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WE. B 54T CYP344%4, CYP3A4%18,CYP3A4*1G £ W45 b % A AT 2B A e 75 2R £ % £ (RA) Wb R I7 A% 2 5 R B RS
(ADR)#9 & m . Fik  SRIRE R AR %954 2020 4 2 A £ 2022 éﬁ 8 A& RA B 309 #1414 RA 40, T A MR se k5 4,4
B 2R, HR 5mg, 2897 6 A IR 269 4 BRABE 165 41 4F g b FEAL R R SRR G- B4 R (PCR) A48 CYP3A4%4,CYP3A4*18,
CYP3A4*1G 3L F A5 5 % A0 AR 48 £ B KU 5 F 4 (ACR)H13T 49 ACR20 A /B - M 46k A 6916 R T 2L, VAR & 454 ACR20 472,
B RA BE o A& (181 #]) Fa R E4 (128 #]) ;483857 B0 RA &% 53e kA 48X 69 ADR, R A Karch #7 Lasagna % & i%
HERREAZ VAR EXAATHEAFT T RTHATE, ¥ RA BE 5 A ADR 4(58 #)F= L ADR 22(251 #1) E5R  RA ZAAfesf
ML B 69 CYP3A4*4,CYP3A4*18,CYP3A4*1G AL 5 S AR LB H L F(P>0.05) REAF KRR EDLEH O RIBEDEE
%L%(P <0.05),CYP3A4%4,CYP3A4*18,CYP3A4*1G KA WA 5 5 SR ALREFZ7F(P>0.05) ADR RR AL A Z R TR F

WO ARG HIL R PR ARG ik R Y, o R K A 27 B 11 47 4.5 4] 3 %) ADR B E AR E A 51 6], B 7 %] ADR
éﬂﬁn)& ADR 48 & 445 CYP3A4*1G L B4 6 5 A2 F 2% (P <0.05),CYP3A4%4 F2 CYP3A4*18 42 & S A MR EH 2 F
(P>0. os)r_nm" CYP3A4%1G A B 13 4 @'rih%ﬁ%*gﬁ#ﬁ;aﬁ RA % ADR A A8 % M A8 B3k 0, B 5l & &6 CYP3A4%1G
KA E S AN, LB AR T RIEAH LA,
*ﬁiﬂ:émb@%& P450 B A B S & % Ak R B ERUR R Y ARG BB R R AR

Effect of CYP3A4 Gene Polymorphisms on the Clinical Efficacy and Adverse Drug

Reactions of Tofacitinib in the Treatment of Rheumatoid Arthritis
WANG Qin,JIN Zhihua,CAl Liangliang
(Affiliated Hospital of Nantong University ,Nantong , Jiangsu,China 226001 )
Abstract: Objective To investigate the effect of CYP3A4%4,CYP3A4*18, CYP3A4*1G gene polymorphisms on the clinical efficacy
and adverse drug reaction (ADR) of tofacitinib in the treatment of rheumatoid arthritis (RA). Methods A total of 309 RA

patients admitted to the Department of Rheumatology and Immunology in the hospital from February 2020 to August 2022 were
selected as the RA group,and they were given Citrate Tofacitinib Tablets twice a day for six months with 5 mg each time. In the
same period, 165 healthy individuals were selected as the control group. Fluorescence polymerase chain reaction (PCR) was used to
detect CYP3A4#4, CYP3A4*18, CYP3A4*1G polymorphisms. The clinical efficacy of tofacitinib were evaluated according to the
ACR20 criteria issued by the American Society of Rheumatology (ACR), and the RA patients were divided into the improved
group (n = 181) and the unimproved group (n = 128) based on whether they met the ACR20 criteria. During treatment, the
ADRs related to tofacitinib in RA patients were statistically analyzed. Karch and Lasagna assessment methods were used to
determine the causal relationship, RA patients were divided into the ADR group (n = 58) and the non — ADR group (n = 251)
based on causal relationship to determine whether it is positive,likely,and possible. Results The differences in CYP3A4*4,CYP3A4*18,
and CYP3A4*1G polymorphisms between the RA group and control group were not statistically significant (P > 0.05). The
difference in RA disease activities between the improved group and the unimproved group was statistically significant (P < 0.05),
while the difference in CYP344%4, CYP3A4*18, and CYP3A4*I1G polymorphism between the two groups was not statistically
significant (P > 0.05). ADRs involved laboratory test abnormalities, skin system, digestive system, respiratory system, and blood
system, with twenty — seven cases, eleven cases,seven cases, five cases, and three cases respectively. There were fifty — one mild
ADRs and seven moderate ADRs. The difference in CYP3A4*1G polymorphism between the ADR group and the non — ADR group
was statistically significant (P < 0.05),while the difference in CYP3A4%4 and CYP3A4%I8 polymorphism between the two groups

