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Study on the bioequivalence of Palbociclib capsules in human
WANG Yanchao, WANG Qian, DONG Jining, HAO Yingcui, LIU Xiujuan, LONG Chunmei, ZHAO Kexin(Phase
I Clinical Trial Laboratory, Hebei PetroChina Central Hospital, Hebei Langfang 065000, China)

ABSTRACT OBJECTIVE To evaluate the bioequivalence of a single oral administration of two palbociclib preparations in
healthy subjects under fasting and fed conditions. METHODS Twenty-four healthy subjects (fasting test) and twenty healthy
subjects (fed test) were enrolled and divided into two groups. A single-center, open-label, single-dose, two-formulation, two-
period, two-sequence and crossover trial was designed. The subjects in the two groups were given the test preparation (domestic
Palbociclib capsules) or the reference preparation (original Palbociclib capsules) orally under fasting or fed conditions respectively
followed by a 14-day washout period. The blood samples were collected at different time points before and after treatment. After
pretreatment, the mass concentration of palbociclib in vivo was determined by high-performance liquid chromatography-tandem
mass spectrometry with palbociclib-ds as the internal standard. SAS V9.4 software was used to calculate the pharmacokinetic
parameters and evaluate the bioequivalence. RESULTS Under fasting condition, the c.. of the test preparation and the reference
preparation were (71.4+18.1) and (73.84£19.0) ng/mL; AUC,, were (1 754+412) and (1 793+448) h-ng/mL; AUC, . were
(1 851+456) and (1 887 +478) h-ng/mL, respectively. Under fed condition, the c... of the test preparation and the reference
preparation were (78.4+18.3) and (81.9+21.7) ng/mL; AUC,, were (1 905+375) and (1 932+318) h-ng/mL; AUC, .. were
(2 027+411) and (2 050+ 342) h-ng/mL, respectively. The 90%CI of the geometric mean ratio of the above parameters was
within the acceptable range (80.00%-125.00% ). Under fasting and fed conditions, there were 20 and 16 adverse events in 9 and 8
subjects, respectively, but no serious adverse event was observed. CONCLUSIONS Under the fasting and fed conditions, the test
preparation and the reference preparation of Pibociclib capsules are bioequivalent and have comparable safety.

KEYWORDS palbociclib; bioequivalence; safety; administration time
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32 12 il 790 R F1 PG R R A (L5 2210801, BEAK 125
mg) FH A6 A 1) 2 25 B A BR 2 mI A4 5 2 HL il ) iR
FAVE I 4 (F WHIE-S- H20180040, #t 5 CH3704 , A%
125 mg) H 3¢ [# Pfizer 2y ) #57 UE , Pfizer Manufacturing
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PRy, LL0.1% W R W R i sh Al A P - i -5
P (45:5:10, V/VIV)-0.1% W R IR & % WM i sh AH B 1
A7 86 BE YR B (0 min, 35%B; 0~1.0 min, 35%B—90%B;
1.0~1.3 min, 90%B; 1.3~1.4 min, 90%B—35%B; 1.4~
2.5 min, 35%B) ; i 3% A 0.5 mL/min; ¥k 40 °C, H 3
PEFESRIRE by 16 °C5 ERE RN 5 L™,

SR L BE55 B U, DA 22 g W AR =t A 7 1 2 1
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AT (N JE 7 9 25 psi, B TSR TN JE Ty
4150 psi, & FIRANR 2(N) F 74 50 psi, Blf#E S (N.)
710 8 psi; B FURBE S HL K R 5 000 V5 25 T U5 L
600 °C ; 43 # 2 Q1/Q3 1% A unit/unit; it i K £ i [7] Sy
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380.2(WRAAVEF]) .m/z 456.2—388.2( FR)™,
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WR AT VG 1T HE G, i AGE AR B9 50% I EE-0.1% H IR
T (BUK 50 mL  H 2 50 mL FH 2 0.1 mL, TR & M A 1T
153, R IR A LS8 i, A B B 1.00 mg/mL )
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F-0.1% FP R VA W0 T , A5 R 0L 0 £ Ve B2 R b o il 4 T
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IR 50% HE-0.1% H RV A HL 58 2 05, 49 5
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100,180,200 ng/mL WK IEFRAE , #%“2.47 30K Jy ik Ak 34
J& PR 2.1 WUT SRR E 0 S TR . LAWRAA
VG ) 0L 2 9 B SR R A s (o) HL 5 P %) 06 T AR LR B A
AR (y) , 2R F e/ —3fe i OB R8Ok 1x°) i Tkt
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[, A5 B 5 F2 k y=0.016 1x+0.001 46(r=0.999 5),
WA 1) I £ v B R £ MY A 1.00~200 ng/mL,
FE FFRH 1.00 ng/mL.
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1 TR (200 ng/mL) M ERRAE IS , FESEAGIN 3 4~25
AR S, T ST 068 T AR L Xt F A St ARG 5 e v i ke
SN AT VEAL o 25 R, 25 IR & P R P R A
PR P e T R8T SRy O, $5 7 7% B 25501 AN 2 5 M 15 000 40 1)
iy

