


Cli ni c al St u d y R e p ort   Astr a Z e n e c a  
A Z D 5 7 1 8  - D 7 5 5 1 C 0 0 0 0 3  0 7  S e pt e m b er  2 0 2 1  

C O N FI D E N TI A L A N D P R O P RI E T A R Y   

Titl e of St u d y:  A R a n d o mis e d, Si n gl e -d o s e, O p e n -l a b el, Si n gl e-c e ntr e, Cr oss o v er St u d y t o 

Ass es s t h e R el ati v e Bi o a v ail a bilit y a n d S af et y of Diff er e nt F or m ul ati o n s of 

A Z D 5 7 1 8 i n F ast e d a n d F e d St at e i n H e alt h y V ol u nt e er s  

St u d y D esi g n:  

T his st u d y w as a r a n d o mise d, o p e n -l a b el, 3-p eri o d, 3 -tr e at m e nt, si n gl e-d o s e, cr o ss o v er st u d y i n h e alt h y 

s u bj e cts p erf or m e d at a si n gl e st u d y c e nt r e. T h e st u d y c o m pris e d of: 

• A 2 8 -d a y s cr e e ni n g p eri o d.  

• T hr e e tr e at m e nt p eri o d s d uri n g w hi c h s u bj e cts w er e r esi d e nt at t h e Cli ni c al U nit  fr o m t h e d a y b ef or e 
d o si n g  wit h i n v esti g ati o n al m e di ci n al pr o d u ct (I M P; D a y -1) u ntil at l e ast 4 8 h o ur s aft er d o si n g ( D a y 3) ; 
wit h dis c h ar g e o n t h e m or ni n g of D a y 3  of e a c h tr e at m e nt p eri o d  aft er all t h e ass ess m e nts w er e 
c o m pl et e d . 

• A 7 -d a y w as h o ut p eri o d b et w e e n tr e at m e nt p eri o d s.  

• Fi n al visit wit hi n 5 t o 7 d a y s aft er t h e l ast d o s e.  

T h e Cli ni c al U nit c all e d t h e s u bj e cts i n b et w e e n tr e at m e nt p eri o d s t o c o nfir m att e n d a n c e at t h e f oll o wi n g 

tr e at m e nt p eri o d. Eli gi bilit y c h e c k s i n cl u di n g S A R S-C o V -2 t esti n g ( R T -P C R) w a s d o n e b ef or e r e -a d mitt a n c e 

t o t h e Cli ni c al U nit. 

S u bj e ct s r e c ei v e d si n gl e d o s es of A Z D5 7 1 8 o n 3 o c c asi o n s  u n d er f ast e d a n d f e d c o n diti o n s . T w o diff er e nt 

f or m ul ati o n s w er e gi v e n i n a r a n d o mise d or d er:  

• Tr e at m e nt A ( T est F or m ul ati o n):  A Z D 5 7 1 8 , f ast e d. 

• Tr e at m e nt B ( T est F or m ul ati o n): A Z D 5 7 1 8 , f e d. 

• Tr e at m e nt C  ( R ef er e n c e F or m ul ati o n): A Z D 5 7 1 8 , f ast e d. 

W h e n d o s e d i n a f asti n g st at e, s u bj e cts r e c ei v e d I M P f oll o wi n g a n o v er ni g ht f ast of at l e ast 1 0 h o ur s. W h e n 

d o s e d i n a f e d st at e, I M P w as a d mi nist er e d 3 0 mi n ut es aft er st arti n g t o e at t h e st a n d ar d F o o d a n d Dr u g 

A d mi nistr ati o n (F D A ) hi g h -f at br e a kf ast. 

St u d y S u bj e ct s:  

Pl a n n e d f o r I n cl u si o n:  R a n d o mi se d:  C o m pl et e d St u d y:  

1 6 s u bj e cts  1 6  s u bj e cts  1 6  s u bj e cts  

M ai n I n cl usi o n C rit e ri a:  

T his st u d y w as t o b e c o n d u ct e d i n h e alt h y s u bj e cts ( m al es a n d f e m al es of n o n-c hil d b e ari n g  

p ot e nti al), 1 8 t o 5 5 y e ar s of a g e, wit h a b o d y m ass i n d e x ( B MI) b et w e e n 1 8. 5 a n d 3 0 k g/ m 2  (i n cl u si v e), a n d 

w ei g h b et w e e n 5 0 a n d 1 0 0 k g  (i n cl u si v e). 