ELWB:ER AR FLAL[81900528 it R B F A - RIEERSGFEAHTR A [Q202130 ]t R AR A ERF LM E
IR 2 - B 2% ERAAT AR B [JY202133,]Y2022417,

E— R ZH, 8,0+, AT T @A ERSF, (R5)0513 - 85052822( % 15 # ) wangqin@ntu. edu. en,

CEEEE I RER, S ML ZEHEN R @A ERGF, (85)0513 - 85052230( & 515 44 ) cailiangliang10@163. com.

48



202444 A S H 33455 7
Vol. 33,No. 7, April 5,2024

¥ %

China Pharmaceuticals

HFRE-
Pharmacy Articles

was not statistically significant (P > 0.05). Conclusion There is a correlation between CYP3A4*1G polymorphism and the ADRs

of tofacitinib in the treatment of RA. In the clinical use of tofacitinib, the patient’'s CYP344*1G gene polymorphism should be

monitored,and the dosage should be adjusted if necessary to ensure medication safety.

Key words:cytochrome P450 proteins;gene polymorphism;tofacitinib;rheumatoid arthritis;clinical efficacy;adverse drug reactions

BRI R (RA) LIS P71 59 A8 g 2
I PRI, 5 AR S A RGRYT , &5 IR 5
B E 5 D) RE A, 0 AR AT B B, L 2 S
OB R -2 3R E R A EGE 400 5 4, H Bk R
B Y RA B FIRIT 259 £ 2 K2, R il
254 AR S RPT R 25 K A A 1 H A 25 5 R
AT 2B R 1 10 IR R, 1 R A 0 R e
il Janus JEF (JAK) 38 % , AT BELT 22 58 2% X 19 45
S Lo Im RIS R W FEIE A RE A AR YT RAL L
HAE T 08 97 SO B T 5 Tiid 32 55 ) o
WERS Y B RA SREDT -8 HE B A T 5 RS B
At 2 f o A7 1 BT AR 25 5 L 38 B R R1IE T A H
E AN i A B 0 3E T T MR R G VA A, H A
T I AR, B B JEN R 25 #an S ok
220 5 I A] b p 4 O O FEVE R A A 4 0T 11 IR A 4 R
FEZ) R T4% , TER N 2 70% 2 FFREACISE , 76 T B 9 A AR
1 3 R 40 (2 K P450 i 3A4(CYP3A4) A&, A /b
T4 CYP2C19 M3 FE AT TEAR N A 2L 8
PR B B 51 & CYP3A4 L[ 2 85
AT | i AR T P 3 PR S DA T T RE B e 4R 1 A
97 RN 2 B AR B (ADR) 1100 B 1 CYP3A4 B4
¥ R 22 A5 P (SNP) A A5 A 20 4, v 5 vy [ Ui
N M G ) SNP i A5 FE 2 CYP3A4*4 A13871G
(1s55951658) . CYP344*18 T20070C (1s28371759) .
CYP3A4*1G G20239A(1s2242480) %% , L) I 31~ SNP i 5
B — 2 52 R ARG rh PR B BAR AR T T 34
SNP v 55 CYP3A4%4 ,CYP3A4*18,CYP3A4*1G F [N £ 45
PEXTHE A IAYT RA I PRI T RO ADR Y5200, AT E
mr,

1 #EREHE
1.1 —@&ER

Y AHRUE 456 2009 4126 [E XN Bh 25 11T 1 RA
Il ARI2 Wb L1205 R R DU 5 L6 A v [ o AR 98
RREREAOHE G S0, BEEEANERZE,
FERE MR A R AN S A R R A AN i 7
B JEE IR T A T A .

