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S Y N O P SI S

T his is t he s e c o n d cli ni c al st u d y  r e p ort ( C S R) a d d e n d u m t o t h e C S R f or St u d y D 0 8 1 F C 0 0 0 0 1

( h er e aft er r ef err e d t o as t h e P O L O st u d y). T h e r es ults of t h e pr o gr essi o n-fr e e s ur vi v al ( P F S) 

a n al ysis b y bli n d e d i n d e p e n d e nt c e ntr al r e vi e w ( BI C R) w er e b as e d o n a d at a c ut -off ( D C O) 

d at e of 1 5 J a n u ar y 2 0 1 9 a n d w er e r e p ort e d al o n g wit h t h e d at a f or t h e s e c o n d ar y effi c a c y 

e n d p o i nts, glo b al h e al t h st at us/ q u ality of lif e ( Q o L), p h ar m a c o ki n eti cs, a n d s af ety d at a i n t h e 

C S R f or t h e P O L O P F S a n al ysis, d at e d 0 4 J u n e 2 0 1 9 . T h e first C S R a d d e n d u m r e p ort e d t he 

fi n al a n al ysis of o v er all s ur vi v al ( O S), as well as u p d at e d d at a f or t he f oll o wi n g: 

 S e nsit i vity a n al ysis o f P F S b y i n v esti g at or ass ess m e nt

 Ti m e fr o m r a n d o mis ati on t o s e c o n d pr o gr essi o n or d e at h ( P F S 2)

 Ti m e t o first s u bs e q u e nt t h er a p y  or d e at h ( T F S T)

 Ti m e t o s e c o n d s u b s e q u e nt t h er a p y or d e at h ( T S S T)

 Ti m e t o st u d y  tr e at me nt dis c o nt i n u ati on or d e at h ( T D T)

 S af et y d at a

 Gl o b al h e al t h st at u s/Q o L

T h e d at a i n C S R a d d e n d u m 1 w e r e b as e d o n a D C O of 2 1 J ul y 2 0 2 0 , for t h e o v er all st u d y  

p o p ul at i on, a n d f or t h e s u bs et of p ati e nts w h o h a d t h eir g er mli n e br e ast c a n c er s us c e pt i bility 

g e n e ( g B R C A ) mut ati o n ( g B R C A m ) st at us c o nfir m e d b y t h e M yri a d t est.

T his s e c o n d C S R a d d e n d u m r e p orts t h e , as w ell as 

u p d at e d d at a f or t h e f oll o wi n g:

 S e nsit i vity a n al ysis o f P F S b y i n v esti g at or ass ess m e nt

  

 

 

 S af et y d at a (i n cl u di n g e x p os ur e a n d a d v ers e e v e nts [ A Es])

T h e d at a i n t his s e c o n d C S R a d d e n d u m ar e b as e d o n a D C O of 2 1 J ul y 2 0 2 1, f or t h e o v er all 

st u d y p o p ulat i on.

St u d y C e nt r e s

T his w as a n i nt er n at i on al m ult i c e ntr e st u d y t hat r a n d o mis e d p at i ent s at a t ot al of 5 9 st u d y 

c e ntr es i n 1 2 c o u ntri es .
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Objectives and Criteria for Evaluation

Table S1 Objectives and Outcome Variables

Objective Outcome variable

Priority Type Description Description

Primary Efficacy To determine the efficacy of 
olaparib maintenance monotherapy 
compared to placebo by PFS.

PFS by BICR using modified 
RECIST v1.1.a

Secondary Efficacy To determine the efficacy of 
olaparib maintenance monotherapy 
compared to placebo.

OS (observed and predicted using 
observed PFS and OS data) a, b, c

Time from randomisation to second
progression (PFS2) a, b

Time from randomisation to first 
subsequent therapy or death (TFST)
a, b, c

Time from randomisation to second 
subsequent therapy or death (TSST)
a, b, c

Time from randomisation to study 
treatment discontinuation or death 
(TDT) a, b, c

ORR by BICR using modified 
RECIST v1.1 criteria for evaluable 
patients a

DCR at 16 weeks by BICR using 
modified RECIST v1.1 criteria a

Secondary Efficacy To assess the effect of olaparib on 
HRQoL as measured by the 
EORTC QLQ-C30 global QoL 
scale.