I n v esti g ati o n al M e di ci n al P r o d u ct( s):   

F o r m ul ati o n(s):   B at c h/ M a n uf a ct u ri n g 

L ot N u m b e r( s):  

E x pi r y D at e( s):  

A Z D 5 7 1 8 T est 

F or m ul ati o n ;  

 

   

 

3 0  J u n  2 0 2 1  

A Z D 5 7 1 8 R ef er e n c e 

F or m ul ati o n ;  

  

 

3 1  J a n  2 0 2 3  

D u r ati o n of T r e at m e nt:  

E a c h s u bj e ct r e c ei v e d a si n gl e d o s e of I M P o n 3  s e p ar at e o c c a si o n s , o v er a p eri o d of a p pr o xi m at el y 2  m o nt h s. 

T r e at m e nt C o m pli a n c e:  

All d o si n g t o o k pl a c e at t h e Cli ni c al U nit  u n d er dir e ct s u p er visi o n  w h er e Cli ni c al U nit st aff  c h e c k e d  t h e 

s u bj e ct’ s m o ut h a n d h a n d s f oll o wi n g I M P a d mi nistr ati o n . 
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Clinical Study Report  AstraZeneca 
AZD5718 - D7551C00003  07 September 2021 

CONFIDENTIAL AND PROPRIETARY  

Title of Study: A Randomised, Single-dose, Open-label, Single-centre, Crossover Study to 
Assess the Relative Bioavailability and Safety of Different Formulations of 
AZD5718 in Fasted and Fed State in Healthy Volunteers 

Criteria for Evaluation: 
Pharmacokinetic Parameters: 
Relative bioavailability of the Test Formulation in a fasted state (Treatment A) compared to the Reference 
Formulation in a fasted state (Treatment C) using the following primary pharmacokinetic (PK) parameters: 
• AUCinf, AUClast, Cmax, and C24. 
 
Relative bioavailability of the Test Formulation in a fed state (Treatment B) versus the Test Formulation in a 
fasted state (Treatment A) using the following primary PK parameters: 
• AUCinf, AUClast, Cmax, and C24. 
 
Pharmacokinetic parameters were assessed for AZD5718 on plasma concentrations: 
• Primary PK parameters: AUCinf, AUClast, Cmax, and C24. 
• Secondary PK parameters: tmax, λz, t1/2λz, CL/F, and Vz/F. 
 
Safety Variables: 
• Adverse events (AEs). 
• Laboratory assessments (haematology, clinical chemistry, coagulation, and urinalysis). 
• Physical examinations. 
• 12-Lead electrocardiograms (ECGs). 
• Vital signs (systolic and diastolic blood pressure, heart rate, respiratory rate, pulse oximetry, and oral 

body temperature). 
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St atisti c al M et h o ds:  

D et e r mi n ati o n of S a m pl e Si z e:  

T h e n u m b er of s u bj e cts w a s b as e d o n t h e d esir e t o g ai n a d e q u at e i nf or m ati o n o n t h e pri m ar y e n d p oi nts w hil e 

e x p o si n g as f e w s u bj e cts as p ossi bl e t o st u d y pr o c e d ur es.  

I nt er pr et ati o n of t h e r es ults w as b as e d o n t h e si z e of t h e tr e at m e nt r ati o a n d ass o ci at e d 9 0 %  c o nf i d e n c e 

i nt er v al (CI ). It w as esti m at e d t h at 1 2 s u bj e cts w o ul d pr o vi d e a CI wit hi n 0. 8 t o 1. 2 5 wit h a pr o b a bilit y of 8 0 % 

if t h e c al c ul at e d tr e at m e nt r ati o is 1. 0 b as e d o n a n i ntr a-s u bj e ct c o effi ci e nt of v ari ati o n ( C V ) of 2 5 % ( A U C) 

f or A Z D 5 7 1 8. 