2.5.4 EESWENMELE % U2.37H R kA
£ 1.00 ng/mL (& 1 T PR BT &9 2 ) #1 3.00,25.0, 150
ng/mL (X, H |55 BBV B ) %) S0 42 IS R o, B A T
T60y. EZA2 dWN M 3 A7 43 A ok PEAG i
N AL TEDRG 2 B (L RSD R ) FIVERRE (DL RE £R ) o
45 R @R, N RSD N 1.9% ~3.6%, RE i —2.4%~
6.0%; 4IL[A] RSD 4 2.1%~3.0% ,RE § —0.8%~4.0%,
2.5.5  FRIBURISCRIRGE  $52.37 TR J ik B R AT PG
I v o B e R A o4 0 SR o (R AT 6
B3, F 2.4 R kA B P 2.7 IR A A
ST TE SRR AR AR RS (M 2,47 T T
ARSI, IAWRAA PG B TAER W, i
Jo e e 5 N (R AT 60, PR 217 I
SN ERE AT IC SR T AL, DL 3 F T B A
BRI NSRG53 R, FaR Rk B TR A URAT 75 )
FTA AR -S4 52 R 2853511 61.2% . 59.8% .64.0%
59.6% ,RSD 4354 5.4% .7.9% 1.9% .5.1%(n=6) ,
2.5.6 FEFUROVIAE  BURFERRIEAYZS (K 4% 2.47
TR D7 A RS BRI, I AWRAA TG R B AR
W, A7 G B b v 43 15 3.00, 150 ng/mL X 37 (A%
AT 643, P4 2.1 T T 45 R AT, i0 e T A
Fi2.2.17 T T T ) JO B VAR R T G I A X T
VW, P 2.1 0 SRR UERE AT e SR TR . DL
AT AR IS A 3L R R T, T LA bR ) 3 5 R 7
FSWPATIH AL, 4550 WoR 78 bR TR e
T WRAAPEF Y AR — A3 5T R RSD 43514 1.8%
1.0%(n=6),
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33 d AR M 5 2.3 T T Jy i L R AV AR T i
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FE_ LIRSS A RE S A WRAT PG R0 TR R Y RSD 34N 68
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084-01,

ZIRE W AFRUEALSE AR =18 A %, B 4ctiyn] s
PRI =50.0 kg, Zo MR =45.0 kg; 7112 (RE& K
A R IRAE  SEE A KA (I H R R R A= eSS
L2 IR T LTS AT JRAG A ) L 12- B0 HL A
B CT IRIE L Wi A PRSP0 5 45 R 2 4 4
FE R IEH R ARG IR U . 2 HEBR AR A
i BUAR R B 25t B A AT B g
Sk R 2y AR N R B s, L R A B A iE R
PIi s 5 A P RESS IR G 2 vk sk 25 ik N AR A TR
s K AM 5 B ET A AR BR R Bl
i) 245 4 4% PR 3 R P 05 5 T8 T 3 1 T PRl P a8 it s
120 A 25 F s 5 e i 14 d PR R 24 50 5 e
PRI HEAT I AN BB 452 1 RO W8T , X565 2047 10 () AS g
155 LRI 5 T E HIT 90 d PN A S inilf PR 1aU 58 5 5 3 35 i 90
d N2 MBER 1M =400 mL; A7 25 22 1050 5 ANREIN 32 i
JOk ZE B R 5 L Lot s PR A AR B TR R E R S
ANBE SR A 3550 B4 3k 24 45 it 5 DRI R 28 O P B0 5 s
AR S B AR M AIES . TSI
K2 &Y A B FEAERER IR~ A4
AVIRIERE AT IRRE KA S S KA MR AR