HEBR AR AE : 34 H N Ez 32 S e I G 97 5 [ Bt
FHERAL CYP3A4 155 T30 S i &L CYP3A4 4| 57 5 5 J
At XU B 28 5995 5 4 A0 3O sl W 2L 30 5 & D g
e L A PRI i M ILAE R 5 9 A5 5 T ) A

DUJREA 4,

Joa 51 BE $E 5 A 4 - 2 BRAR B KU fe 2% B 2020 4F
2 H % 202248 HWUAR RA 3% 309 iI/E  RAZL, 5
T B[R] 09 A £t R ATE 165 4 R Xt BE 4 O RA 41, B3
126091, Zc 183191 444 31 ~ 69 %, F-14(52. 40 + 10. 17) %
X AL, 5 68 9, Lr 97 il 5 AF % 30~ 68 %, F-1
(51.8 +9.7) % WAL FE X — M AR 8, 25 5
GiiteFE X (P>0.05), HA ek,
1.2 XE5RG

A% : NP968 — C HUAZ R #E HUAX , 42 1fi. DNA & [H 41
PEWOAHR &, 0 B V& R ERHE A BRA R 53730 XL
RIS i A S &N (PCR) X (3€ B ABL/A A ) 5
Biospectrometer % 58 41 0] UL 43016 31, D30 BUA% R iR
F ARSI, #4700 [ 7 = Eppendorf 23 &) ; HSP92 1T 1 B
P NI (5€ 5] Fermentas 23 7] ) ; PreMix Taqg DNA R4
fif# (22 [ Thermo Fisher 2Y#] ) o

iR 2y . Joh% e i 7K (22 [ Thermo Fisher 23 ) ) 5 ¥ %
FRHE R Al (TE KK 245 Ml 48 A1 R o IRk o 24 BR
2y, HES 23 9 191008112, 200623126, 210224124,
210927126,220114113, Hi4& R 4EH 5 mg) .
1.3 FHik
1.3.1 &Rk

RA 4185 T MR IR B 1585 A i B A [R] 57 4 1Y
208 R UK A BRIRES 4k K D, M ERIAR YT o H
o MR RRFC A B H 29K, BEIR 5 mg; FH A MERS B
JA TR T, 5 me s RFOKFEEEH 1, K 10 mg; ik
FRES H 1R, BRIR 1.5 g 4EE R Dy H 1R, BK 125 TU;
R A FE LUK, BEUR S m, RO Y 20 R4 U H iR o 2
HRIT6NH .
1.3.2 RKIF&E

FRACRAE R4 RA AURT HRZH S IO H K .45 2 mL,
THT M, A EDTA - K, Bt B2 RIME N, & 4 C
UKFEIRAT, RR

DNA $2HC: R WG R 2 A sh 3 4 1 DNA KRR 4
JUAg SR & U R L A SRS SR FL K A
T DNA J& 75 42 B e # , 5R FH 20 A0 ] UL 43 SO BE T 4a
DNA ¥ B R4l BT #5745 Al & FE i An e, S B 4T
Ji SR ARSI AL R B - 20 “CORFE IR AF o

