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Pharmacokinetics and safety of famitinib in the treatment of patients with advanced solid tumors
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(Department of Breast Oncology, Tianjin Medical University Cancer Institute and Hospital,National Clinical Research Center for
Cancer, Tianjin Key Laboratory of Cancer Prevention and Therapy,Tianjin’s Clinical Research Center for Cancer,Key Laboratory of
Breast Cancer Prevention and Therapy , Tianjin 300060, China)

Abstract Objective: To investigate the pharmacokinetic profile and safety of the 15, 20, and 25 mg dose groups of famitinib in pa—

tients with advanced solid tumors. Methods: Thirty—two patients with progressive or metastatic solid tumors were treated with 15, 20, or
25 mg/d. The changes in parameters associated to pharmacokinetics such as time to peak(T,.,) and peak blood concentration(C,,,) of the
prototype drug famitinib and metabolite SHR116637 were compared after single and multiple dosing in each dose group. The incidence of
adverse events/serious adverse events with famitinib in patients with solid tumors during treatment was observed. Results: After a single
administration in each dose group, famitinib and metabolite SHR116637 in plasma peaked at 6 h, and the T,; in the low—, medium—,

and high—dose groups were(73.6+12.3),(75.8£17.0), and (65.8423.8) h, respectively. The in vivo exposure of metabolite SHR116637
AUCyn, AUCy,, and AUC,._.. all increased with increasing dose. The median T,,, of famitinib and metabolite SHR116637 in plasma after
multiple administrations was slightly delayed compared to a single administration. After multiple doses, there was an accumulation of
famitinib and its metabolite SHR116637. The accumulation was most noticeable in the group that received 15 mg of the metabolite
SHR116637. The accumulation indices Ryc_sic and Rac_cunwere 6.45+2.82 and 5.37+2.39, respectively. No serious adverse events oc—
curred in subjects during the single—dose phase; a total of 2 subjects experienced respiratory failure and heart failure during the multi—
ple—dose phase. Conclusion: Famitinib is widely distributed and slowly eliminated in the body after a single dose. Following multiple
administrations,, metabolite SHR116637 has a certain accumulation. The safety and tolerance of all three doses of famitinib are good.
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Tab.1 Demographics and baseline characteristics
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Bl 0 1(125) 0 1(3.1) = 01 —0— 20 mg(n=8)
HRMEBIYE O 0 1(6.7) 1(3.1) ootk . . . 7" 25mg(n=15)
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Tab.2 PK parameters of famitinib and metabolite SHR116637 in plasma after a single dose[M( Py, P;s) ,x:s]
?1?) gﬁ Colngml)  To(h) (hjig;/ﬂ;i : (hir?;;;i ) <$§§§1 ;o we(n MRT () CUF (L) Vo/F (L)
e NI
15 9 23.50£6.58 5.98(5.97,7.00) 352.00+84.40  877.00:204.00 956.00+232.00 41.00+11.10 54.90+13.9016.60+4.48  962.00+273.00

20 8 22.40+5.69 5.98(5.01,6.01) 335.00+86.30

915.00+255.00 1 019.00+292.00 44.70+6.79

61.30+£8.95 21.40+7.10 1 381.00+£565.00

25 15 36.70£11.10 6.00(6.00,8.00) 558.00£159.00 1 370.00£362.00 1 497.00£395.00 41.60+14.70 57.10+19.30 17.90+5.34 1 109.00£677.00

SHR116637
15 9 1.34£1.03 6.03(5.97,8.00) 22.40+17.00 81.00+£56.90
20 8 1.47+0.75 5.98(5.00,7.97) 22.70£11.20 82.30+36.50
25 15 1.80+0.78 6.00(6.00,8.00) 30.00£12.90  106.00+48.40

108.00+73.80 73.60+12.30 105.00+21.00 — —
112.00+50.10  75.80+17.00 110.00+23.00 — —
140.00£72.70  65.80+23.80 97.30+39.10 — —
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Fig.2 Average plasma concentration—time curve of famitinib and metabolite SHR116637 in multiple dosing stages
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Tab.3 PK parameters of famitinib and metabolite SHR116637 in plasma after multiple dosing [x£s,M( P, P:s)]

ffll % ( mg) @Jﬁ( C.. mm( ng/mL ) C.. nm( ng/mL ) T, nm( h ) AUC.«( thg/mL ) RAC,ALC RAc,r:nm CL/F(L/h ) \A /F( L)
bP S =
15 8 27.80+5.21 58.90£10.50 7.97(6.01,8.00) 1 013.00+200.00 2.90+0.75 2.58+0.66 15.30+2.68  347.00+60.50

20 8  33.20+14.60 64.30£23.80 5.98(5.23,7.98)

25 12 54.30+16.20 121.70£34.30 8.00(4.00,8.00)
SHR116637

15 8 3.01£1.05 4.69+1.38  8.00(6.48,11.00)

20 8 3.73+£1.73 5.70£2.49  7.98(5.74,11.97)

25 12 5.40+2.10 8.22+2.45 8.00(4.00,8.00)

1 174.00+462.00 3.53+1.17 2.95+1.02 20.40+10.10 645.00+£352.00
2 062.00+610.00 3.43+0.92 3.08+0.87 13.20+3.91

335.00+136.00

98.30+34.70  6.45+2.82 5.37+2.79 — —
115.00+54.30  5.61+3.08 4.57+2.28 — —
168.00+56.50  5.69+1.50 4.66x+1.25 — —
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