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Abstract; Objective
on the pharmacokinetics of a single oral dose of ADCI89 and its

To evaluate the effects of itraconazole capsules

metabolite ADC189 — 107 in Chinese healthy subjects, and to assess the
safety of their co — administration. Methods This was a single — center,
open — label, non — randomized, two — period, fixed — sequence trial,
using itraconazole as an inhibitor of cytochrome P450 3A4 (CYP3A4),
P - glycoprotein (P —gp) and breast cancer resistance protein ( BCRP).
Analyze the impact of repeated administration of itraconazole capsules on
the pharmacokinetic characteristics of ADC189 and its major metabolite
ADC189 - 107. Results  After co — administration of ADCI189 with
itraconazole, there was no difference in the maximum plasma
concentration (C,_ ) of the active metabolite ADC189 — 107 in plasma
compares with ADC189 alone; the geometric mean ratio was 106. 64% ,
with a 90% confidence interval (CI) of 84. 12% —135.16%. The area

under the curve (AUC,_,) and AUC,__ increased by approximately
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42.00% and 47.00% , respectively, with geometric mean ratios and 90% confidence intervals of 142.48%
(120.84% —167.98% ) and 147.25% (123.95% —174.91% ) , respectively. The 90% Cls for all three parameters
did not fall entirely within the no — effect boundary of 80.00% - 125.00% .
concentration (¢, ) of ADC189 —107 was 4. 00 (3.00 —4.00) after administration alone and 4. 00 (3.00 —12.00) h
(P>0.05). All

adverse events (AEs) during the trial were grade 1 or 2, resolved spontaneously, and the safety risk was controllable.

The median time to peak drug
after co — administration; non — parametric tests showed no statistically significant difference in ¢

max

Conclusion When ADCI89 tablets are used clinically with a strong CYP3A4 inhibitor, no dosage adjustment is

required for concomitant use.
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T AT VR IRCE R E RO R g R Y 2k B I
TR, Ye kot R R, B ol R B R VAT .
5 T A 2H 20 ( The World Health Organization, WHO )
8 REREAEZIAG 300 ~500 T3 FRESR B R 29 ~ 65 J7
WA AR AT T TR E U 7 30 i 3, 2021 4F
[ K 66. 8 TT L, BET- 4 N 52023 4R &
Joa 1278 Ji ), 58T 70 N, R IR R FBET Z 500+ 2
906. 6/10 J5 1 0. 005/10 J7°) . 2557E 7 I8 14 i i A1
TRYT AN AT BB A8 It S I A T Y e A ik
{3t S 75 27 SR A T 55 ) A AR O 5 | S O R, TR Ik
PO 259 78 It JE% 3 31 B A b S R T TR AT AR
O HHT, A RESUR R L M2 B T
il DA 28 S BRI 1) 00 O 320 M2 B 4 5
N4 MIBERE AN 4 M 2, SO R 30 8% 3%, L2590
RUR S # L™ Mg s FRAHM 70 an e =4t 45,
it 2 iEd AN A R BE 3R 25 AN B, 2017 4 WHO ASHESE
P P, PR A H ) F RO s . B,
FER HT BUAE T AL Bt s 2% B 25 4 0 7E JE B
ADCI189 J& H 5 24 &7 A YRR A R A /T & —
FEHN 2y, B0 P I B 1 3R G IR M B 1 ( polymerase
acidic protein, PA) AL, 14 A 411 3 LR AR S A B
BERICR , IUAUAE b [ R i R 5, T R B 2 Y
TUERIRTT o AR B TERZ CYP3 A4 s il 7] (f
ity BREAE ) 7 v ] i i 37 3 H 6 B 1T il ADC189 J
HARH 9 ADC189 — 107 25X J12- 52, LA N
ADCI189 iyl R ARt S % |