Adjusted mean change from 
baseline in global QoL score from 
the EORTC-QLQ-C30 
questionnaire. a, b
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S u bj e ct P o p ul ati o n

Of  t h e 1 5 4 p ati e nts r a n d o mis e d i nt o t h e st u d y  ( 9 2 p ati e nt s t o ol a p ari b a n d 6 2 p ati e nt s t o 

pl a c e b o), 9 0 ol a p ari b p at i ent s a n d 6 1 pl a c e b o p ati e nts r e c ei v e d st u d y tr e at m e nt.

At t he ti m e of t h e  D C O ( 2 1 J ul y 2 0 2 1 ), 11 p ati e nts ( 1 2. 0 %) i n t h e ol a p ari b ar m 

a n d 2 p ati e nts ( 3. 2 %) i n t h e pl a c e b o ar m  r e mai n e d o n st u d y  tr e at me nt. T hi s r e pr es e nts 

a p pr o xi m at el y 4 tim es t h e pr o p orti o n of p at i ent s i n t h e ol a p ari b v ers us pl a c e b o ar m. 

A t ot al o f 7 9 p ati e nt s ( 8 5. 9 %) i n t h e ol a p ari b ar m a n d 5 9 p ati e nts ( 9 5. 2 %) i n t h e pl a c e b o ar m 

di s c o nti n u e d tr e at me nt . T h e mo st c o m m o n  r e as o ns f or dis c o nti n u ati on of st u d y  tr e at me nt i n 

b ot h ar ms w er e o bj e ct i v e a n d s u bj e cti v e dis e as e pr o gr essi o n (5 5. 4 % a n d 1 8. 5 % p ati e nt s, 

r es p e cti v el y in t h e o l a p ari b ar m c om p ar e d wit h 7 4. 2 % a n d 1 4. 5 % p ati e nts, r es p e cti v el y i n t h e 

pl a c e b o ar m ). A s mall pr o p orti o n of  p ati e nts i n b ot h tr e at m e nt ar ms dis c o nti n u e d tr e at m e nt 

d u e t o A Es ( 7. 6 % of p ati e nts i n t h e ol a p ari b ar m a n d 3. 2 % of p ati e nts i n t h e pl a c e b o ar m).

I n t ot al, 8 3. 1 % of p ati e nts t er mi n at e d t h e st u d y , wit h t h e mo st c o m m o n  r e as o n (7 2. 1 %) b ei n g 

d u e t o d e at h. 

As r e p ort e d i n t h e C S R f or t h e P F S a n al ysis ( D C O 1 5 J a n u ar y  2 0 1 9), t h e ola p ari b a n d pl a c e b o 

tr e at me nt ar m s w er e g e n er all y w ell b al a n c e d i n t er ms of a g e, r a c e, a n d et h ni cit y. T h e p ati e nt 

d e m o gr a p hi cs i n cl u di n g m e di c al a n d s ur gi c al h i st or y w er e i n li n e wit h e x p e ct ati o ns.

B as eli n e c h ar a ct erist i cs w er e g e n er all y w ell b al a n c e d b et w e e n t h e 2 tr e at m e nt gr o u ps a n d t h e 

p ati e nts r a n d o mis e d w er e r e pr es e nt ati v e of t h e i nt e n d e d t ar g et p o p ul at i on .

S u m m a r y of Effi c a c y R es ults

S e nsiti vit y A n al ysis of P F S

As a s e nsit i vity a n al ysis f or as c ert ai n m e nt bi as, t h e pri m ar y  a n al ysis of P F S b y BI C R w as 

r e p e at e d usi n g i n v esti g at or ass ess e d R E CI S T d at a.

At  t h e  D C O ( 2 1 J ul y 2 0 21 ), t her e w er e 1 1 9 P F S e v e nts/ 1 5 4 p ati e nt s ( 7 7. 3 % 

m at ur e), as ass ess e d b y t he i n v est i g at or. Th er e w as a cli ni c all y r el e v a nt i m pr o v e m e nt i n P F S 

b y i n v esti g at or ass ess m e nt f or p ati e nts i n t h e ol a p ari b ar m  c o mp ar e d wi t h t h e pla c e b o ar m as 

e vi d e n c e d b y a 5 0 % r e d u cti o n i n ris k of pr o gr essi o n or d e at h. M e di a n P F S w as 6. 7 m o nt hs i n 

t he ol a p ari b ar m a n d 3. 7 m o nt hs i n t h e pl a c e b o ar m, a pr ol o n g ati on of 3 m o nt hs wit h ol a p ari b.

