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A r m A : A Z D 4 6 3 5 (  m g p er os  [or all y ] d ail y) pl us d ur v al u m a b ( 1 5 0 0 m g i ntr a v e n o us e v er y 

4  w e e ks ) O R 

A r m B : A Z D 4 6 3 5 (  m g p er os  [ or all y] d ail y) pl us d ur v al u m a b ( 1 5 0 0 m g i ntr a v e n o us e v er y 

3  w e e ks ) pl us c a b a zit a x el ( 2 0 or 2 5 m g/ m 2 i ntr a v e n o us e v er y 3 w e e ks as p er l o c al pr es cri bi n g 

g ui d eli n es).  

A Z D 4 6 3 5 pl us d ur v al u m a b ( Ar m A) c o nsist e d of 2 p ar ti ci p a nts wit h m C R P C pr e vi o usl y 

tr e at e d wit h o n e or m or e a p pr o v e d n e w h or m o n al a g e nt(s) ( N H As) ( e. g., a bir at er o n e a c et at e, 

e n z al ut a mi d e, a p al ut a mi d e a n d/ or d ar ol ut a mi d e) a n d o n e or m or e t a x a n es or p arti ci p a nts w h o 

w er e t a x a n e i n eli gi bl e. S u bj e cts i n Ar m A r e c ei v e d A Z D 4 6 3 5 (  m g P O d ail y) pl us 

d ur v al u m a b ( 1 5 0 0 m g I V Q 4 W). As of N o v e m b er 2 0 2 0, t h e S p o ns or st o p p e d e nr ol m e nt i n 

Ar m A f oll o wi n g d e cisi o ns at t h e pr o gr a m l e v el, n ot r el at e d t o a n y s af et y i s s u es.  

A Z D 4 6 3 5 pl us d ur v al u m a b pl us c a b a zit a x el ( Ar m B) c o nsist e d of 2 8 p arti ci p a nts wit h 

m et ast ati c c astr at e -r esist a nt pr ost at e c a n c er (m C R P C ) w h o w er e pr e vi o usl y tr e at e d wit h 

d o c et a x el a n d o n e pri or n e w h or m o n al a g e nt ( N H A ) ( eit h er a bir at er o n e a c et at e or 

e n z al ut a mi d e b ut n ot b ot h; pri or a p al ut a mi d e w as n ot p er m itt e d i n Ar m B). Eli gi bl e 

p arti ci p a nts m ust h a v e h a d hist ol o gi c all y di a g n os e d m C R P C wit h n o e vi d e n c e of s m all c ell 

hist ol o g y, h a v e h a d pr o gr essi o n of dis e as e ≤ 6 m o nt hs pri or t o st u d y e ntr y eit h er b y r es p o ns e 

e v al u ati o n crit eri a f or s oli d t u m o u rs (R E CI S T ) v 1. 1 or b o n e l esi o ns p er Pr o st at e C a n c er 

W or ki n g Gr o u p 3 crit eri a ( P C W G 3) , a n d h a v e h a d o n g oi n g a n dr o g e n d e pri v ati o n wit h s er u m 

t est ost er o n e < 5 0 n g/ m L. As of 1 5 O ct o b er 2 0 2 1, it w as c o m m u ni c at e d t h at b as e d o n r e vi e w 

of t h e d at a  fr o m t h e i nt eri m a n al ysi s (d at a c ut -off [ D C O ] 2 1 A u g ust 2 0 2 1) , f urt h er e nr ol m e nt 

i nt o Ar m B of t h e st u d y w as f util e b as e d o n effi c a c y d at a . T h e s af et y pr ofil e of t h e 

c o m bi n ati o n w as c o nsist e nt wit h t h e e x p e ct e d s af et y pr ofil e of t h e a g e nts w h e n us e d i n 

c o m bi n ati o n; n o n e w s af et y si g n als w er e i d e ntifi e d.  

Si n c e Ar m B w as t h e o nl y ar m still o p e n, t h e cl os ur e of t his ar m cl os e d  e nr ol m e nt f or t h e 

e ntir e st u d y. T h e D C O f or t his r e p ort w as d efi n e d as 0 1  N o v e m b er  2 0 2 1.  