I RENOE LW pr

1 HRMEK

AT BRI E T3 E Sz PAFFERE (hip ./
ClinicalTrials. gov ) 5 W, T & £ (£ £ 5 K
NCT06589635) , [m] i 3k 75 i 36 = B R 27 55 — Kt )
= B i PRFFEAC 23 51 23 L , (R B4t 52 (2024)

164 5, Fify 2 HE BB MR

MNFRAE  AEFNH 18 ~55 % KT & 45 4L
(bodymass index,BMI) 24 19 ~26 kg - m > fRE ikFR
HLifi 2 50 A R AR IR A2 10, A B4 38 G R =0
AR ] SR IR 245 )5 6 A~ H ™k AR 25 ke 2

HegrdrRAE 3 N H NS HAlA e 4 N T
A BRI 2R M REAR 2450/ 4 b/ HEE R R R B R 2
Bl AT R GE M 5 MBS AE | JH 24 Bl 2 i
2 JETHRN AU/ WFL SR I PRI ME B G
2 HEaRFI SR

ADCI189 H Hitg . 4 F 45 mg, it5 . FP276911 —
P23001, [ iff £ 4 B2 254 FR A m) 4 57 A8 7 F R i
b B 1 i 2, B A% . AR 0. 1g, it 5 : PCJ6982/
PCJ719 , it #E 305« [E 24 S H20020367 , 74 *& 47 £x i
A BRAF A,
3 SHEEHAFESNHERE

WF5E A B TG R AR R L 5 R T L T A
R BT 8 1 J8 M. DI & JERAE T ok 0k
ADCI189 A 45.00 mg,240. 00 mlL 7K 3% il ; &5 2 &34
WUE 21 d J5, D22 & J5 37 B 1 R O gl s i
0.2 g bid, %525 A B (12.00 £0.50) h,240.00 mL 7k
%Mk D23 ~ D25 B 48 5 a7 B E IR A R s fie
0.20 g qd,240. 00 mL K%}k ; D26 75 LIRS T BRI
it ADCI89 F- 45.00 mg + fFt i HE Mk JiE # 0.20 g,
240. 00 mL 7K 3% il ; D27 ~ D39 KL |48 J5 ~7 B 11 AR A i
JEME I HE 0. 20 g gd ,240. 00 mL /K% R

A 3243 TR L B8R BB R AT AR R A
YRR AE SR b R KA 22 T30 BR B, AR R K
VEEMEWR, B B A EE 5 B UCR AT 2 1. 00 mL3E
Z. A ZIRE T D1.D26 452510 h( 452551 1.00 h
W) M4 25 )5 0.50,1.00,2.00,3.00,4.00.5.00,
6.00, 8.00, 12.00, 24.00, 48.00, 72.00. 120. 00,
168. 00 ,240. 00 #1336. 00 h % ifi, 4t 34 A4~ SF 1fi 45, 45
UCREEA M2 4. 00 mL 25 5 AL AN/ FERRETPLEE R 1M



Chin J Clin Pharmacol 109

Vol. 42 No. 1 January 2026 ( Serial No. 447)

B R S ~ 8 YRS, T UK & T % H K
B, HT ADC189/ADC189 — 107 Ifi 243k B £l
4 T E

BIBFMHE A M5 0.50% HERAN10.00 mM HIERER
FI7K %5, B AH: 7 0.10% B R 1) LG 7 . HEAE &
5.00pL, i 0. 65 mL - min~', ACQUITY UPLC® BEH
(2.10 mm x50.00 mm,1.70 pum) #7545 C,

FOE&MHE  (+) Mm% E FJ§ (electron spray
ionization, EST) , #1542y 22 B 7 s 62 2 ( multiple
reaction monitoring, MRM ) , %€ & 43 1 & T X : m/z
573.1—m/z 248.1 ( ADC189 ) F1 m/z 577.1 > m/z
252.1 ( ADC189 - D5); m/z 485.1 — m/z 248.1
(ADCI189 - 107 ) 1 m/z 489. 2—m./z 252. 2( ADC189 -
107 -D5) .,