ARG, 25 BRI S A 2K 24 5], Horp B3

19451(79.2%) A VE 514 (20.8% ) , AF#4 Ky 22~45 % K5
14 50.7~86.8 kg ; £ I g0 gy A sz i 20 f71], Horp
FPE 18 41 (90.0%) 21 2 1] (10.0%) , 4E- % hy 21~45
% KRR 52.6~80.4 kg,
2.6.2 REEIT AATREMFERE AR R
S RN 3 i N K| B N B N I R 2 T N S i
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2 AR IR T PG ) e 2 A7 X 70 12 B LR (125 mg, 5
Fie 2 i ) | Hoh 4 I 50 22 0% T 2 ai—
M9 GG —b e, TR R L8 sl e A IR IR 2, ikZ 4
h G P B R R 56 2 78 FH 2501 30 min FF ARk
BE e SRS, 30 min NZE SRR, T T A FETR
7130 min B R 2 . TEVERA M 14 d.

2 M R I A P REAS SR A ) (B AH ], 48 5 )
B0 hCHZET L h ) FIAZJE 1.2.3.4.5.6.7.8.9.10,
11.12.13.15.24.48.72.96 h, B HUIM 2 3 mL. I kE
BT E AR M (PUBER R £ R 2,08 — 80 ) v,
IR EIRA) 5~8 WK, T 2~8 °C F LA 3 000 r/min &5
> 10 min, B E 2 M137 25 0.8 mL & TR A48 o, 1
AU BT URAFE o A ORI 2 2 Y 7
KFESG 2 h N SE R, IE46RS 2 — 90~ —60 °CUKAR T RAT 5
SR T SC T 1o 250 A €6 15 - R B B i e AU, A N e
AT RN &
2.6.3 EWERIETEMEER SRR, A ZiAE
i B R S8 GRS 5 4 S i g, 1B 32 R AR
(26 2 R R M =2 30 350 o SR AE B S 4k LA
SAS V9.4 B3 28 UIRSZ R 30 A2 e R S
WRAA PG FI R 25 80125 S50, A4 o s Lo AUC -, AUCo— |
tine 2R A MR VB G B TR Z A 550 A2 i 5
125 mg J5 WRAA VG FI AT X5 25 - il £ DL IR 1, 22 5h
EUEIR

W5 52 11 RS2 A 390 R 2 HL i 500 R A P A A
FIL ) F B Con AUCo— . AUC, . 2% B 4 J AT
T3 255307, R (1—200) BAF X MNEIEAN 521U R 5 2
Fe RS B AR s . A RAATE R R B2 Bl
S Coan AUCo- . AUC,—. [ JLT H4 55 Lt ( geometric mean
ratio, GMR) 1Y) 90% ‘15 X [A] ¥ 7 1] 45252 {15 [ (80.009% ~
125.00% ) Z. P, BRI 340 Wiy 2 Ffr il 550 26 B 2 0 45 51
(F2) R, A BIERET , 20 1Rz A
Z L HAR R P F1] Cow s AUCo-, AUC, - [
GMR 14 90% & {5 X A ¥4 75 ] $E 32 3 Bl N , #2758 2 Fhifil 551
HEWIAERL

K FH Wilcoxon 745 B A 56 b 45 37 38 1 3910 A1 2 He il
FUY towo BERTIR S BJGRMT 208 DRz
T 300 AT S RIS AR N R AT V5 R e 2EL 1) P2 22
SIS E (P43 0.724 6 ..0.069 3) , #7R 2 F
750 P W S A 2
2.6.4  LEVETEN AW S5 36 H [E S RE A 5T i
KATHIAS K438 FH AR 15 F5 7E 5.0 Bz (Common Termi-
nology Criteria for Adverse Events 5.0, CTCAE 5.0) 1A
ANRFRRERRE . SRR, A Bz E kA
20 R B, KA N 37.5%(9/24) , Horh 2 R R =R
a5 10 Uk, A R 1 GOR R, RPN 41
FEAR (31 3K, 12.5%) (2T A AR (3 1 3 YK, 12.5% )
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100 4 Ao T(n=24)

—&— R(n=24)
80 j

60 i

=
E
n
=
T 40 4
20
T —
04
T T T
80 88 96
~--A--- T(n=19)
—&— R(n=20)
80
60
E
B 40
=
b
20
\“i-\\_:
0 T T T T

48 56 64 72 80
t/h
B &5

0 8 16 20 32 40 88 96
T Z B s R S L7

B 1 SZidE OBk HI 50 F0 S b 6l 550 5 WRta 7 F B I
HZy-R ik (x ts)

