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Research Progress of AKT Inhibitor Capivasertib in the Theatment of Breast Cancer
LIAO Qiang' ,YANG Lin' , XU Xiaofei’,HAN Juan’,CHENG Kai*
(1. West China Hospital ,Sichuan University , Chengdu ,Sichuan ,China  610000; 2. Jingyang District Hospital of Traditional Chinese Medicine ,Deyang,
Sichuan ,China  618000; 3. Chengdu Second People's Hospital ,Chengdu ,Sichuan,China  641421; 4. Sichuan Cancer Hospital+Sichuan Cancer Insti-

Capivasertib /£ HR [

tute - Sichuan Cancer Center+Cancer Hospital Affiliated to University of Electronic Science and Technology of China ,Chengdu,Sichuan,China 610041)
Abstract: Objective
Methods Relevant literature performed in Web of Science, GeenMedical, PubMed, ClinicalTrials, CNKI, Wanfang database from 2010

to 2024 were searched by using computer. The mechanism of action, pharmacokinetics, and pharmacodynamics of capivasertib in

To provide a reference for the treatment of breast cancer with protein kinase B (AKT) inhibitor capivasertib.

breast cancer treatment were analyzed,and the safety of its clinical application was summarized. Results The main mechanism of
capivasertib is to inhibit all AKT subtypes, prevent substrate phosphorylation caused by AKT, and block phosphatidylinositol 3 -
kinase (PI3K) / AKT signaling, thereby inhibiting tumor growth. In the dose range of 80 — 800 mg,the exposure of capivasertib is
positively correlated with the dose. After the first oral administration of 80 mg, the time to reach the median maximum plasma
concentration is 2 hours. Each time 480 mg,twice daily,4 days on / 3 days off every week (4 / 7 dosing regimen ) is suitable for
long — term use. The dosage form and food metabolism have no significant effect on capivasertib, and capivasertib can be excreted
through feces and urine. Phase I drug clinical trials showed that compared with capivasertib monotherapy, the objective response
rate (ORR) of combined fulvestrant treatment was higher (36% wvs. 20%). Phase Il drug clinical trials showed that capivasertib
combined with fulvestrant could significantly prolong the overall survival and progression — free survival (PFS) of patients. Phase I
drug clinical trials showed that in patients with hormone receptor (HR) positive / human epidermal growth factor receptor 2
(HER2) negative advanced breast cancer with AKT mutations, capivasertib combined with fulvestrant treatment significantly prolonged
PFS and improved ORR compared with fulvestrant monotherapy. Phase I , Il and Il drug clinical trials showed that the common
adverse reactions of capivasertib in the treatment of patients with advanced breast cancer were diarrhea, nausea and rash, which
could be tolerated by patients. Conclusion Capivasertib has shown good prospects in the treatment of HR positive / HER2 negative

breast cancer. It can significantly improve the PFS of patients by inhibiting the AKT pathway and combined with endocrine therapy.

Key words: capivasertib;breast cancer;protein kinase B inhibitor;cyclin — dependent kinase 4 / cyclin — dependent kinase 6
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PEFERE A DCHET (0 55 1R R R D) BRI Lok fR
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(AKT1) 5745 (3% ) 0155 R fifi DI e PR 58 A £ 3845 3] T
KA R HIRYT , 2023 4E 11 A 16 H , L E W 5259
W BE H R (FDA) AL HE capivasertib (85 : AZD5363) I
7, BCA 4 R B TR0 24020 — R LS B ik

Tt 100 o1 390 Ay Al 3 7 F B S8 U BIR YT E 12 A
W KM BERZ IR (HR) M 7 AR A K722k 2
(HER2) BA¥E , H #5445 2= /> 1 # PI3KCA / AKT1/ PTEN
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1 EAHE

AKT N 22 518 | 75 % 1R B 1 Bl , £ 7% 3 b 7 7Y
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WF9E 2E0H , 7F 80 ~ 800 mg FEIEE N, capivasertib
% 50 B R R AR SE) capivasertib B YK il 80 mg
Jo IR B PALER R IMHHR BE (C,,) BT TE] (2, 2 h, %
AW (1)) 290 10 h X R WIRI AT EE R 29% .

1E capivasertib (9 T 303 5] 2 T@ 3 30 56 v o)) f35 45
% 80 mg AL IAFI &, I LA 80 mg B AL b 1 | 45 K 20K, 1%
Zi21 d, B 2K B R 52 5] (MTD) o 45 5% MTD 2
600 mg, 55 K 2 1K . % J&F 5] 1 KR il £ 2 14 (DLT) | [7] 25
FFRE T 2 L 480 mg ., B K 2 Yk Ay e 4 ) £ 1 1] W 45
TR G A4 d AT 3 A4 TR TTR) it
JG252d 45255 d(21 THE TR BT RIF
RS , H 253 DLT H 3 2 MTD . 45 5 5 &0
JE 480 mg, FFR 21K, 4 /7424505 S8 A KM T e s
Eh L H A4 RN Co N 1426 ng / mlL, f% K I 3K
B (Coin) M 357 ng / ml, Il 2% ¥k B — W) A i 4%
FLCAUC) K 7952 (ng+h) / L.
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4178525707 5 AT 3 TR JHRG L 45 245 5 5 h Ak w
BH 10, B 500 mg, 1 U4 25 )5 2 J8 P4 T BRI
500 mg; capivasertib & K 2 X, B K 400 mg, 4 / 7 2452577
F TR, R ALRH F W K (ORR) 4 20%,
WK 2H 9 A4 m A Al BEURE (Y9 ORR 4 36% , R 4E ml
WIif A1 ORR 1 20% . T 399245 Wy i PRI 56 &8 7S 1y
TR RS AL, X LY capivasertib BL25IR YT, BES TR
A v HE AL AR ORR s Y AP A 25 5 | i 50 45
S HHIm RIS 98 B E T — i A
4.2 TG IERiX L

