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[Abstract] In recent years, with the rapid development of rheumatology, guidelines for the diagnosis and treatment of rheumatoid arthritis(RA)

and the drug treatment strategies have been updated constantly. Based on the 2018 Chinese guideline for the diagnosis and treatment of
rheumatoid arthritis and combined with the 2015 ACR guideline and the 2016 EULAR guideline, this article analyzed the research advances
in the pharmacogenetics of conventional synthetic disease-modifying antirheumatic drugs (csDMARDS), including methotrexate, leflunomide,

sulfasalazine and hydroxychloroquine. The relevant studies had focused on the research of drug transporter, drug-metabolizing enzyme, and drug

target. The results of the study can be used as a reference for clinical drug selection though verification from clinical trials in large populations is

still needed.
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Figure 1 Treatment recommendations in 2010 Chinese Guideline for the Diagnosis and Treatment of Rheumatoid

Arthritis
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Table 1 Conventional synthetic disease-modifying antirheumatic drugs recommended in 2018 Chinese Guidelines

for the Diagnosis and Treatment of Rheumatoid Arthritis
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Figure 2 Abbreviated illustration of the mechanism of methotrexate
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Figure 3 Abbreviated illustration of the mechanism of leflunomide and its metabolic pathway

2.2.1 ARSI R 25 0E 5 R FORKRIR KK B LEF
AR S R 388 439k I 2% Tl 240 it €2 25 P450 (CYP450) 1Y
W AT71726, CYP450 434 T4 S & 202, e e
T %, CYP450 & — P, W— 2L mEmHH
SeE AT A AR . 184 ik, NS CYP450 & &
BED 18 K, Wi T 60 243 M P, CYPIA2,

CYP2C19. CYP3A4 7t LEF 1t it i A771726 (1) i 2
hOR S EEAERH. BT, CYPIA2 L ZEMHIA
M 72 5% LEF 8¢ M 09— A H 209 0 A 1 A WF5E
1 TE 105 4l RA B % 1 CYPIA2*IF, CYPICI9%2,

CYP2C9*2, CYPICI9*17, CYP2CI9*3 fy # 7 & 15 5%
M) LEF (7 80N R, 4550 235 CYPIA2*1F
CC. CYPIA2*IF A S5 3LH MY 38 & 4= LEF HISCHYBF
PE RN MRS S 9.7 %, 1 CYP2C9, CYP2C19 5t
KIRLFN LEF 098P 6 R A ML 8] ™, S A o0
227 LEF JAY7 I RA 3% CYP1A2 Hil CYP2C19 H:[H
ZAVEXT ATT1726 258520, ZFSEIA T 67
Bl RA (83, SR FH 0 8500 AH € i vk Wi A771726 £33

554 A 2010%4A  H43E A

PPS

M2 s s L5 REWIHEAT CYP2C19*2 FEAHE K Yy i
R AT A771726 IRIEBREESE 71%; AT771726
PRSI PR BE YT RCR G, ATT1726 (1)1l 3% v B bk
5, CRP TFREMBIR, RIMMPTRIEHMIR; ATT1726
(RS A I 2596 B A LEF /)R B RN & AR SR 2Z A 6 R
BRMEER] W HAEWR SR, CYP3A4 JEH Z A
Y5 LEF B9J7 R0 KRB AT R IE3E 70 DL BFgE 3%
Bl CYP2C19 MR N Z ML T A771726 (1)1l 259
&, AT AT BESE I RA 3 X T LEF 3R97 1Y N 22K,
{HRTREF AN MR LEF (9% 4k

DHODH J&—/MADIREEE 1, {7 TARLIARRR A 2R 18 -
A2 DHODH J&:[H J3 41 i fb b s BEARSF, HAFAE 14>
T Aut AR I 800 2 LAY, #5447 DHODH AA %
KR RA R (DG I s . RT3 (VAS)
PEAYHE, O'Doherty % ™ 434 T 56 4f#i i LEF if7
RN, KT DHODH FA% AU 1) £8 35 5% T 25 91
IR B, 3X 3 WX R LA B ) Dy g 1 1 AR S AT g
25| % LEF B R,

Prog Pharm Sci Apr. 2019 Vol. 43 No.4 -~



. Prog Pharm Sci

222 HAWFEN Z S S ERURFRIGIRRI REFRR
WLt LEF B RN PEAR B v B0 e — sz (oK F-
AlfeZ SiEdE 1T LEF ZEME N RIVE, BERER 214k (ESR)
MRS T RESZ IR LEF X T RA B S7R0, #54 ESRI
159340799 AA 1 152234693 TT %5 {37 3 [H 1Y £ 2 X LEF

B BORPE B R (IR 9T 12 H J5 ) 5 ESRI 1s9340799-
1s2234693 AT BAA U HEAT 2 %0 25 W) O AU VE B 8, G-C
BRI 2 B SR T i R R s ESR2 JE[H 1s4986938
1 11256049 e [H Z A 0EM 5 25 W A7 k656 B, LEF
Ruhis R i T BEAAE L 2, (ILER3) &

R 3 RAKRFEAREPTREFEEESHENMES

Table 3 Possible gene polymorphisms in the LEF pathway in patients with rheumatoid arthritis
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Figure 4 Abbreviated illustration of the metabolic pathway of sulfasalazine
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Table 4 Possible gene polymorphisms in the hydroxychloroquine pathway in patients with systemic lupus erythematosus
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