CYP3A4 FEH A 5 28 0 DBt R A
Primer Premier 6. 05 |95 5450, FE A 5 195 41 L
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2 1,2)PCR AR R o S AR 7325, 0 L, A 45 i 48
KBERZFE = WM (ANTP)2. 0 WL, 10 X PCR ¥ 14 2% nh i
2.5 uL, 10 pmol / LYK EE R iiF51445 0. 75 wL, PreMix
Taq DNA B4 3. 0 wL, B[4 DNA 2. 0 wL, Jor iz fit}
JKEAZ 25.0 wLo3)PCR U™ 14 4 {4 .95 °C 19 25 1k
5 min;95 ‘CA5PE 30 5,60 “CiB k30 5,72 ‘CHEfH 30 s, HeAF
40K 572 "CHEAH 2 mino4) LUK ST 730 Y 08 2. 0 L
FELARI P Y BT A AC 5. 0 L PCR Y347 M1 , 37 “CliE I
WEE 7 h, N 2% BB HEEE L HEAT Goldview Y4 {f,,250 V Hy,
FETN HLUK o BHAPE 7= i B R ) B R A R w0
¥, % H Chromas 2. 6. 5 8444 %F K & P 9 047 Lo o047
FFaf e R
*1 EE3IMWFF

Tab.1 Gene primer sequence

AR HE 31! P& (bp)
CYP3A4%4  E@:5 - ACGTTGGATGACTCTAGCCTTTTGGTCCAG - 3' 210
R81:5" = ACGTTGGATGGTTGGAGACAGCAATGATCG - 3'
CYP344#18  Ef):5' - ACGTTGGATGCTTTCCTCTCCTTTCAGCTC - 3 388
R):5" = ACGTTGGATGCACTGCTCGTGGTTICATAG - 3'
CYP3A441G  Ef):5" - CACCCTGATGTCCAGCAGAAACT - 3' 287

R85 - AATAGAAAGCAGATGAACCAGAGCC - 3

1.4 iﬂﬁ?'ﬁ‘ﬁ S5 HIEIRAE

WLZEFE A5« 1) I KT8 bR 2l 38 15 00 o 43455 I Jik 56 19
. Fﬁﬂéwﬁ( JRAREINE[R] | B2 U PEAS B 5 AP 43k
(VAS) P4 BB DAL VAS PE4Y fi BRI 7] 25 (HAQ)
PEOP 0 2) SR B AR AR o L4 I A R L C R B ER T
LU TR T DI RE SR 0 3) et G R
) RA 241 f8 35 IR HFE 85 A1 5 A9 AH G ADR A A1 O
ADR W™ B Loy MR B R ER R 3 NSRRI R
FH Karch Lasagna PERE R ADR YRR OC R A E

AR A] HE Sk AT EE s g o e RS
HB%HT iE 3 éﬁﬂ’ﬁﬁ ADR #4322 52 Mol , DL IX 7y
ADR J& HALEE A 5 R, miEE b R ik 25975 1 . 3 BL4E
ARG ADR 1Y RA R H 99 ADR 4, At 3461
BAHISC ADR 19 RA B9 A JC ADR 41,

7 RCHNE - R 36 [ KNG 7 27 23 (ACR) il 1T Y
ACR20 bR #E2 194l o FF A ACR20 bR il RIS k36 5 ] 22,
HARBGEE
1.5 ZitEsE

K HISPSS 26. 0 e i 2# 500 T T I BERHL X £ 5
TN AT ¢ KB 5 B R A TR B AR 43 AR il 2 Hardy -
Weinberg -7 >R FH x2 K6 56 5 2H 5] %) 35k PR 76 15 4 A7 Bk [R]
TR H AR P 0 5 5 DR AU Ay 3 2H 55040 04 43
Kruskal — Wallis 6 56, JE PRI #8142 41 80408 1% 23 B 2%
Mann — Whitney K P<0.05 NESAS T2 Y,
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2 #£R
2.1 EFENLE

RA 4 F1 X} B& ?E 1 CYP3A4%4, CYP3A4*18,
CYP3A4*1G N 5 2B R E 255 (P>0.05),
CYP3A4 FEPH Y 3 A7s 5 85 o7 JE PRI LU LR 2.
R2 RAAMMBAERE CYPIMEFRBESHELEMERRE

begz [ (%) ]