FEAAREE R TR A 2 5T, B I AL
50 LAz FIAE AR A INA S (LK 50 pl) 2
96 fLtk Hf, INA IS = C 50 L[ WA FAE & AR
MG/ K (11 ,0/v) W 50 pL ], A EIR & 2 min J5,
BRI CNE 300 pL, %l G 10 min, # 5
P14 000 r » min~' 7E 4 CAFTF .00 10 min, B |
THBOMA 2 55 —Fr ey A & 0. 10% W IR K/ 2 N
(8:2,v/v) VW 130 uL 19 96 fL#k . W g iR &
5 min, 4 000 r » min~" 7E 4 °C &4 F 0 10 min,
CE T H SRR 4 CUKFE N R 3T o
5 GitzscE

25C3h F12% 53 %1 F Phoenix WinNonlin 8. 3 #%{4:,
HoAt 70 B T SAS 9.4 B4 Hr o 150 25 2R 22 Tl
BYEGEIT 3T o € FEAR PR A Y bR 22 5
B RAE e/ IME, THECRORN A R G 0B A4 43
FL I 95% R X [A]

# R

1 ANOZFHHE

AW 5O B fi e 323, A ik 16 fii], Forh
BNE 12 1], Ltk 4 il 16 19152380 1 R DUE ; AR
(33.70 +8.30) % , fRE H (62.60 +£9.60) kg, & =5k
(166.10 £9.50) em; R R B8N (22.60 +1.90)
kg - m_zO
2 HRFAFE

A 3L 16 Pl f R Z i 2 a2, T R
BORGE . A I g T ADC189 K H A
ADC189 - 107 ph I 254 E . SR, 1T ADC189 FE{&k
N2 PR HL iz 1) R G A, e RUE 2459y 4 1 24
JEAEPTA RAE ST € T BR (lower limit of quan-

tification, LLOQ ) 84 T AR, 8Tk 153 ]
SN 1S W, Rt TR RETH
FEGEHACE ADC189 - 107, {545 R 5 ADC189
oAl RAIEST P 25103 f g A R 5

ADCI189 Ft i FH A & il R 25 24 )5 1 3
ADCI89 — 107 fy~F- 24 25 if il £, DL I 1. i [ R 0,
ADCI8O Bt & il 3 me 25 24 J5, 7% AR 3 7=
ADCI89 — 107 F)iF B AHEH .0 , R SOR A W s 284k
3 HR}IANESH

ADCI189 #uph il FH 5, L3¢ th ADC189 — 107 1)
C.. N (69.01 = 27.29) ng mL™" 1. N
4.00(3.00 ~4.00) h, AUC,_, F1 AUC,_, 4% % H
(3 398. 66 +845.39) F1(3 692. 83 +931.47)h + ng - mL ™",
t,,  (98.69 + 24.63) h, i [ % (CL/F) K
(13.10+3.98) L - h™', ZFM A M AR (V/F) K
(1 825.47 +530.47) L, V-4 B B[] 47 (82.00 + 11.38) h,
W1,

ADCI189 4 h BEmk 25 2% J5 1L 2% ADC189 — 107
W C,.. N (70.47 +21.99) ng - mL™", ¢, N
4.00 (3.00 ~12.00) h, AUC,_, 1 AUC,_ . 4% %l K
(4838.59 + 1 160.59) h - ng mL™" Fl
(5450.24+1373.30) h - ng mlL™", 1, N
(122.25 +19.00) h,CL/F 4 (8.97 £3.26) L - h™',
V./F 5 (1 526.49 +343.89 ) L, 3% ¥ 84 B (] Ky
(90.41 £10.17) h, W1,
4 AYEEIERADINER

TEAMESR H, ADCI89 119 1 24 ¥ B B4 A 2 A 3Z
FR a5l 12580 ik, ADC189 [ 25 #H &
VER 0T B 1, AES BRI 2 RABA S5 7 L

120<‘ -©- ADCI89

-V~ ADCI89+Itraconazole
% E

0 T T T T T T T T T 1
0 24 48 72 96 120 144 168 192 216 240 264 288 312 336

t/'h

1 ADCI189 BE4- /il FEms F1 ADC189 Fa 2l J5 ADC189 - 107
PEJIMAARE () — IFIE] (o) 2R AT
Figure 1

following administration

=)
S

Concention/ng mL"!

