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124 B Wi (chronic kidney disease, CKD) R FRIZETE, CHONEERMEMAILTA
. H 1981 2 A HUREH T8 A RIS T B /NERE RIS LR, FAMZH R
S N TR T B /NERE %8 . 1gA B (Immunoglobulin A Nephropathy, % 3% ¥k A
AR ORIEIE 28 SRR A WSRO B I A 2 P g IR, ERRIRR A
PRI ThRESE 7 A 6 357 3% . HAE NG 3 2 a5 @it 0| %K F«B (nuclear factor
kappa-B, NF-kB) “5{55 i@, FEKMIEIASERE T « (tumor necrosis factor a , TNF-a) « [
/3R 6 (interleukin 6, IL-6) FFJOMERT-2IE, IR F TR B0 AOAE SN s TR T bk ES 40 i S
Lol Je B ik B4 e Dhge, 40 e B MUt EIRE MO, W Nephrin. Podocin
HFNFRIL, TS, NMEKESIK. L5 E /NEREEIEFE . 5 H ARGz FAH
T REZ T R MR, BE ST BN LI 2018 fERR (B X EEAZY) H %)
2020 R (EZKEARESTORE . TR A A B ORE 25 5 H %) HEEH =, JRgrh E 2 gt
B HERAH TR RO o B 2 T 22y 2 B U0 SR ) SEBm i R B FHAE — e R B2 BT 1 Ui B
FoFTRUE BE ST, A RE MG R 78 RAE N EIE . #£ CKD S HRINEITH, HAKE
TR 518 Kk R R H1 5] (Angiotensin-Converting Enzyme Inhibitors, ACEIs) . Ifi
BBk R 24K 57 (Angiotensin Receptor Blockers, ARBs) . #i % Rz 451404 i 2 g
IS Z PR, BB = KRG FUIRIE TE A RIS DL B3R5k 5 R . b4t
TABZEH R HEAM. B MEMAESZ RGEM: EENE 5SS /NE bR 40 JE T Fa
FRRAE, SIUREYEE S AR AN i, SR MM %6 AR RG]
A REE M Th e, S E4EMER R R 24 TE RS T PUIERER & O A T 40 s 2
FHLEME. BHERSIE . ERERERNLS, HERMFE AT, 5598 SEmN
1B AE, BT R DRI . ASKTEAT AT B I0AS R S SR AR RS, 6 HoE T JH Dy e S
Wy AEE TR B RINEEERRNE, [EMEWIEI. B, FA%ZE &N
FT CKD HVRYT, 5 HABZGYIAH ELT7 RSCRIAS RSB RS G AT, A i 20 e A P i AR )

A MG IRSER K, JTFRE AR Z 1 Fi6y7 CKD GELHZ MG UERT 78, 1808 “IFuEN
z&, RGN, AN MR, BT IR, £ R EE R AR E
1RIT CKD MIHEFE R L, DACRIEFE R RN . SEAPE. IRIRATHEAEYE, RSP E. PHEIRIKRE
AERTEAE T A2 1 R IRYT CKD, 18 R R A F RSl BFHE, RmIhRT 2
WA REM, REBEEERE, WART PR,

il



B

BB ERATEES RS IER R
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ASSCAFRURE T Wi R N P R 2 e 22 38 V7 18 P AR 140 PR 245 I V1A S S IE 7 Al
M#%E s ZYMEMEN . HEERFENAA RN ENE
AIAFER TR S IRREA . 29T & BEAL R & 2 B2 Rifr e v B A .

2 et sI A

TNFUSCA AR P A A I S R A SR T AL AR SO AN R S . e, v H
51 SO A2 H I R AR & T A AN H R 51 S, FLiofthioAs (R4
P B ) 3& A T A0

FEl BR800 R B8 - — BT A (ICD-11)

3 RIBFIE X

IIIARGERIE & T A

3.1

H EFRHEYI R A (Tripteryqium wilfordii Hook. £.) 8T EAR S AR 25 b 2 B Ai1b 1 il
T RS R AR AR ) TV P VR S0
e FEUEMERONE SR, =R AEMITEESE