C CI

C CI

C CI
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T a bl e  S  2  I n v esti g ati o n al p r o d u ct a n d c o m p a r at o r(s): d os a g e, m o d e of 
a d mi nist r ati o n a n d b at c h n u m b e rs  

A R M N a m e  A a n d B  A a n d B  B o nl y  

I nt e r v e nti o n N a m e  A Z D 4 6 3 5  D u r v al u m a b  C a b a zit a x el  

D o s a g e L e v el( s)  m g P O d ail y ( Ar m A 

a n d Ar m B)  

1 5 0 0 m g I V Q 4 W  

( Ar m A) 

1 5 0 0 m g I V Q 3 W  

( Ar m B) 

2 0 or 2 5 m g/ m 2  I V Q 3 W 
as p er t h e l o c al l a b el  

( Ar m B o nl y) 

R o ut e of 

A d mi nist r ati o n  

Or al  I ntr a v e n o u s I ntr a v e n o u s 

B at c h N u m b e rs  M a n uf a ct u ri n g B at c h : 

 

P a c k a gi n g B at c h : 

 

 

M a n uf a ct u ri n g B at c h : 

 

P a c k a gi n g B at c h : 

 

N ot a v ail a bl e a 

a  B at c h n u m b er s f or C a b a zit a x el  ar e n ot a v ail a bl e, b e c a u s e t his st u d y i nt er v e nti o n w as pr o vi d e d l o c all y b y 
t h e sit es. 

 

D u r ati o n of t r e at m e nt  

P arti ci p a nts i n Ar m A a n d Ar m B c o nti n u e d tr e at m e nt as pl a n n e d (i e, as l o n g as t h e y r e c ei v e d 

cli ni c al b e n efit a n d di d n ot m e et a n y dis c o nti n u ati o n  crit eri a).  

St atisti c al m et h o d s  

T h e t w o ar ms ( Ar m A a n d Ar m B) w er e a n al ys e d s e p ar at el y. F oll o wi n g t h e d e cisi o n t o st o p 

e nr ol m e nt i n Ar m A, d at a fr o m Ar m A w as li st e d o nl y b e c a us e t h e n u m b er of e nr oll e d 

p arti ci p a nts w as t o o s m all f or a m e a ni n gf ul a n al ysis. T h e a n al ysi s f or Ar m B w as d es c ri pti v e, 

i n cl u di n g s u m m ari es fr o m t h e K a pl a n-M ei er c ur v e.  

Dis p ositi o n, d e m o gr a p h y, b as eli n e c h ar a ct eristi cs (i n cl u di n g dis e as e c h ar a ct eristi cs), pr ot o c ol 

d e vi ati o ns, c o n c o mit a nt m e di c ati o ns, m e di c al hi st or y a n d s ur gi c al hi st or y w er e li st e d a n d 

s u m m aris e d f or s af et y a n al ysi s s et f or Ar m B. D at a fr o m Ar m A w er e  li st e d o nl y. T u m o ur 

r es p o ns e d at a w er e li st e d usi n g t h e f oll o wi n g r es p o ns e c at e g ori es: c o m pl et e r es p o ns e ( C R ), 

p arti al r es p o ns e ( P R ), st a bl e dis e as e ( S D ), N o n-C R/ N o n - pr o gr essi o n of di s e as e ( P D ), P D, a n d 

n ot e v al u a bl e ( N E). S u m m ari es ( n u m b er of e v e nts, m e di a ns, pr o p orti o n a n d 9 5 % c o nfi d e n c e 

i nt er v al f or P F S  at fi x e d ti m e p oi nts usi n g t h e K a pl a n -M ei er esti m at e) a n d K a pl a n -M ei er pl ots 

w er e pr o vi d e d f or Ar m B. O v er all s ur vi v al w a s  a n al ys e d i n t h e s a m e m a n n er a s r a di o gr a p hi c 

pr o gr e ssi o n -fr e e s ur vi v al (r P F S) if t h e n u m b er of p arti ci p a nts wit h e v e nts all o we d , b ut wit h o ut t h e 

s u b gr o u p a n al ysis. T h e pri m ar y effi c a c y e n d p oi nt w as r P F S d efi n e d as t h e ti m e fr o m first d os e 

u ntil r a di o gr a p hi c pr o gr e ssi o n as ass ess e d  b y t h e I n v esti g at or p er R E CI S T v 1. 1 (s oft ti ss u e) 

a n d P C W G 3 ( b o n e) or d e at h fr o m a n y c a us e, w hi c h e v er c a m e first. F or t h e s e c o n d ar y 