w
=

Mean plasma concentration — time profile of ADC189 —107
of ADCI89 in

itraconazole and ADC189 alone

combination  with



v T R 25 PR gk R

A2 ML 2026 4F 13 (SR 447 1)

ADCI89 It 4 h Bk 25 24 J5 , AH 4% F ADC189
IR, il s PEAC ™ ) ADC189 - 107 | C,,,
TEGL it 122 K I g it 5 3, L ¥ {E iy
106. 64% ,90% ‘& {5 X [a] K (84.12% , 135.16% ) ;
AUC,_ F1 AUC,_,, /3-5II34 %y 42. 00% F147. 00% , JL
8 b AE S H 90% & 15 X (6] 43 51 Ry 142. 48%
(120.84% , 167.98% ) F1 147.25% ( 123.95%,
174.91% ) ,3 & 1Y 90% CI K 52 4= ¥% 78 f Pk 57 1Y

WA RN, ADCI89 FUph Ik I J5 d5c i WL AS R g
{4 (adverse effect, AE) ( &3 >10. 00% ) > IfiL JLER EF
Thies 18.75% (3 44il/16 f51]) ; ADC189 Hi-F il FRemh 25 24
J5 iR WL AE (AR > 10.00% ) S 2F 4E 5 i R
16 12.50% (2 /16 51]) o 55 W [R) A& 2B 1) AE ™5 2
JEX R 1R 2 9%, BT A AE 7e o T O N 468 B
PRS2 A XU AT 458, D3k 3. IR, ADC189 B
P R 265 245 J T 2 P R, 4 U P4

80.00% ~125.00% JCRN N FEE N, WK 2,
L AES BRI SS 12713, ADC189 FLf il FH AR 75 [
i e e 25 25 )5, L3 ADC189 — 107 14 1, 43 5 K
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Table 1 Pharmacokinetic parameters for ADC189 — 107 (x +s)

Mean( % CV)
3 =2
4.00 (3.00,4.00)F14.00(3.00,12.00) h,%F 2 415 purameters YT YT PT—
B M3 h ADC189 - 107 (1) ¢, HATAE S BUR 5 , 45 (n=16) (n=16)
REW 2 HZREW 1, G FER G EE () 4.00(3.00 -4.00)  4.00(3.00 -12. 00)
Cou(ng - mL™") 69.01 £27.29 70.47 £21.99

X(P>0.05),
5 ZEMITM

AUCy_,(h - ng-mL™") 339866 +845. 39
AUCy_,, (h-ng-mL™") 3692 83 +931.46

4 838.59 1 160. 59
5450.24 1 373.30

Z%é‘fﬁ;"ﬂzm%:zfﬁ,ADCIS9 $5§E§Fﬁﬂjﬂ%/ﬁ\ﬁalﬁ t1,, (h) 98. 69 +24. 63 122.25 +£19. 00
TN A, (17h) 0.74x1072 £0.15x1072 0.58x1072 +0.10x102
FRIEZS 25 J5 AN B AR R A 5 4 0 25. 00% (4 31/ V,/F(L) 1.825.47 £530.48 1 526.49 +343. 89
16 ) , 25 A BN &k A= %51 31 R 18.75% (3 fil/ CL/F(1/h) 13.10 £3. 98 8.97 £3.26
16 f5]) Fi1 12. 50% (2 /16 f5]) , 5148 18] To ™ 8 A B MRT(h) 82.00 £11.38 90.41 =10. 18

* . Median ( min — max).

