8 
y  Tr e at m e nt  Gr o u p  4  d ail y  o r al B/ F/ T A F 
z  Pri or  t o c o m pl eti o n of ot h er s t u d y pr o c e d m· es , p a 1ti ci p a nts  will  c o m pl et e HI V T S Q 1 2 , HI V D Q o L , a n d  E Q- E D -5 L at D a y 1 (e x c e p t HI V T S Q 1 2) , D a y  1 5  (HI V T S Q 1 2  o nl y) , 

W e e k  4,  W e e k  2 8 , W e e k  5 4 , W e e k  8 0 . I nj e cti o n A c c e pt a bilit y  S c al e  a n d  N m u eri c  P ai n  R ati n g  S c al e  t o b e  c o m pl et e d at D a y 1 5 , W e e k s  2 8 , 5 4  a n d  8 0  (f or Tr e at m e nt  Gr o u p s  1 
a n d 2  p a 1ti ci p a nts  o nl y ) aft er S C  G S- 6 2 0 7  a d mi ni str ati o n  a n d c o m pl eti o n of ot h er  st u d y pr o c e d ur e s. 

a a  Pr o vi d e  I nj e cti o n S it e R e a cti o n  A s s e s s m e nt  W or k s h e et  a n d i ns t m ct t h e p arti ci p a nt s  t o m e a s ur e  a n d  r e p ort i nj e cti o n s it e r e a cti o n s f oll o wi n g t h e a d mi ni str ati o n of t h e 
s u b c ut a n e o u s i nj e cti o ns  (f or  Tre at m e nt Gr o u p 1 a n d 2  p a 1ti ci p a nts  o nl y ) 

C O N FI D E N TI A L P a g e  4 7 1 7  J a n u a1 y  2 0 2 4 
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A p p e n di x 2.   P r o g r a m mi n g S p e cifi c ati o n

1) If t h e a g e fr o m t h e D a y 1 e C R F is n ot a v ail a bl e, a g e will b e c al c ul at e d as f oll o ws:

O nl y y e ar is pr o vi d e d f or t h e d at e of birt h ( D O B). Us e J ul y 1 f or t h e m o nt h a n d d a y.

a) A G E ( y e ars) is c al c ul at e d fr o m t h e n u m b er of d a ys b et w e e n t h e D O B a n d St u d y D a y 1,

b) Us e t h e S A S I N T C K f u n cti o n t o d et er mi n e t h e n u m b er of “ 1st- of- m o nt h d a ys ” 
( e g, J a n u ar y 1st, F e br u ar y 1st, M ar c h 1st) b et w e e n D O B a n d D a y 1 (i n cl usi v e),

c) Di vi d e t h e r es ult i n ( b) b y 1 2,

A G E = t h e i nt e g er of t h e r es ult i n ( c),

A g e f or l a b or at or y t est r ef er e n c e r a n g e will b e b as e d o n t h e a g e at t h e s a m pl e c oll e cti o n 
d at e.

2) All s cr e e n e d p arti ci p a nts r ef er t o all p arti ci p a nts w h o ar e s cr e e n e d (i e, wit h n o n- missi n g 
s cr e e ni n g d at e) a n d h a v e a s cr e e ni n g n u m b er. F or s u m m ari es t h e s a m e p arti ci p a nt is c o u nt e d 
o nl y o n c e.

3) S cr e e n f ail ur e p arti ci p a nts ar e t h e p arti ci p a nts w h o w er e s cr e e n e d a n d a ns w er e d “ N o ” f or a n y 
i n cl usi o n crit eri a or “ Y es ” f or a n y e x cl usi o n crit eri a r e g ar dl ess of w hi c h v ersi o n of pr ot o c ol 
t h e p arti ci p a nt w as c o ns e nt t o.