A t ot al of 1 6 s u bj e cts w er e  r a n d o mis e d t o 6 s e q u e n c e s ( AB C, A C B, B A C, B C A, C A B, C B A), t o e n s ur e at 

l e ast 1 2 e v al u a bl e s u bj e cts c o m pl et e d t h e st u d y at t h e e n d of t h e l ast tr e at m e nt p eri o d.  

P r e s e nt ati o n a n d A n al y sis of P h a r m a c o ki n eti c D at a:  

T h e pl as m a A Z D 5 7 1 8 c o n c e ntr ati o n s a n d t h e P K p ar a m et ers w er e list e d a n d pr es e nt e d i n t a b ul ar a n d 

gr a p hi c al f or m as a p pr o pri at e a c c or di n g t o t h e m o st r e c e nt v er si o n of t h e Astr a Z e n e c a  T a bl e, 

Fi g ur e, or Listi n g ( T F L) st a n d ar d s, w hi c h i n cl u d e d  a p pli c a bl e d es cri pti v e st atisti cs, as w ell as fi n al T F L s h ells 

of t his st u d y  t h at d efi n e h a n dli n g of i n di vi d u al c o n c e ntr ati o ns b el o w t h e l o w er li mit of q u a ntifi c ati o n f or 

listi n g s, d es cri pti v e st atisti cs a n d fi g ur es, a n d pr e cisi o n a n d r o u n di n g r ul es f or c o n c e ntr ati o n s a n d P K 

p ar a m et er d at a.  

P r e s e nt ati o n a n d A n al y sis of S af et y D at a : 

All s af et y d at a ( s c h e d ul e d a n d u n s c h e d ul e d) w er e pr es e nt e d i n t h e d at a listi n g s. C o nti n u o us v ari a bl es w er e 

s u m m aris e d u si n g d es cri pti v e st atisti cs ( n u m b er, m e a n, st a n d ar d d e vi ati o n, mi n, m e di a n, m a x) b y tr e at m e nt. 

C at e g ori c al v ari a bl es w er e s u m m aris e d i n  fr e q u e n c y t a bl es (fr e q u e n c y a n d pr o p orti o n) b y tr e at m e nt. T h e 

a n al y s e s of  t h e s af et y v ari a bl es w er e  b as e d o n t h e s af et y a n al y sis s et. A d v er s e e v e nts w er e s u m m aris e d b y 

Pr ef err e d T er m  a n d S y st e m Or g a n Cl ass u si n g M e di c al Di cti o n ar y f or  R e g ul at or y A cti viti e s ( M e d D R A) 

v o c a b ul ar y. F urt h er m or e, listi n g s of s eri o u s a d v er s e e v e nts ( S A Es)  a n d A E s l e a di n g t o t h e dis c o nti n u ati o n of 

t h e I M P ( D A E s) w er e  m a d e a n d t h e n u m b er of s u bj e cts w h o h a d a n y A E s, S A Es, D A E s a n d A E s wit h s e v er e  

i nt e n sit y w er e  s u m m aris e d. A d v er s e e v e nts w er e s u m m ari z e d b y m a xi m u m r e p ort e d i nt e n sit y f or e a c h 

tr e at m e nt ar m. T a b ul ati o n s a n d listi n g s of d at a f or vit al si g ns, cli ni c al l a b or at or y t ests, E C Gs  (listi n g s o nl y), 

w er e  pr es e nt e d. A n y n e w or a g gr a v at e d cli ni c all y r el e v a nt a b n or m al  m e di c al p h y si c al e x a mi n ati o n fi n di n g 

c o m p ar e d t o t h e b as eli n e ass es s m e nt w o ul d h a v e b e e n r e p ort e d as a n A E. D at a w er e  s u m m aris e d f or t h e 

o b s er v e d v al u es at e a c h s c h e d ul e d  ass ess m e nt, t o g et h er wit h t h e c orr es p o n di n g c h a n g es ( a n d/ or p er c e nt a g e 

c h a n g e) fr o m t h e  b as eli n e w h e n b as eli n e w a s d efi n e d. Cli ni c al l a b or at or y d at a w er e  r e p ort e d i n S y st è m e 

I nt er n ati o n al u nits. O ut-of -r a n g e v al u es f or s af et y l a b or at or y w er e  fl a g g e d i n i n di vi d u al listi n g s as w ell as 

s u m m aris e d d es cri pti v el y u si n g a gr e e d  r ef er e n c e r a n g es ( e g, l a b or at or y r a n g es). 

