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Abstract; Objective

the pharmacokinetics

To assess the tablet effect of a high — fat diet on
FM888
participants. FM888 tablet is a novel highly selective adenylyl cyclase 1

of oral tablet in healthy Chinese
(AC1) antagonist potentially involved in chronic pain treatment by
modulation of central plasticity. Methods A single — center, open —
label, randomized, single — dose, two — period crossover trial was
conducted. Subjects were randomized 1: 1 to receive 400 mg FM888
tablet under fasting or high — fat meal conditions, then crossed over after
a 7 — day washout. Plasma FMS888 concentrations were measured by
liquid chromatography — tandem mass spectrometry ( LC — MS/MS ) and
analyzed by non — compartmental methods using Phoenix WinNonlin
8.3.1. Results The C , of FM88S tablet in the fasting state and after a
highfat meal were (175.57 +89.51) and (63.74 +38.74) ng - mL ™",

respectively; AUC, ., were (645.84 +355.50) and (416.28 +245.83)
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h + ng - mL

!, respectively; AUC,_, were (698.22 + 373.46) and (455.36 +290.66) h + ng -

-1
mL ™,

respectively. Exposure to FM888 tablet was lower under fed conditions than under fasting conditions, with C,  and

AUC, _,,, reduced to approximately 36. 00% and 65. 00% of the fasting values, respectively. The geometric mean ratios
(fed/fasting) for C,, .AUC,_, and AUC,_, were 36.86% [90% confidence interval (CI): 28.94% -46.95% ],
66.01% (90% CI. 55.72% —78.20% ), and 67.39% (90% CI. 55.70% - 81.53% ), respectively. Mixed -
effects modeling confirmed a significant effect of feeding status on key parameters (P <0.05). FM888 tablet was well

tolerated ; all adverse events were grade 1, with no serious events. Conclusion A high — fat meal significantly reduced

FM888 bioavailability, indicating a marked food effect. Despite lower exposure, FM888 tablet demonstrated favorable

safety and tolerability.

Key words: FM888 tablet; chronic pain;high — fat diet; pharmacokinetics ;food effect
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t/ min

Typical chromatograms of FM888( 1 ) and the internal standard (®C,,D, - NB0O1, II )
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H 90% E{Z X [8] ( confidence interval ,Cl) . 75 FiRZ%K
i) GMR 1) 90% CI 5247545 0. 80 ~ 1. 25 JE PN, WJH|
JE B FM888 BV 45 24 i 244X 5l ) S R TG W 2
Wil AR A R P GE T, B & D & £ 5 BY
M(P,;, P ) 7R, P RAER VIR (% ) FR

# R

1 FMBS88 I Z5 ik B — i i) ph £

A WEARAE T WM (P17 1, 2.99 hows. 3.98 h),
THERFE AR (19.09 h ws. 20.90 h), @EE%E S
C,..F AUC ¥ AR, 73 5 29 o 25 1 36.00% Fi
65.00% , 12 %521 25 W SR g B IR A 1R
FM888 J5 i I 25 vk JiE — i ] Hh £ DL I 2.,
2 HR}AESHE

12 22008 258 X m IR o RS 1 ik FM888
JE W2 B 12 S8R 2.
3 EMEYEDH

¥ FM888 F =258 )%= (C,,, AUC, ., 5
AUC, .. ) 17T B IR B IS FRZPEIR & A5 B A
G3HT. mIRRE S 5 RS, C,, W LA {E
Ft A 36. 86% (90% CI:28.94% ~46.95% ) ,AUC, ..,

R WAREIT - BB (LC - MS/MS) A  [E RS 5 M rh FM888 i [ 15K % (2 +5,n=6)

Table 1 Precision and accuracy of FM888 in Chinese health participants plasma detected by liquid chromatograph mass/mass spectrometer

(LC - MS/MS) (2 +5,n=6)

Intra - day Inter — day
Concentration Extraction recovery
. Concentration RSD RE Concentration RSD RE
(ng - mL™") (% , xts)
(ng+mL™', x+5) (%) (%) (ng-mL™", %zxs) (%) (%)
10 9.91 +0.98 9.90 0.90 9.94 +1.06 10. 60 0. 60 -
30 27.66 +0.91 3.30 7.80 29.61 +2.34 7.90 1.30 109. 80 8. 20
3 000 3 .000. 36 +86. 47 2.90 0 3032. 11 +136. 82 4.50 1. 10 96. 50 +2.90
8 000 7 841.44 +281.96 3.60 2.00 8113.26 £409. 19 5.00 1.40 96.20 +2.50

RSD: Relative standard deviation; RE; Relative error.
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F. Fasting, PP. Postprandial.