4) P arti ci p a nts i n t h e r a n d o mi z e d a n al ysis s et ar e d efi n e d as p arti ci p a nts r a n d o mi z e d i nt o t h e 
st u d y. I X R S R A N D is t h e s o ur c e t o d et er mi n e w h et h er t h e p arti ci p a nt is r a n d o mi z e d 
(i e, p arti ci p a nt wit h n o n- missi n g R G M N D T N i n t h e I X R S R A N D d at as et), a n d c o nfir m e d b y 
t h e e C R F E N R O L L d at as et (i e, E N R O L L Y N = “ Y es ” i n E N R O L L d at as et).

5) R a n d o mi z e d tr e at m e nt (i e, T R T 0 1 P i n A D S L) is d eri v e d fr o m I X R S R A N D, w hil e a ct u al 
tr e at m e nt r e c ei v e d (i e, T R T 0 1 A i n A D S L) is assi g n e d as t h e r a n d o mi z e d tr e at m e nt if 
p arti ci p a nt t o o k at l e ast 1 d os e of st u d y dr u g a n d assi g n e d as bl a n k if t h e p arti ci p a nt w as 
n e v er d os e d.

6) I n t h e dis p ositi o n t a bl e, t h e r e as o ns f or pr e m at ur e dis c o nti n u ati o n ar e dis pl a y e d i n t h e or d er 
as t h e y a p p e ar o n t h e e C R F.

7) B o d y m ass i n d e x ( B MI) 

B MI will b e c al c ul at e d o nl y at b as eli n e as f oll o ws:

 B MI = ( w ei g ht [ k g]) / ( h ei g ht [ m et ers] 2 )

B as eli n e h ei g ht a n d w ei g ht will b e us e d f or t his c al c ul ati o n if a v ail a bl e.
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8) S A S c o d es f or t h e tr e at m e nt c o m p aris o n f or d e m o gr a p hi cs a n d b as eli n e c h ar a ct eristi cs t a bl es.

C M H t est f or n o mi n al v ari a bl e ( Y), t h e p- v al u e fr o m t h e g e n er al ass o ci ati o n t est s h o ul d b e 
us e d f or n o mi n al v ari a bl es:

p r o c  f r e q ;
t a b l e s  t r t  *  Y  / c m h ;  / * g e n e r a l  a s s o c i a t i o n  t e s t * /
r u n ;

C M H t est f or or di n al v ari a bl e ( Y), t h e p- v al u e fr o m t h e r o w m e a n s c or e t est s h o ul d b e us e d 
f or or di n al v ari a bl es:

p r o c  f r e q ;
t a b l e s  t r t  *  Y  /  c m h 2  ;  / * r o w  m e a n  s c o r e  t e s t * /
r u n ;

Kr us k al- W allis t est f or c o nti n u o us v ari a bl e ( Y):

p r o c  n p a r 1 w a y  w i l c o x o n ;
c l a s s  t r t ;  
v a r  Y ;
r u n ;

9) F or r a c e a n d et h ni cit y, “ N ot P er mitt e d ”, “ Missi n g ”, or “ Ot h er ” will b e e x cl u d e d fr o m 
p er c e nt a g e c al c ul ati o n a n d als o e x cl u d e d f or p- v al u e g e n er ati o n f or c at e g ori c al d at a a n al ysis 
( e g, C M H t est or Kr us k al- W allis t est).

1 0) St u d y D a y 1, L ast D os e D at e a n d L ast E x p os ur e D at e

a) All t h e k e y d at es w er e d efi n e d i n S e cti o n 3. 8. 1 . 

1 1) St u d y D a y 1 a n d L ast D os e D at e

a) All t h e k e y d at es w er e d efi n e d i n S e cti o n 3. 8. 1 .

b) St u d y D a y 1 is d efi n e d as t h e e arli est of t h e d os e st art d at es fr o m a n y St u d y Dr u g 
A d mi nistr ati o n e C R F (i e, E X, E X _ A R V or E X _I V). 

c) L ast D os e D at e is d efi n e d f or p arti ci p a nts w h o pr e m at ur el y dis c o nti n u e d st u d y dr u g i n 
Tr e at m e nt Gr o u ps 1 t o 3, or c o m pl et e d st u d y dr u g at m ai n p h as e i n Tr e at m e nt Gr o u p 4 
a c c or di n g t o St u d y Dr u g C o m pl eti o n e C R F(i e, S D R G C O M P). 