P r ot o c ol D e vi ati o ns:  

N o i m p ort a nt pr ot o c ol d e vi ati o n s w er e r e p ort e d d uri n g t h e st u d y.  

P h a r m a c o ki n eti c R es ult s:  

T h e r el ati v e bi o a v ail a bilit y of A Z D 5 7 1 8   T est F or m ul ati o n w as si mil ar t o t h at of t h e R ef er e n c e 

F or m ul ati o n f or A U Cl ast, A U Ci nf, C m a x a n d C 2 4.  

A d mi nistr ati o n of A Z D 5 7 1 8   T est F or m ul ati o n aft er a hi g h f at m e al r es ult e d i n 1 7 %,  1 7 %,  a n d 3 1 % l o w er 

A U Cl a st , A U Ci nf , a n d C m a x, r es p e cti v el y , t ha n t h at i n f ast e d st at e. C orr es p o n di n g C 2 4 w as 1 8 % hi g h er i n 

f e d c o m p ar e d t o f ast e d st at e. 
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S af et y R es ult s:  

T h er e w er e n o S A Es, D A E s, or A E s t h at r es ult e d  i n d e at h r e p ort e d d uri n g t h e st u d y. I n t ot al, 7 s u bj e cts 

( 4 3. 8 %) r e p ort e d 1 3 A E s. All A E s  w er e r e p ort e d b y a si n gl e s u bj e ct  e a c h , e x c e pt f or h e a d a c h e, r e p ort e d b y 1  

s u bj e ct aft er r e c ei vi n g  Tr e at m e nt B  a n d 1 s u bj e ct aft er r e c ei vi n g Tr e at m e nt C. All t h e r e p ort e d A E s w er e mil d 

i n i nt e n sit y. All r e p ort e d A E s, e x c e pt f or 1 A E of dr y  s ki n (r e p ort e d b y 1 s u bj e ct aft er r e c ei vi n g Tr e at m e nt C) 

w er e r es ol v e d b ef or e t h e e n d of t h e st u d y . T h e A E of dr y s ki n w as n ot c o n si d er e d r el at e d t o t h e I M P. O nl y 1 

A E of a b d o mi n al p ai n , w hi c h w as mild  i n i nt e n sit y, w as c o nsi d er e d li k el y r el at e d t o t h e I M P a n d r es ol v e d o n 

t h e s a m e d a y wit h o ut i nt er v e nti o n. 

Dis c u ssi o n a n d C o n cl usi o n:  

• T h e r el ati v e bi o a v ail a bilit y of A Z D 5 7 1 8   T est F or m ul ati o n w as si mil ar t o t h at of t h e R ef er e n c e 
F or m ul ati o n f or A U Cl ast, A U Ci nf , C m a x, a n d C 2 4. 

• A d mi nistr ati o n of A Z D 5 7 1 8   T est F or m ul ati o n  aft er a hi g h f at m e al r es ult e d i n 1 7 % , 1 7 %, a n d 3 1 % 
l o w er A U Cl ast, A U Ci nf , a n d  C m a x, r es p e cti v el y , t ha n  i n t h e f ast e d st at e. C orr es p o n di n g C 2 4 w as 1 8 % 
hi g h er i n f e d c o m p ar e d t o f ast e d st at e.  

• A Z D 5 7 1 8 w as w ell t ol er at e d i n h e alt h y m al e s u bj e cts a n d  t h er e w er e n o s af et y c o n c er n s o b s er v e d.  

V er si o n a n d D at e of R e p ort: V er si o n 1. 0, 0 7  S e pt e m b er  2 0 2 1  

T his st u d y w as c o n d u ct e d i n c o m pli a n c e wit h I nt er n ati o n al C o u n cil f or H ar m o nis ati o n G o o d Cli ni c al Pr a cti c e 

g ui d eli n es.  
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