Tab.2 Comparison of CYP3A4 genotype distribution and allele

frequency between the RA group and the control group

[case (%)]
AR RAZ o R4 Ya  PHE
CYP3A4*4  ARA AA 304 (98.38) 162 (98.18)
AG 5(1.62) 3(1.82)  0.045 0.831
GG 000) 0(0)
FEARME A 613(99.19) 327(99.09)
0.045 0.832
G 5(0.81) 3(0.91)
CYP3A4%18  ERA TT 296 (95. 79) 156 (94. 55)
¢ 10(3. 7(4. 0.380 0.827
cc 3(0.97) 2(1. )
SREERMAE T 602(97.41) 319(96.67)
0.204 0.512
¢ 16(2.59)  11(3.33)
CYP3A4*1G  ARA GG 194 (62.78) 115 (69.70)
GA  97(31.39) 43(26.06) 2.335 0.311
AA 18(5.83) 7(4.24)
EEARME G 485(78.48) 273(82.73)
2.423 0.120
A 133(21.52)  57(17.27)

2.2 CYP3AM EESHMSIRKTFHMXER

FRPE 7 ROEA 45 5, 181 ] RA BB 9 A B4,
128 40 A K35 40 o B H AR Pl 3% 2 RA FR AR
SEIE S 2E R B (P <0.05),1M CYP3A4%4,CYP3A4*18,
CYP3A4*1G RN 2B T E 257 (P>0.05),
IR 3,
2.3 ADR Z41EHR

ADR A, RERSC R HE M 7 9 1 AR AT 6E 37 451, 7T
AE 1241 ; ADR J™ S FEE 2 5100, vh B 7 4] T W3R 4.
2.4 CYP3A4 EEZEME ADR HIXFE

ADR 4 F1TJC ADR 418 3 (1) CYP3A4*1G HE PR AL A5
ZEM2ZEF R E(P<0.05),1M CYP3A4*4 F1 CYP3A4*18
SR 2B R E 2R (P> 0.05) 3E &S,
3 itig
3.1 CYP3A4 EFE I SERF

CYP3A4 L ¥ 91 52 42 2AIL, & & L AE W 12 52 el il
V)RR B 3PS B AN X W) 2 AN e [ P e o
R 7E Y E DU B TP AEAE 2 25 01 AT e S e il
P 19 CYP3A4 3t A {7 /5 A CYP3A4%4 A13871G,
CYP3A4*5 C15702G, CYP3A4*6 17661del, CYP3A4*18
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R3 WEAMKYLEHEE—MILS CYPIAIERRSHILE
Tab.3 Comparison of the patient’s general data and CYP3A4

genotype distribution between the improved group and the non —

*®5 ADRAFTADRAZE—MAELS CYPIA4EERINMHLILER
Tab.5 Comparison of the patient’s general data and CYP3A4
genotype distribution between the ADR group and the non —

improved group ADR group

58 KEQ AHEA Ci Pl 58 ADR4L FADR 4 Ch Pl

(n=181) (n=128) (n=58) (n=251)

=g A (%)) B 80(44.20)  46(35.94) —fAH (%)) % 21036.21)  105(41.83)
% 101(55.80)  82(64.06) D0 % 37063.79)  146(58.17) P
£ (X5, %) 51621142 53.48+10.07 1,480 0.070 F#(Xes,%) 53,06+ 11,97 52.20+10.31  0.555 0.290
KRERH N 25, kg/ ) 21314250 20.86+2.83  1.469 0.071 KREHE(N £5,kg /) 20.75£2.30 21.18+2.90  1.055 0.146
RAFA (X £5,%) 6.39:3.14  6.80£3.73 1045 0.148 RAFA (X £5,%) 6.97:3.49  6.5123.62  0.878 0.1%
R FEN 5 428(DAS2S) 3.89£1.78  420£1.92  1.507 0.066 DAS28 4 (X £5,9) 430162 3.98+1.9%4  0.182 0.428

F (X 5,9) BRENELH(%)] & 18(31.03)  64(25.50)
BREDEH(%)] & 59(32.60)  23(17.97) 26(44.83)  95(37.85)  3.281 (0.194

B T5(41.44)  46(35.94) 15.479 0.000 B4 92036.65)