i) F or p arti ci p a nts w h o r e c ei v e S C i nj e cti o n(i e, A p arti ci p a nt h as d at a i n E X _I V.) a n d 
t o o k a n y or al bri d gi n g L E N(i e, A p arti ci p a nt h as d at a i n E X. E X T R T = ” Or al G S-
6 2 0 7 ” a n d E X. E X D O S F R Q _ S T D = ” 1 TI M E P E R W E E K ”), t h e l ast d os e d at e is 
d efi n e d as e arli est of t h e l ast d os e d at e of or al bri d gi n g L E N(i e, t h e l ast d os e d at e of 
E X. E X T R T = ” Or al G S- 6 2 0 7 ” a n d E X. E X D O S F R Q _ S T D = ” 1 TI M E P E R W E E K ”) or 
or al Q D dr u g(i e, t h e l ast d os e d at e i n E X _ A R V),



L e n a c a p a vir
G S- U S- 2 0 0- 4 3 3 4
St atisti c al A n al ysis Pl a n – Fi n al A n al ysis V ersi o n 1. 0

C O N FI D E N TI A L P a g e 5 0 1 7 J a n u ar y 2 0 2 4

ii) F or p arti ci p a nts w h o r e c ei v e S C i nj e cti o n(i e, A p arti ci p a nt h as d at a i n E X _I V.) a n d 
di d n ot t a k e a n y or al bri d gi n g L E N, t h e l ast d os e d at e is d efi n e d as t h e l at est 
n o n missi n g e n d d at e of t h e st u d y dr u g us e d wit h L E N (i e, t h e l ast d os e d at e i n 
E X _ A R V).

iii) F or p arti ci p a nts w h o d o n ot r e c ei v e S C i nj e cti o n(i e, A p arti ci p a nt h as n o d at a i n 
E X _I V.), t h e l ast d os e d at e is d efi n e d as t h e e arli est of t h e l ast d os e d at e of a n y st u d y 
dr u g (i e, t h e e arli est of l ast d os e d at e i n E X or E X _ A R V).

d) St u d y dr u g a d mi nistr ati o n: Or al r el o a d will b e r e c or d e d as a n “ U ns c h e d ul e d ” visit i n t h e 
St u d y Dr u g A d mi nistr ati o n e C R F. P arti ci p a nts wit h or al r el o a d pri or t o t h e 1 st d os e of S C 
h a v e “ U ns c h e d ul e d ” d osi n g visits o c c urr e d pri or t o D a y 1 5 visit. P arti ci p a nts w h o 
r e c ei v e d a t ot al of 5 t a bl ets of L E N ( 3 0 0 m g) (i e, 2 x 3 0 0 m g L E N t a bl ets e a c h f or t h e 
first 2 d a ys a n d 1 x 3 0 0 m g L E N t a bl et o n t h e 8 t h d a y) pri or t o “ U ns c h e d ul e d ” d osi n g 
visits f oll o w e d b y D a y 1 5 visit will b e cl assifi e d as or al r el o a d d u e t o missi n g s c h e d ul e d 
S C d osi n g. Ot h er wis e, p arti ci p a nts will b e cl assifi e d as or al r el o a d d u e t o missi n g 
s c h e d ul e d or al d osi n g visit.

1 2) A d h er e n c e t o Q D St u d y Dr u g(s): ( e x cl u di n g or al l e a d-i n L E N a n d or al bri d gi n g L E N)

a) A d h er e n c e b as e d o n 1 st u d y dr u g( Tr e at m e nt Gr o u ps 1, 2, a n d 4):

A d h e r e n c e ( % ) =  1 0 0 ×
𝑇 𝑜 𝑡 𝑎𝑙  N o . of pill s t a k e n

T ot al  N o. of pill s p r e s c ri b e d

=  1 0 0 ×
∑ N o . of pill s t a k e n at e a c h di s p e n si n g p e ri o d  f or e a c h st u d y d r u g [ 1]