C CI

C CI

C CI

C CI

C CI
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e n d p oi nt o bj e cti v e r es p o ns e r at e ( O R R ) ass ess e d b y R E CI S T 1. 1 a n d P C W G 3, o nl y d os e d 

p arti ci p a nts wit h m e as ur a bl e dis e as e (t ar g et l esi o ns) at b as eli n e w er e i n cl u d e d i n t h e a n al ysi s. 

A d v ers e e v e nts ( A e s ), s eri o us a d v ers e e v e nts ( S A Es ), d e at hs, a n d dis c o nti n u ati o ns d u e t o A Es 
w er e s u m m ari z e d. Tr e at m e nt -e m er g e nt A Es w er e s u m m ari z e d b y 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 ) ( v ersi o n 24 . 1), s yst e m or g a n cl ass ( S O C ) a n d pr ef err e d 
t er m, wit h f urt h er s plit s b y m a xi m u m C o m m o n T e r mi n ol o g y Crit eri a f or A d v ers e E v e nts 
(C T C A E ) gr a d e ( V ersi o n 5. 0), c a us al r el ati o ns hi p t o a n y st u d y m e di c ati o n, d os e i nt err u pti o n 
or m o difi c ati o n, a n d A Es cl ass e d as C T C A E Gr a d e 3 or hi g h er. A d v ers e e v e nts of s p e ci al 
i nt er est (A E SIs ) f or d ur v al u m a b w er e s um m ari z e d. H a e m at ol o g y, bl o o d c h e mi str y, li pi d, 
c ar di a c e n z y m e, a n d c o a g ul ati o n p ar a m et ers w er e s u m m ari z e d.  

St u d y p o p ul ati o n  

A t ot al of 3 3 p arti ci p a nts w er e e nr oll e d i n t his st u d y, of w hi c h a t ot al of 3 0 p arti ci p a nts 

r e c ei v e d A Z D 4 6 3 5 st u d y tr e at m e nt ( 2 p arti ci p a nts i n Ar m A a n d 2 8 p arti ci p a nts i n Ar m B). A 

t ot al of 1 7 ( 6 0. 7 %) p arti ci p a nts dis c o nti n u e d A Z D 4 6 3 5  st u d y tr e at m e nt i n Ar m B, m ost of  

t h e m d u e t o di s e as e pr o gr essi o n ( 1 0 [ 3 5. 7 %] p arti ci p a nts). T h e 2 p arti ci p a nts e nr oll e d i n 

Ar m  A, dis c o nti n u e d A Z D 4 6 3 5 st u d y tr e at m e nt d u e t o A E  a n d dis e as e pr o gr essi o n. At t h e 

ti m e of d at a c ut-off, a t ot al of 2 9 p arti ci p a nts h a d t er mi n at e d t h e st u d y a n d t h er e w as o n e 

p arti ci p a nt o n g oi n g i n t h e st u d y.  

A r m A : T h er e w er e 2 ( 1 0 0 %) p arti ci p a nts w h o r e c ei v e d  m g A Z D 4 6 3 5 pl us 1 5 0 0 m g 

d ur v al u m a b a n d dis c o nti n u e d st u d y tr e at m e nt d u e t o a d v ers e r e a cti o n a n d dis e as e pr o gr essi o n  

r es p e cti v el y. 