B as e d o n K a pl a n -M ei er ( K M ) est i m at es, t h e P F S H R tr a nsl at e d i nt o a cli ni c all y m e a ni n gf ul 

i n cr e as e i n t h e p er c e nt a g e of p ati e nts w h o r e m ai n e d ali v e a n d pr o gr essi o n f r e e i n t h e 

ol a p ari b ar m at 1 2 m o nt hs ( 4 0. 2 %), 1 8 m o nt hs ( 3 0. 4 %), 2 4 m o nt hs ( 2 9. 0 %), 3 6 m o nt hs 

( 21 . 1 %), 4 8 m o nt hs ( 1 8. 5 %), a n d 6 0 m o nt hs ( 1 5. 4 %), c o m p ar e d wi t h 1 0. 8 %, 9. 0 %, 5. 4 %, 

5. 4 %, 5. 4 %, a n d n ot c al c ul a bl e ( n o p ati e nt s at ri s k), r e s p e ctiv el y , i n t h e pl ac e b o ar m .

C CI

C CI
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Pr o gr essi o n -fr e e s ur vi v al ( b as e d o n BI C R) w as t h e pri m ar y e n d p o i nt for t h e st u d y  a n d w as 

a n al ys e d at t h e P F S D C O ( 1 5 J a n u ar y  2 0 1 9) a n d r e p ort e d i n t h e C S R f or t h e P F S a n al ysis 

(H R 0. 5 3; 9 5 % CI 0. 3 5, 0. 8 2; p = 0. 0 0 3 8). At t h e P F S D C O ( 1 5 J a n u ar y 2 0 1 9), t h e s e n si tivit y 

a n al ysis of P F S b y  in v e sti g at or ass ess m e nt c o nfir m e d t h e r o b ust n ess of t h e a n al ysis b y  BI C R 

ass ess m e nt wit h a n H R of 0. 5 1 ( 9 5 % CI 0. 3 4, 0. 7 8). H e n c e, wit h t h e l o n g er f oll o w -u p a n d 

hi g h er n u m b er of e v e nts, t he s e nsit i vity a n al ysis o f P F S b y i n v esti g at or ass ess m e nt at t h e fi n al 

O S D C O ( 2 1 J ul y 2 0 2 0) a n d  D C O ( 2 1 J ul y 2 0 2 1) is c o nsist e nt wit h t h e 

s e nsit i vity a n al ysis of P F S b y  in v e sti g at or a n d f urt h er s u p p orts t he a n al ysis o f P F S b y BI C R a t 

t he P F S D C O ( 1 5 J a n u ar y 2 0 1 9).

 

 

 

 

 

 

 

 

 

 

 

 

 

 

S u m m a r y of S af et y R es ults

At  t h e ti m e of t h e e xt e n d e d O S D C O ( 2 1 J ul y 2 0 2 1 ) t h e t ot al tr e at me nt d ur ati o n w as 

4 2 7 8 9 d a y s ( 14 0 6 m o nt hs) f or t h e ol a p ari b ar m a n d 1 2 3 2 0 d a ys ( 4 0 5 m o nt hs) f or t h e 
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pl a c e b o ar m; t hi s r e pr es e nts a n a d dit i on al  4 7 2 2 t otal  tr e at me nt d a y s ( 1 5 5 t ot al tr e at me nt 

m o nt hs) i n t h e ol a p ari b ar m a n d a n a d dit i on al 8 3 6 t ot al tr e at me nt d a y s ( a p pr o xi m at el y 2 7 t ot al 

tr e at me nt m o nt hs) i n t h e pl a c e b o ar m. 

I n t h e ola p ari b ar m, t h e m ost c o m m o n A Es (r e p ort e d b y ≥ 2 0 % p ati e nts) w er e n a us e a, f at i g u e, 

di arr h o e a, a b d o mi n al p ai n, a n a e mi a, c o nsti p at i on, d e cr e as e d a p p et ite, b a c k p ai n, v o mit i n g, 

a n d art hr al gi a . E x c e pt f or c o nsti p ati on, b a c k p ai n, a n d art hr al gi a, all of t h es e A Es ar e k n o w n 

a d v ers e dr u g r e a cti o ns ( A D Rs ) f or ola p ari b a s m o n ot h er a p y . I n t he pl a c e b o ar m, t h e m ost 

c o m m o n A Es (r e p ort e d b y  ≥ 2 0 % of p ati e nts) w er e a b d o mi n al p ai n, f ati g u e, n a us e a, a n d b a c k 

p ai n. 