∑ N o . of pill s p r e s c ri b e d at e a c h di s p e n si n g p e ri od f o r e a c h st u d y d r u g [ 2]

b) A d h er e n c e b as e d o n 2 st u d y dr u gs( Tr e at m e nt Gr o u p 3):

 
 





[ 2]

]1[

dr u ge a c h f or p eri o ddis p e nsi n ge a c h at pr es cri b e dpillsofN o.

dr u ge a c h f or p eri o ddis p e nsi n ge a c h at  t a k e n pillsofN o.
1 0 0

pr es cri b e dpillsofN o.T ot al

 t a k e npillsofN o.T ot al
1 0 0( %)A d h er e n c e
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1 3) Effi c a c y A n al ysis

a) F or c at e g ori c al effi c a c y r es p o ns e ( e g, P arti ci p a nts wit h HI V- 1 R N A < 5 0 c o pi es/ m L as 
d et er mi n e d b y U S F D A- d efi n e d s n a ps h ot al g orit h m, M = F, or M = E A n al ys es): t h e 
pr o p orti o n diff er e n c e b et w e e n L E N- c o nt ai ni n g r e gi m e n gr o u ps ( Tr e at m e nt Gr o u ps 1 
t o 3) a n d t h e B/ F/ T A F gr o u p ( Tr e at m e nt Gr o u p 4) a n d its 9 5 % CIs ar e c al c ul at e d b as e d 
o n t h e M H pr o p orti o n a dj ust e d b y b as eli n e HI V- 1 R N A str at u m (   1 0 0, 0 0 0 vs. 
  1 0 0, 0 0 0 c o pi es/ m L) (s e e S A P S e cti o n 6. 2  a n d S e cti o n 6. 3  f or d et ails). T h e f oll o wi n g 
S A S c o d e will b e us e d t o c o m p ut e p- v al u e, w h er e br n a c  is t h e b as eli n e HI V- 1 R N A 
str at u m, trt gr p is t h e tr e at m e nt, a n d r es p o ns e  is t h e c at e g ori c al effi c a c y r es p o ns e.

p r o c  f r e q  d a t a = a d e f f ;
t a b l e s  b r n a c * t r t g r p * r e s p o n s e / c m h ;  / * p  v a l u e  f r o m  g e n e r a l  
a s s o c i a t i o n * /

r u n ;

b) All t h e A N O V A m o d el f or c o nti n u o us effi c a c y v ari a bl e ( e g, C D 4 +): T h e diff er e n c es i n 
c h a n g es fr o m b as eli n e i n l o g 1 0  HI V- 1 R N A a n d C D 4 + c ell c o u nt b et w e e n tr e at m e nt 
gr o u ps a n d t h e ass o ci at e d 9 5 % CI will b e c o nstr u ct e d usi n g a n A N O V A, i n cl u di n g 
b as eli n e HI V- 1 R N A str at u m br n a c , r e gi o n str at u m r e gi o n , a n d tr e at m e nt trt gr p as fi x e d 
eff e cts i n t h e m o d el.

p r o c  g l m  d a t a = a d e f f ;
c l a s s  b r n a c  r e g i o n  t r t g r p ;
m o d e l  C D 4 = b r n a c  r e g i o n  t r t g r p ;
l s m e a n s  t r t g r p  / a l p h a = 0 . 0 5  c l  p d i f f ;

r u n ;



G S- U S- 2 0 0- 4 3 3 4- Fi n al- S A P- v 1. 0

E L E C T R O NI C SI G N A T U R E S

Si g n e d b y M e a ni n g of Si g n at ur e S er v er D at e
( d d- M M M-

y y y y h h: m m: s s)

Bi o st ati sti c s e Si g n e d 1 8- J a n- 2 0 2 4
0 4: 3 1: 3 2

Cli ni c al P h ar m a c ol o g y
e Si g n e d

1 8- J a n- 2 0 2 4
2 2: 5 0: 2 3

Cli ni c al D e v el o p m e nt
e Si g n e d

1 8- J a n- 2 0 2 4
2 3: 0 8: 0 8

P P D

P P D

P P D