A r m B : T h er e w er e 2 8 ( 1 0 0 %) p arti ci p a nts w h o r e c ei v e d  m g A Z D 4 6 3 5 pl us 1 5 0 0 m g 

d ur v al u m a b pl us 2 0 or 2 5 m g/ m 2  c a b a zit a x el . Of t h es e, 1 7 ( 6 0. 7 %) p arti ci p a nts di s c o nti n u e d 

A Z D 4 6 3 5 st u d y tr e at m e nt, t h e r e as o n s f or dis c o nti n u ati o n w er e dis e as e pr o gr essi o n, a d v ers e 

e v e nts , c o ns e nt wit h dr a w al, a n d ot h er.  T h e r e m ai ni n g 1 1 p arti ci p a nts w er e o n A Z D 4 6 3 5 

tr e at m e nt w h e n t h e st u d y w as t er mi n at e d. 

S u m m a r y of effi c a c y r e s ults  

T h e f utilit y ( " n o g o ”) crit eri o n w as m et wit h l ess t h a n 1 0 o ut of 2 7 ( ≤ 1 0 / 2 7) p arti ci p a nts  

a c hi e vi n g a P S A 5 0 r es p o ns e i e, t h e tr u e P S A 5 0 r e s p o ns e r at e w as < 3 5 % at d at a -c ut off 

( 1 0 A u g ust  2 0 2 1). A Z D 4 6 3 5 + d ur v al u m a b +  c a b a zit a x el i n m C R P C p arti ci p a nts  s h o w e d a 

c o nfir m e d P S A 5 0 r es p o n s e of 1 4. 8 % ( 4/ 2 7). T h er ef or e, it w as c o n cl u d e d t h at f urt h er 

e nr ol m e nt i nt o Ar m B of t h e st u d y w as  f util e, a n d e nr ol m e nt w as st o p p e d.  

S u m m a r y of s af et y r es ults  f o r A r m B 

•  T h e m e a n t ot al tr e at m e nt d ur ati o n f or A Z D 4 6 3 5 w as 1 5 7. 8  d a ys ( S D = 8 9. 5 ), d ur v al u m a b 
w as 1 6 6. 9 . 8 d a ys ( S D = 83. 3 ), a n d c a b a zit a x el w as 1 4 4. 0 d a ys ( S D = 6 4. 1).  

C CI

C CI
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• Treatment interruptions were minimal and did not meaningfully affect the actual 
treatment duration. 

• AZD4635 was well tolerated in combination with durvalumab and cabazitaxel. 
• Of the total 28 (100%) participants who presented with one or more adverse events 

related to any study treatment, 23 (82.1%) participants had one or more adverse events 
related to AZD4635 as assessed by the Investigator. Nausea (11 participants [39.3%]), 
diarrhoea (10 participants [35.7%]) and vomiting (7 participants [25.0%]) were the most 
frequently reported AEs assessed by investigator as possibly related to AZD4635. 

• The most frequently reported AEs were nausea reported in 17 (60.7%) participants, 
anaemia reported in 14 (50%) participants, and diarrhoea reported in 14 (50%) 
participants. 

• There were 19 (67.9%) participants with at least one SAE. Of these 12 (42.9%) 
participants had at least one SAE which was possibly related to any study treatment as 
assessed by Investigator. 

• The 3 AEs which led to discontinuation of AZD4635 and considered to be possibly 
related to AZD4635 treatment were nausea and vomiting in one participant, and myositis 
in one participant  

• There were 24 (85.7%) participants with at least one AE of grade 3 or higher. 
• There were no dose-limiting toxicities. 
• There were no significant safety concerns that preclude further development of AZD4635 

in combination with durvalumab and cabazitaxel. 
• There were no clinically important trends or changes over time from baseline in 

haematology, clinical chemistry, and urinalysis parameters. 
• There were no clinically significant changes in vital signs and electrocardiograms (ECGs) 

in this study. 
• Overall, the safety and tolerability profile of AZD4635 in combination with durvalumab 

and cabazitaxel was consistent with the known safety profile. 
 

Conclusion 
AZD4635 in combination with durvalumab and in combination with cabazitaxel and 
durvalumab in participants who have progressive metastatic castrate-resistant prostate cancer, 
showed limited efficacy particularly considering the expected single-agent activity of 
cabazitaxel. The safety and tolerability profile were consistent with the known safety profile 
and there were no significant safety concerns that preclude further development. 

 