F1 ZiXFEORZINEF IS L& FIRE AR E

e _ 7??@&?3@ S ERiR -
ZHER=24) SHHAn=24) ZREFn=19) BHHH (=20)
bl 5.00(3.00~9.00)  5.00(3.00~8.00) 5.00(5.00~13.00) 5.00(2.00~12.00)
Con(115)/(ng/mL) 742181 73.8219.0 7842183 8191217
AUC-(x+5)/(h-ng/mL) 17542412 1793448 19051375 19324318
AUC,-.(xts)/(h'ng/mL)  1851+456 18872478 20274411 20501342
A (x£s)/(Lh) 00318200043 00320200040 00310200054  0.0306%0.0047
finxts)h 2221330 21931255 23.0514.54 23.2013.94

a: LA M~ KA 7%
R2 URHHTEF A FE A B /S B I B A S R
Wt (%)

Hit Al Btk

S OMR W%ERKE MIAERRN MEE GMR 90% EfFKE MEAVER R LEE
G 9707 9241~10197 996 100 9580 $927~10280 1259 9967
AUC,., 9841 9482~102.14 751 1009727 93.79~10089 648 100

AUC,, 9850 9485~10234 769 100 9737 93.90~10098 644 100

R BRI (3401 3 YK, 12.5% ) . &S5k, 4 8 14
ZIRF KA 16 A R, K0 40.0%(8/20) , Hirp
SARFM1HI 1R, 2HA R 44150k, Hax ik
VAR, FERIAEE GO E T (3 H] 31K,
15.0%)  F1 A EREAR (2451 2 K, 10.0% ) | Hp b 40 i R ALK
(24127%,10.0%) . 7z M8 &S fe v, #5K W™ E
ANRFLRA,
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3 itit

WIR T PG ) e 20 S 42 8K 1 1> LTl 9 CDKA/6 3 5]
A5 A AL BRI & 75 8 F HR BAE/HER2 B 3
Sl S M LRI R 55 [ [ R 25 B E N 45 48 ma A2 1Y
— 2 R IRz BT A, B R
D5 2500 & I R . AR ST 8 v R 2 K A
PN T R WAL e 2 (125 mg) 1A ) S5 35 MR, A
A Ry 475 i 2500 5 B HEAE OB S, 18 1T A R I DR
TRITFEHLB A

AR SR [ 7= 5 IR R A P R B 19 25 sl 2 S8
PEATXT FUAI ST, &5 R R, 25 BRI P, 2 HE IR ) e
45.00(3.00~8.00)h, 5 A [ 7] £ R AT VG 1 s 2 A= 47
ZEME R IE R 235 T [ £ 2211H 6.00 (4.00~8.00) W] AHIT ; 11
(21.93 +2.55)h, 5% SCHk B 45 3 [(22.95 £ 4.24) h] IR
ALY, & e R IR 25 S R, m IR | R 2 R
SR 52 L HRIAL . 525 IR AH L, B i
ZARE Y Con AT TH 1R, o WA HEIR 225 AL 5 B4 SC
HRARAE AR

BN BE 5T o, 25 IR SR, WR AA P ] co
AUC— [/ N 728 5 R 505350 10.919%.9.77%; % I
ARZETR  WRATVGH) Co - AUCo— FAR PN 2 53 25053 510
7.73% 6.17%" o ABFFEH WRATVEF] Coa AUC,- [ M4
AR S R A 25 IR 5 430 R 9.96% . 7.51% , TR e
R 5K 12.59% .6.48% ., A5 FiRkZysh S5
FARAE S A S B S 5, TR S WA Z IR E
AFIE P R, 25 R N e A A AT R
T2 Py it B A AN ) A

R TR Ak 2R S R RS AUC 25914
DA B R T R R R M R R e, ARG BT X WR A P
I Js A A Py el A (Wi A AR HETE ) 523 T M AR
() A W REAS SR 1, FRAE o BT 8 S 30 T 2R B S5
SER R RS I R EIRES TR, WRAT 7 ) e 2 2 X1 51
o AUCo—,. AUC,—.. ] GMR 14 90% % X [f] B 7E 2 1t
T34 80.009%~125.00% N , $271% 2 Fhiil 37 £ M) 4554

ARFFRAR I EA R FEAE, S8 AR
W OLAAS A R MR AN RS, A6 1 40 A1
rh PR R A AR RR AR A, N R kAR 0 K 37.5%
40.0%. B CHEkRGE , 218 BRI A R FE A%
35°R 53.3% . 40.0% , H UL KL 4R LR A AS B A
(37.5%)"™; — T 7E H A 3238 v I J& A WR A1 75 1) 25 3
2 EAEVER T ARG R BH , MR B % 24 LAY
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