T h e m aj ori t y of t h e e v e nts t h at w er e r e p ort e d at a ≥ 5 % gr e at er fr e q u e n c y  in t h e ol a p ari b ar m  

c o m p ar e d wi t h t h e pl a c e b o ar m ar e k n o w n AD R s f or ol a p ari b. T h e n o n -A D R A Es w hi c h 

o c c urr e d m or e fr e q u e nt l y i n t h e ol a p ari b ar m ( a ≥ 5 % gr e at er fr e q u e n c y i n t h e ol a p ari b ar m) 

w er e: al a ni n e a mi n otr a nsf er as e i n cr e as e d, a n xi ety,  art hr algi a, as p art at e a mi n otr a nsf er as e

i n cr e as e d, c o nsti p ati on, d e pr essi o n , dr y mo ut h, g a m m a -gl ut a m yl tr a nsf er as e i n cr e as e d, 

h y p er gl y c a e mi a, i nfl u e n z a, i nfl u e n z a li k e ill n ess, i ns o m ni a, n as o p h ar y n gitis, a n d p yr e xi a.

A d v ers e e v e nt s of C o m m o n T er mi n o l og y Cri t eria f or A d v ers e E v e nts ( C T C A E) Gr a d e ≥ 3 

w er e r e p ort e d i n 4 8. 9 % of p ati e nt s i n t h e ol a p ari b ar m  a n d 2 4. 6 % i n t h e pl a c e b o ar m.

A n a e mi a a n d f at i g u e w er e t h e o nl y A Es of C T C A E Gr a d e ≥ 3 r e p ort e d i n ≥ 5 % of p ati e nts i n 

t he ol a p ari b ar m .

S eri o us a d v ers e e v e nts ( S A Es) w er e r e p ort e d b y  a hi g h er pr o p orti o n of p ati ent s i n t h e ol a p ar i b 

ar m  t h a n t h e pla c e b o ar m  (3 1. 1 % v ers u s 1 6. 4 % r es p e cti v el y). A n a e mi a w as t h e m ost c o m m o n 

S A E (r e p ort e d i n ≥ 5 % of p ati e nts) a n d w as r e p ort e d i n 7 p ati e nts ( 7. 8 %) i n t h e ol a p ari b ar m

c o m p ar e d wi t h no p ati e nts i n t h e pl a c e b o ar m .

T h e m aj ori t y of d e at hs o c c urri n g o n st u d y tr e at me nt w er e d u e t o dis e as e u n d er i n v est i g ati on

a n d t her e w as a hi g h er pr o p orti o n of p ati e nts t h at h a d di e d d u e t o dis e as e pr o gr essi o n i n t h e 

pl a c e b o ar m  c o mp ar e d wi t h t h e ola p ari b ar m . T h er e w as o n e A E wi t h a n o ut c o me of  d e at h i n 

t he ol a p ari b ar m  

A d v ers e e v e nts l e a di n g t o ol a p ari b or pl a c e b o d os e r e d u cti o ns o c c urr e d i n a hi g h er pr o p orti o n 

of  ola p ari b -tr e at e d p atie nts ( 1 7. 8 %) c o m p ar e d wi t h pl a c e b o-tr e at e d p atie nt s ( 4. 9 %). T h e m o st 

c o m m o n A Es l e a di n g t o d os e r e d u cti o n (r e p ort e d i n ≥ 2 % of p ati e nt s) i n t h e ol a p ari b ar m w er e 

a n a e mi a, ast h e ni a, f at i g u e, a n d v omit i n g. A d v ers e e v e nts l e a di n g t o ol a p ari b or pl a c e b o 

tr e at me nt i nt err u pti o ns o c c urr e d i n a hi g h er pr o p orti o n of ol a p ari b- tr e at e d p atie nt s ( 4 2. 2 %) 

c o m p ar e d wi th pl a c e b o -tr e at e d p atie nts ( 6. 6 %). T h e m ost c o m m o n ( ≥ 5 % of p ati e nts) A E 

l e a di n g t o tr e at m e nt i nt err u pti o n of ol a p ari b w as a n a e mi a ( 1 2. 2 %). 
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 The olaparib safety and tolerability profile observed in this study was generally consistent 
with that observed in previous studies of olaparib monotherapy and is supportive of
long-term use of olaparib 300 mg bd tablet in the maintenance setting.