B 40597 59(46.09) AR CYP3Ad4 AA - 58(100.00) 246(98 01)
AR CYP3A444 A 1TI097.79)  127(99.22) [41(%)] AG0(0) 5(1.99) 0256 0.613

(%) AG 4(2.21) 100.78)  0.273 0.601 66 000) 0(0)

66 000) 0(0) CYP3A4#18 T 55(94.82)  241(96.02)
CYP3A4#18 T 177(97.79)  119(92.97) ¢ 2(3.45) 8(3.19)  0.434 0.805

¢ 3(1.66) 705.47) 4335 0.114 LT 2(0.80)

€ 10.55) 2(1.56) CYP3A4¥16 GG 29(50. oo) 165(65.74)
CYP3A441G GG 108(59.67)  86(67.19) GA 21036.21)  76(30.28)  10.168 0.006

GA - 65(35.91)  32(25.00)  5.000 0.082 AL 8013790 10(3.98)

AN 8(442)  10(7.81)

®4 ADRERZEHZSIRKRI(n =58)
Tab.4 ADR - involved systems and their clinical manifestations
(n = 58)

FRAL BlE Mm% I AL (H)

FRER 27 46.55 RARAALBHF(I)RNALRIASESH

BRE BEEFAERIEZIEAL), PR
AT LOX10°/L(9), & e it 3K T

0.5x10°/ L(4) kB E B &G KT R4
iR=16))

EBRA% 11 18.97  RA(8), 4 )

BUARL T 12,07 vRek(4),24:(2) (1)

R AL S 8.62  wk(4),7 %zIXﬁ

Wi A% 3 5.17 3 #(3)

b8 5 8.62 #(3),24(2)

T20070C, CYP3A4*1G G20239A, CYP3A4*22 C15389T
2 AEPERE CYP3A4 JER N 5, CYP3A4+1G /& H
T L 1 118 28 74 36 B g PO A7 o5, At 2 v A 9 3 0 9
Z W CYP3A4 Kt A i & o CYP3A4%4, CYP3A4*5,
CYP3A4*6 1E 1 EDURE AN A BAR MY 5848 32, 28 I
AT T A T A R AR £ FH o) AH CYP3A4%5 Fll
CYP3A4%6 57 E R IGMET 19 , AW 58 o 2 FR TR 85,
FERHe L3R 2 7 AT FE WFFE R, CYP3A4%18

A T E DU B R 2R AR R AR T 10%, IF g5 | Ak
T 5 S A AR 7] CYP3A4#22 J& i Wk
L) 52 W T 1 1 22 AR A FERR IR B P i g AR
R 8%, i AE AL A TE 5 W 7 A B v A 2 A8 R
KU G WFIE B, CYP3A4%22 JEFR N 5. 10 948 - A B
5 | RS S ARt T T R I A P A e ol T 2 T s i L1
T AW FE AR NG CYP3A4%22 FEPR 5 AW AT . BT,
W G SCHR B AR 8 CYP3A4 FE [ &2 25 ME 2 5 X 46 ik
AR N AR A R o A IF 58 H kB CYP3A4%4,
CYP3A4*18,CYP3A4*1 G JE A i, P45 1 V1.5 i b
XU RA B AR AR CYP3A4 JEH 244, %
B2 T HE I 2 A MERHFER A G RYT RS ADR Y521 .
3.2 CYP EEIESIEKRTE