SFAPFRIFEE YA RSO 5 OGS SRR 1A LSRN

®2 FEANE IS EA A EAE I3 (ADCI89 - 107)
Table 2 Drug interaction analysis of primary pharmacokinetic parameters ( ADC189 -107)

ADCI189 + interaction ADCI189 Geometric mean 90% CI for geometric
Parameters n
geometric mean geometlric mean ratio (% ) mean ratio
Cpo(ng - mL™") 16 67.35 63. 16 106. 64 84.12 -135.16
AUCy_,(h - ng - mL™") 16 4 686. 19 3 289. 07 142. 48 120. 84 - 167. 98
AUCy_,, (h-ng-mL™") 16 5 256.24 3 569. 66 147.25 123.95 -174.91

RI ARFELALS

Table 3 Summary of adverse events

ADC189(n=16) ADC189 + Itraconazole(n =16) All(n=16)
ltem Incidence Incidence Incidence
Instances  Subjects Instances  Subjects Instances  Subjects

rate (% ) rate (% ) rate( % )
Adverse events 6. 00 4.00 25.00 4.00 4.00 25.00 10. 00 8.00 50. 00
Adverse reactions 4.00 3.00 18.75 2.00 2.00 12. 50 6. 00 5.00 31.25
Serious adverse events 0 0 0 0 0 0 0 0 0
Serious adverse reactions 0 0 0 0 0 0 0 0 0
Adverse events leading to discontinuation 0 0 0 0 0 0 0 0 0
Adverse reactions leading to discontinuation 0 0 0 0 0 0 0 0 0

Total number of subjects in the safety analysis set for each group; Instances: Actual count of adverse — event occurrences; Subjects: For each preferred term a
subject is counted only once, regardless of how many times the event occurs; Incidence rate: Percentage calculated as ( number of subjects reporting the

event)/(total number of subjects in the group) x 100% .

ik RNA RAREC A — B8 ) 1 25 W s
B3 ANIELLEL, 4 2 PB1 PB2 fil PA' ) ELE

UL 75 (9 A% R (ribonucleic acid, RNA) K ybs T gt 2 — AP 5k PA $030 500 (9 /1N 437 i
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g4, NIl CEN 3% 1, I B Z& 40 5 # RNA
Sl ORI 5 2% [ 4 24 Wi ) ( National Medical
Products Administration , NMPA) /{25 ¥ A1 5. /E FI Bt
FERARSE T ) (AT ) 5598 1 b AH O 125 HE Y 22
R ARG BT AP ADCISO H- 55 {7l
JECBERH HAE TG X5 25 i 2530 1 2 052, Oy /B
B 24 R 21
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HEES) A MRGE " . ADCISY - 107 FHEL
62 P450 3A4 ( cytochrome P450 3A4,CYP 3A4)
G, HLATREN P - BHEE 1 (P — glycoprotein, P — gp) Ji§
Yy s Bl WA Dy CYP3A4 (P — gp FI FLARIE ) 25
4 H (breast cancer resistance protein, BCRP) f Z E il
il 70, 3d ) CYP3A4 A A ACIHE BR JF AT Db
P —gp SMHE, 33 ADCI89 - 107 iy AUC 4 fin 24
42.00% ~47.00% .t,, FEK (98.70 h vs. 122.30 h) &
THBRHEFEIR(13.10 L - h™'es. 8.97 L+ h™') 3 fy ML
PR/ B CL R E U, A EAE ]
B R 2R Y H B W F 0T — 2, HE &
ADCI189 1 5 5i 4 4=t AW % A MU % 2 8
PG IR A Ay TG R R S, SRR I R FH s TS e
R, R, — I & R [ 2 HE s 25 ) (ACT —
1004 - 1239) BFFEER AL T SCHESC R, G RIS 5
Bt BRI TS AUC RIE 3G 2y 2. 90 %, (BT 58
MR ZE AT, I A DL S5 291 v LTG5 VA 8 51 &,
SefilE A S T ADCI89 ki .

25 BT FE I R ] ADC189 5 CYP3A4 5
0] e i RREmE 55 ) G FH I 0 R 5 A
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