— TR AL OO RG24 i PR A g 2
BRI T S YE B HEER A capivasertib X 55 7 il 410 i 57
T 245 1) A6 S0 L s 5 o DI e LR A7 40 (PEFS) B 520 3%
WEFEH AT 140 A BEIRZS (PS)PF43 0 ~ 273 H ER
PR / HER2 B 5% B8 1 50 Jm) 38 W60 300 1) 246 28 )5 ol DO
7 Tl 400 1 700 S5 A2 e B R 0 TR 2 TR By FLR R R
B HIL 43 4 7] BEEX & capivasertib 2H (n = 69) 5% 51 4
A2 AH (n = 71)  FRAE IR 45 24 05 58 R B TRV ) 26
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(1.6,11.6) ] 45 R K], w4 I HFHK G capivasertib 20
B AL PFS 4 10. 3 H [95%C1(5.0,13.2) | ,ORR
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L, PFS AIOS A3 HIFEK 5. 54~ H F15. 94 H ,ORR #25
T 21% I &7 W8, T PRI S AE A0 R
4.3 MEAZYIEKRIXE

— 350 T BEAL SUE G RIS v, BB B AL
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7, EEAFIEL S I AKT 2875 4 1 PFS 5 ORR.
ZMFFE A BE NBEALEE HR B / HER2 BH 14 e 30 2L M o
B U Z T PR A 2 RN 24 25 )5 i Lo bk L LU
PE R B TR O e A 4 A2 75 ol P ot i e R 0 2R
P M T 4 A1 6 (CDK4 / 6) 3 I FIVA YT BFFE ATk
708 {5 £, Hor 355 5] i 5 12 37 capivasertib JR4E F) R
16T, 353 ) B 4 32 TR AE R R B2 VAT IR A RIS
2577 5 N AF IR 500 mg, 1T 3 KA 14 d LN ST 1K, 5K
Jri B 28 d BT 11K, capivasertib 45 25 77 & 4 400 mg, 4
K2, 41 THH TR NAEHE T, 289 6 (40. 8%) 17
TEAKT 578 A R NFEH , capivasertib B 7 JRU4E 7 1
HBHE AL PES 7.2 H L ORR K 22. 9%, 11 i 4E
FRER A R E A R PFS A 3.6 H ,0RR N
12. 2% . F£ AKT 2278 [ N 1, capivasertib B¢ 5 2 7
HELL R H B9 AL PFS 7.3 H , ORR Jy 28. 8%, 1 98
Y w] BE 2G4 B E 2 PFS 4 3.1 H , ORR N
9. 7%20 | 25 R FE B | capivasertib BE A Fi 4k 7] BE VG YT L
SR E RERAZIBY T TP PFSFEK T 3. 611 ,ORR 2
1 T 10. 7% FEAFAE AKT 5875 () HR FHAE / HER2 B 14
eI FL AR IR B D, capivasertib BXA TR ZE 7] HEIA YT A
¥ PFS L 2 R BE SR 23R 7 48K T 2 H  ORR 2 1H
T19. 1%,
4.4 HfhiAxR
4.4.1 ZHEARE

SCHMID %5271 J2 () capivasertib Bk & 2 A2 BEIRTT
R B FL I 0 T 2556 vh, 3 140 iR 22
TBYT BIEERS M = B B ER B 20 2K (PR) ]
PEFIHER2 B M) LRI 19 2o 1k B8 (P (4R #E 54 %)
SRR IEFENL (1: 1) #2532 SLAZ R & capivasertib iR
J7 B AZBERL IR YT CWE R R A LL 2R YT, SR A
BE K & capivasertib G 97 N PFS EK T 1.7 41 H

(5.9 Huws. 4.2 H,95%CI1(0.50,1.08) ]
4.4.2 M EB MG T RE

CRABB Z¢ 1281 JF Jj& ¥ — Tl 22 74 fth 3% A1k JE AN K &
capivasertib Vi JT % # Pk 25 SARHTPE T8 s Y 1 30 24
Pyl AR50 150 191 28 2 (PP AL AR 69 %) BEAIL(1: 1)
$% 5% capivasertib G IT SUZ B RNIGYT A B E Y T £
Vb ZEFN K JE AN eI WFFE B BH , AH L 2 V8 b FEFn ik
Je SR G ZRFNGIT , 2 W FE RN JE A BK B capiv-
asertib 3697 B AT 7 OS ZEHK T 10. 88 4~ H [31. 154>
Hwvs.20.271H,95%CI(0. 34,0. 88) |
4.4.3 BUAREEFALMEHE

HODSON 22} —Iii capivasertib FL25I397 & K& 5%,
HMEVAE B AN AR A bk R 25 i Rk g b, 3t
PN 15 B, 1300 ORR 2 54% , Hirp 1 )58 42 4%
fitt , 6 55K 43 22 fi , 42 B capivasertib FLZY IR YT B 4l fg E
EASMEIRA L.