Mean plasma concentration of FM888 versus time curve after in the fasted or fed state
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4 66.01% (90% CI.55.72% ~78.20% ) ,AUC,_. K
67.39% (90% CI.55.70% ~81.53% ), |3k 3 WS4
[ 90% CI 541G F i B A= 49 45 35k 0 52 s o 1) T R
(80.00% ) , H. 4= 3B 7% A 80.00% ~ 125.00% 35
WL 2, HIL, 2SS E IR R IR TR B TR
FM888 Ji 400 mg AN H.&5 A=W 45 stk , 4R = g ik &
TR T FMS8S [ RS .
4 REWITH

7E FM888 [ FR A 2 vl LB T 2 Ff
YRS T HIPRIT A R H . sl A A
o 5 B2 5 (41.70% ) i T 25AH IR YT
WA R, A F R (1 90) , BARE G O
L& T i S8 3 141 (25. 00% ) JJiE 9 1 91(8. 30% ) &
1 B (8.30% ) ka1 151 (8.30% ) .3k 9w 1 1
(8.30% ) FH.0E 1 (8.30% ) . TERIG 42T, 2}
PIA IR A R R R A R K, e 2 Bl S 5%
(16.70% ) # 45 , I3 1 =i, BARRI hy 0o A

T 5 1 #1(8.30% ) PR 1 41 (8. 30% ) Fl i H il
—BRIMAE 1 B (8.30% ) o A UHLIR 45 25 105 Hh R4l
HIFEARFF(=2 9, W%k 3,

3 ATHRA R R AR (TEAES) (n,% )

Table 3  Incidence of treatment — emergent adverse events

(TEAEs) (n,% )

TEAE Fasteding (n=12) Fed (n=12)
Drug related 5(41.70) 2(16.70)
Grade 1 5(41.70) 2(16.70)
ECG T - wave abnormality 3(25.00) 1(8.30)
Abdominal pain 1(8.30) 0(0)
Nausea 1(8.30) 0(0)
Dizziness 1(8.30) 0(0)
Headache 1(8.30) 0(0)
Palpitations 1(8.30) 0(0)
Ketonuria 0(0) 1(8.30)
Hypertriglyceridemia 0(0) 1(8.30)

ECG: Electrocardiogram.

F2 SEEEIEKEIRA T R FM888 - 400 mg (253 1258 (% +5)
Table 2 Pharmacokinetic parameters of FM888 tablet 400 mg in the fasting or fed state(x +s)

Parameters Fasting (n=12) Fed (n=12) GMR (90% CI) Individual variation (% )
Ly (H) 2.99 (0.50 —4.00) 3.98(2.00 —4.00) NA NA
Cpae (ng - mL™") 175.57 £89. 51 63.74 £38.74 36. 86(28. 94 ,46.95) 33.09
AUCy_pq(h - ng - mL™") 645. 84 +355. 50 416.28 +245.83 66. 01(55.72,78.20) 22.88
AUCy_, (h+ng-mL™") 698.22 +373. 46 455. 36 +290. 66 67.39(55.70,81.53) 23.21
tin(h) 19.09 +6. 14 20.90 +11.20 NA NA
Vz/F(L) 19 038.75 +9 812. 00 32 426. 14 £20 738. 08 NA NA
CL/F(L-h™") 687. 58 +262. 96 1 084. 97 £399. 31 NA NA

il was presented as M (P,;, — P,..); CI: Confidence interval; GMR: Geometric mean ratio; NA: Not applicable.

oo

AWEFE 1 UAE H A B 27 308 R PRl T S IR K
BRI I il FM888 J1 (400 mg) 2543 1 2 F-AIE 1Y)
R 25 WOR, SRR G 4 2 4T, FM88S (1
Cow AUCy_ T2 AUC,_, UMM (R 5/ 2516 4%
W1k 36. 86% 48.24% F167. 39% , H R i 254 &
U5 R AR T 249 33% ~63% . 1R A 50N B 7Y
UESEZA 25 260 iR SR B R, R s
SR GRS AR SRR . % W R R
FE C ARG 0 11 IR R R s 2 b # ok B, A
LIU 25150 % 325 g 4 nl i 53— AC1 453057 NBOO1
) C,. FFEZ40% , 1fif FM888 i i o8 A, 3 /n H B
Jo W s T e 2 RS T O U R B

R AE LA 1R 25 9 vp o 400, N, R 2505 % &
B g & ol 2K B RN C. FEIR 2 32% , 1L AE,
DS s AR AR BN TT IR G A A R g R
FEWEEE] = R S8k €. F1 AUC FF%2520% ~30% ,
H FM888 [ R A 28t , v] e 5 2504 B 1 =i S i
PERMIRAK A K

B, = B 2 n) 3l 2o S 2% 15 HE s IR 43
W AR A E pH I 75 S ANHE S 2 B s R A
K D2, AT, AR A S R RO O
20% , 47N B I8 DI Re AR 22 7 0 B s A R Y
YER . BRI, £ X6 ACT HE 55 245 9 16 £ W 35500 F 52 4
D AR AT LR Ja B2 R Ak G W i i R 45 25 7 2 %
THRALE L, ERTEEME, S EAANRFF kAR
(41.70% ) fm TAEIG41(16.70% ) , 525 IR A B & i 2
B3R - AR R, T FM888 [y fH
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