RA S5 FIEFE ARER CYP3A4*4 JE PR R4 H 58
A, G AL RAT RN T 1%; RA 55 g
JETE CYP3A4* 18 11 C 554y 3k H 58 A8 4K T 4% . 1]
UL, CYP3A4*4 F1 CYP3A4* 18 #BJ2& V1. 77 T 18 DUE AR
AR RARMRAG AL 5 RA BB T AT CYP3A4*1G 1 A
S R G A8 R H 20% , S B0 H B B 1 IR 2 4
P, 55 SCHR [20 1435 Y 25 S AH 1000 RA SB35 R B
[ CYP3A4*4,CYP3A4*18,CYP3A4*] G 3 A7 55 £ 75
PEX TG i 3 22 5% 18 RA W &0k 5 b S 28T
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K o B R A A A R A T T B B 2 S I T
CYP3A4*4,CYP3A4*18,CYP3A4*] G K& [F ] 5 £ 25 VE Y
2T R E S UL PR TG s SRR A I
PRIT R AH S, 200 17 3l B2 B AR A8 35 1) 25 )97 %0
U FE A T 3E T AR 5 Bl BE Y RA JR K T
CYP3A4+1G 3R AH G 9E vh 30, 5 8P AR 4l 5 A [h
B, RAR GG R 5 AR Gl T NHE A1 ] IS A% 41 A PN
CYP3A4 mRNA AN I8 i B /D, CYP3A4+1G 3
278 J5 A R 98 CYP3A4 mRNA Ay £ 3k , DA 1 B A%
CYP3A4 ()36 R0 YE SF2UWFSE T CYP3A4 fiff i 4 2k
AENHHETE AR A R MR, 2 B CYP3A4. 1 AR R mT
AT IR IS BR A 2 BRI AT I RA R
A IFEIE A Y R 2 S R SR A H 2 I BRI
5 mg, Fl B KB T CYP344 =16 K [H 5278 2 5 &
CYP3A4FHETEFEAR 7 CYP3 A4 BHE P IF 3 s AR, 46
DA M 240 B A T 1 sl R KO RIS
3.3 CYP3A4 EFEfIH5 ADR

AWFREER R, ADRALUFITE ADR 411 CYP3A4%1G
{7 25V 22 55 53 T CYP3A4%4 F1 CYP3A4*18 3N
PSS TE B3 22 5 R CYP3A4*1G 37 45 %
AR SR A T B ADR G A e . CYP3A4# 16 = BA
WIRETE LAY AL, CYP3AL BTG MEFE CYP3A4% 16 [F
SUGEAR IR R R R AR IS RE 0 | 51 AT AR I
R E TR, &4 ADR B T CYP3A4*4 F1 CYP3A4*18
BE DRI AR 52 78 BRI, IR R MR B B X Rk A
ADR W50
3.4 IEARNAEAXRMRERE

CYP3A4*1G 3 N Z S EFMICEBMIGIT RA MY
ADR A AH G PE 2 B IR B 46 % 8 A e
CYP3A4%1G 3N Z35NE X T CYP3A4# 16 384 4 4 Al
AR LG R RA FB W BER S S BRI o, DASR
TEFH 2542 42 BE AN I PR FH 25 10 2% 76 R0 3 2 15 [ e 1o
506 CYP3A4 g 15 P (19 25 1) R AR £ o ) e s 552 5 250
CYP3 A4 Bl 70 2 0 i FER AR AR AT, 53506
A AR BRI, A /NR RS 25 B H 1R, BRIR S mg;
FIARE- A5 R AL CYP3A4 BiF 5500 £ IR FE 1535 A i
AR, SEETIRE R R W, L2 v fE T EZ
YEHIRE R, PTARCR F s 45 2, B H 29K, B IK 5 mg, BLkE
Ho 5508 CYP3A4 BiFZE 557 [l A A

AW FEAFAE LA R SRy BRA: - 1) ph 35040 B2 Ui o 245 4
L DRSS I, DL R G T 2% 3 v, B A
AHIEFE R BB /D 5 2) A58 R Bprbuc Il R BIF 5T, HL
T o067 Y 53 A8 B4 1K, 1T BB 5% WA AF 9 45 16 B T SR
3) CYP3A4 LN 22 25 E 5 B 145 A1 1 R Y7 R4 ) A OGPk
WFE M FEA BN DF S B AN 7855, T AL s S R A5

52

HAT W35 22 S B R X 5 LSS BT BB AR M 22 o
SEWF ST Y R B B 2 D TSR T
HE CYP3A4 KL K 22 25 X TR A A I R AL S0 5
45 5 AR G 5 DR RS 000 ARG kR A ol 2 v I 5 2R, 4
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