4.4.4  SEARGE L IR 40 M 0w

ABUSHANAB ZEBOC A58 PEM T capivasertib X 52
IR B B DRIT AR &2 2k, 25 AR | capivasertib
KA AR YT (RIFRARYT) B & AE 1A T S5 (498 I T
71 G e e P R B e ) e A

LANG SEBURFRE R BT, 5 5l (i AR AT 1 Fh 253
i, capivasertib B4 saracatinib 7] 5 A5 A i) Sk 2005 fR:
AR A
5 =&

SMYTH 252305y T #1259 1l IR 3L 56 ) |, capivasertib
A2 2H R WS RS (AE) A RS (65%) G
(50%) . f=5 1ML (45% ) FIRK - (45% ) o capivasertib B 75 98
e mIFEA R UL AE A RS (59%) &0 (30%) (BT Fr
2 (21%) I 55 (18% ) Fl =y 1A (18% ) o B2 4 v, 50%
B AE = 39, fw i UL 0 R b (30% ) F1BE 32
(20%) ; BRG A0, 21% B 1 AR = 394, el UL R B
F92(9%) JEFRZGA NG LH T, capivasertib 2 #5117
FFEERHA] /308 166 d(SF4 H 51 870 mg) A1 123 dCFH H
I 775 ¢). Gl b A 1300 (65% ) f3 h lr &
7H1(35% ) B E IR, 161 (5%) & B TR TG
AE 525 JBRG A 19 4 (43% ) 835 IIG I7 AH G AE
TR, 4 1 (9% ) 83 PRIA T A OC AR B/ 71 4, 5 491)
(119%) A& AEAS 24, Horp 3 1] J8 35 5367 A O (W TR
PR L il R 9% 55 F 292 ) o AL Bk R S5 9R97
AHEEL AR FFELAIAET

7 JONES Z524 5 1110 25 Wi Rl g0 o, i DL iy
3 - 49 AE N LK , capivasertib 21 HF A 22 491 (32% ) H
R YE R REBAZG A AT 170 (24% ) 5 B TE /A
10 15 (149% ) #1 3 4] (4% ) 5B 3, B9 53 5 A 14 1 (20% )
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FO B 35, YL 53 441 (6% ) #2451 (3% ) , 9% 55 43
S 1B (1% ) #1349 (4% ) o ALAE F4E B BER 5 capiv-
asertib ZH & A4 R RSOV, A5 SR R (2 41)) I
15 (3 45]) 29z (24 e opE (141 Rk (1)) |
WA (15 AR (1) o 1 58 5 32 5Z capivasertib IR
Y7 B DR A R il B G i AE T, JE e i R, e vEAl AT
fiE 5 capivasertib JG J7 A & o FL4E 7] BEEE & capivasertib
5y VBT B8 i N B 9 4 B AT R A AR T AR
# (R 4k W) HEBE A capivasertib ZH 19 9] , 5 4 =) 7 5. 24
20 3161 Y 5P A G . LA R oR B, g4k mI EER
capivasertib ] if 57 .

7E TURNER 251267 L9 245 49y ik PR a6 v, S R e
5 S 4k F)REBC A capivasertib 3697 AU T2 AE %4k 7]
HEIE G capivasertib 21 % LU 22 S50 41, i 45 A9 4% Al 1 531)
(% L AR £ 1875 (72. 4% H.20. 0%) 92 (38. 0%
F7.1%) %0 (34. 6% 15, 4%) & 1l B (16. 3%
3.7%) o > 3 %W AE i B2 9% (12. 1% 1L 0. 3%) \JZ 15
(9.3% H. 0. 3%) = I (2. 3% H 0. 3%) o 4k v FF B
4 capivasertib 417 AKT 3 i A8 A e 1 22 2Pk 5 5
O BE A AL o 3 4E B B B A capivasertib 41 57 )
(16. 19 ) B ML I HE 2520 28 1) (8. 0% ) [ K A
T AR JUAE A HEEC A capivasertib 2HH 4 451 (1. 1% )
S5 R 2RO WU AR i S i AP Al 2 AR
SE (25 1B FET, AE vl HEEE G 22 BRI 2 v 1 i) s 2 1A
2019 4B R AR B SR L FE T L 4R A BEIE 5 capiv-
asertib 41 ¢ 25 41 4y B A7 124 1] (34.9%) J& 36 fl
(10.3%) & # K 4 1 5 B0 & 5 W B AE, 70 4
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