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[ Abstract]Objective To evaluate the bioequivalence and safety of the test and reference
preparations of palbociclib capsules in Chinese healthy subjects under fasting and postprandial
conditions. Methods A single-center, randomized, open-label, two-drug, two-sequence and
two-cycle crossover trial was designed. 32 healthy subjects were enrolled in the fasting trial and
28 healthy subjects were enrolled in the postprandial trial. The subjects were randomly assigned
to two experimental groups (T-R group and R-T group), with a weekly administration of 125
mg each time. The concentration of palbociclib in plasma was determined by HPLC-MS/MS.
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The PK parameter set was obtained by Phoenix WinNonlin 8.3 software. The pharmacokinetic
parameters of palbociclib capsules in each subject were calculated by noncompartmental model
and statistically analyzed. The safety of clinical observation indexes of subjects was also evaluated.
Results In the fasting and postprandial trials, 31 and 28 subjects completed two cycles of dosing,
respectively. The 90% confidence intervals of the geometric mean ratios of C,,,, AUC,, and AUC,_,
of the test preparation and the reference preparation were in the range of 80.00%-125.00%, and
the two preparations were bioequivalent after taking palbociclib capsules under fasting and
postprandial conditions. No serious adverse events occurred throughout the trial. Conclusion

The test and reference preparations of palbociclib capsules have bioequivalence and good safety in
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healthy Chinese volunteers under fasting and postprandial conditions.
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Figure 1. Palbociclib double blank matrix chromatograms
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&1 URMAEFHEEH A RN AEE EFERE (1=6)

Table 1. Precision and accuracy of inter-batch and intra—batch sample detection of palbociclib (#=6)

T EERE ik HeR i (4[]
(ng*mL™") RSD (%) RE (%) RSD (%) RE (%)
0.5 3.6 6.3 3.8 0.0 4.2 4.8 4.9 3.0
1.5 53 3.6 2.1 -33 27 0.6 4.0 -18

30.0 2.7 2.6 3.9 -1.2 -2.6 -42 3.2 -2.7

75.0 32 2.9 2.8 -3.1 -3.1 -0.5 3.1 22

7E: RSDA AT MR £ ; REAEHEARZ
Fz2 URMAFER . UREFEF-d RENEE (7=6)

Table 2. Extraction and recovery rate of palbociclib and palbociclib—d, (n=6)

FEf A PR W (ng - mL™") SERER (% ) RSD (%)

AR 1.5 105.8 3.1
30.0 105.0 2.9
75.0 103.7 2.6

MR T AR 40.0 100.0 3.7

E: RSDA AR AT AR Z
3 WRHAFERRN (=6 )
Table 3. Matrix effect of palbociclib (n=6)

TS W (ng» mL™) LT P F RSD (%)
SRR 1.5 0.95 0.03 3.2
30.0 1.01 +0.04 4.0
75.0 1.02 +0.03 2.9
R TAER 40.0 0.99 + 0.04 4.0
E: RSDAABM AT AR £
2.6 HAREEEZRER 1.710) kg - m™
FUE R EEH L) RSD I/ NT 6.09%( n=6 ), 23 IS 31 19132 58 UM A R 4R 24, 1
FEH MBS E R AR PR . R A R L BlZXERARFM 2B R” (RAESIF
%= 4. 25 ) R R, RS2 2 IS el 4
2.7 ZREF—WBERSAETHRIFR 24 B iR 28 1321 I e U R S5 24
75 1R I a0 A 32 B M R A7 K, AF IR 2.8 HHFEMEER
(359+852) %, B (163.84£7.750) em, {£ AR 2 WA e IR AZ 3 700 F1 2 ol )

T (64.88+8.212) kg, B IKFEIEE (24.13+ Jei, I3 H WRA P A ) SF Bk - bR (C-T)
2.054) kg + m”. BRI A 28 FlfEEEZIRE M WL 3, B2y ah4 SRR S, 4R
MRS (36.8+7.23) %, B (163.80+8.670) cm, TR ZIRE C-T MR AR LI AR —5
AT (64.84+9.030) kg, BHARFTETEEL (24.05 +
=4 IRMAFEAFIREEELE (1=6)
Table 4. Stability of palbociclib (n=6)
IR 21 h PRAR4IR —20°CTRTF42 d —T0CHTFE112 d ALBRJFS CHLE 99 h

[T — ‘ : : ‘
(ng - mL™) WE(E RSD WE(E RSD WE(E RSD WE(E RSD WE(E RSD
(ng-mL™) (%) (ng-mL™) (%) (ng-mL™") (%) (ng-mL") (%) (ng-mL™) (%)

1.5 1.557+0.089 5.7 1.514+£0.085 5.6 1.431£0.054 3.8 1.427+£0.035 2.5 1.478 £0.059 4.0
75.0 73.668 +3.531 4.8 75.888+3.565 4.7 73296+0.575 08 72.832+0.820 1.1 73.887+2.540 34

E: RSDAAAA AR B Z
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Figure 3. Mean plasma concentration—time profiles of a single oral dose of palbociclib capsules in
healthy subjects under fasted (A) and fed (B) conditions for reference and test formulations

*®5 TIREZEMEGORKHEAFNRENEZEARINFESH

Table 5. Main pharmacokinetic parameters of oral palbociclib capsules in fasted and fed subjects

p——— \ 75 MRS 2 J iR

I (n=32) ZHAilF (n=31) Zidil ] (n=28) ZHAIF (n=28)
Ty (h) " 4.50 (3.0, 24.0) 5.00 (4.5, 6.0) 5.00 (4.0, 12.0) 5.00 (3.0, 12.0)
Cho (ng+mL™") 60.67 + 18.14 60.84 + 14.28 69.87 + 15.01 71.42 £ 15.16

AUC,, (h*ng-mL™")
AUC, , (h*ng+mL™")
A, C+h™")

fip (h)

1498.38 +£370.63

1542.29 + 383.75
0.031 + 0.0046
23.14 +3.525

1 540.56 + 387.00

1591.69 +410.12
0.030 = 0.0047
24.01 +3.894

1790.17 £ 373.34

1 845.89 + 386.23
0.029 £ 0.0038
24.34 £ 3.069

1 889.01 +395.56

1 946.68 +404.85
0.029 £ 0.0042
24.06 £ 3.660

E: TR (ROME, RKAL) AT
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Table 6. Geometric mean ratios and confidence intervals of the bioequivalence evaluation indicators

of the test preparation and the reference preparation orally administered in the fasted and fed sates
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2516 C,. (ng+mL™") 57.07 (n=32)  59.17 (n=31)  96.44 20.00 (86.94,106.98)  98.1
W AUC,, (h-ng-mL") 144752 (n=32) 149457 (n=31)  96.85 11.33 (91.99,101.97)  100.0
AUC,., (h - ng-mL™") 1489.96 (n=32) 1542.85 (n=31)  96.57 11.43 (91.73,101.66)  100.0
BIG C,.. (ng+mL™") 68.28 (n=28)  69.79 (n=28)  97.83 11.13 (93.00,102.91)  100.0
W AUC,, (h+ng+mL™") 175511 (n=28) 1852.04 (n=28)  94.77 7.61 (91.54,98.11)  100.0
AUC,., (h - ng-mL™") 1809.83 (n=28) 1909.30 (n=28)  94.79 7.84 (91.47,9824)  100.0
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