3.2
BERBHEZHER

F R TR 22 T fh) B e 3 AR B 1 7 )

S VR, M. BATRRSURREE. BRIBIN . AFRELA T, A SR I S R S
FI, P T BURA . SEARBLA SRR 4 G AE . FIER S HRIURL, [
ST 455

3.3
R4
FE 2 PR 3L R A B RO AR 5, ELRF AL 3 419

3.4



BHREREIE

& AR S 2 KB E AR (=3.5g/24h) « KA E A MAE (<30g/L) « KBFI (50
=1 g ILYEE

4 ik

CHEZZ 1 14 5 s 1t Fe I PR A B AR B (2025 4RO ) HERE, FEBE I Z I IR
AR A PR R KT, BARCIRAS 2 B A IR A R B o T R 25 4E CKD (iR T
KA T EEAR A, o A R oA N R BAT WA BRI R KT R R 2 L2 SR
Y, RNz .

ZURRLART TUR W N T 2 B A IR E A, 2R R Z R s 1 A
ANER Z A B S B T A L SO RN BRI IR I L R A A A5 £ S AL A

5 HFB N RIGKIETE

51 BEBIEFREE, FABESHEHEKA ACEI/ARB 5 ACEI/ARB #8EL, MINREFEE KR E
%7?

WHEE N HET AL BES ACEI/ARB, JHT BEARISME B IEW & A IR, RO T
A H ACEI/ARB. CUEHEZN: RAK: HEFRE: HERD)

WA BEZ T G ACEI/ARB A i — D AR MLET S PR = B BIVE R, WL rT fe 5 o
HHRA K. GEFEG: WG HEFERE . KRR

ERZAE: EHTHRIRE SR BHE/NERE R, 1gA B

R4 5 ACEI/ARB MHLL, BXH T AMEZ T 5 SR RN A g, EZEIN
M QG EEL MG LB ERRE. BFNE N / EEa BT X s MR D .

TEEFR :

YN 96 B SCHR, 88 RMF AL RIRTE T 24 N REA, 79 Rk T MmALEF, 36 &
et TIRER . XS 24 NI JRE A Meta 70T &5 B IR: 5 AL B4 ACEI/ARB
5 ¥ ACEI/ARB fHLL, I #E— B #AK 24 /N R 5 H[MD=-0.55, 95%CI (0.58, 0.52) ,
P<<0.001, 12=99%, T/C: 4725/4641, MRAKBTEUESE]. LIS M IE w28 AL AT I 2H 55 #r
SE R RO HE PRI B B NERE 28 . TgA B, TBEE FH 2GR IR R A T RO AR
EE X MVLEF () Meta 3 Mg R on: SRR, B A2 17 A ACEI/ARB mli#t—
AR ML ULET, [MD=-15.55, 95%CI (-20.09, -11.01) , P<<0.001, 12=99.8%, T/C: 4915/5086,
A FAUEHE] . &% JRFE AN Meta 745 R Won: SXPRBAAMEL, FABREZ HHBH
ACEI/ARB 7] it — 5 B#K X KX & [MD=-1.04, 95%CI (-1.89, -0.19) , P=0.008, 12=99.5%,
T/C: 1853/1802, IR EiEHH].

I 85 FEHRIEAR BB, A BN IR T 76 55+ AFIREF 9 &5, Meta 73 #7 45 R s
BEEIEITHA B N K AEZ 10.7% (368/3441) , i ACEI/ARB 4 6.3% (202/3208) ,
WA 4iit2: % 5 [RR=1.39, 95%CI (1.14, 1.71) , P<<0.001, 1>=15.3%, i &iLE].



WA R BREWEITHAEERFAA R IRMKAERE S, 889% (56/630) vs 0.35%
(2/579) , —HERHY ¥R X[RR=5.52, 95%CI (2.03, 15.04) , P<<0.01, 1?=0%,
AR B UEHE ] . BRAI6 T LT D) e = o KA e mg I =y, 5.73% (134/2338) vs 1.10%
(25/2273) , —HEREG ¥ L[RR=1.52, 95%CI (1.07, 3.57) , P<<0.001, 12=0%,
R EUEYE] . BEERITH MR RS R CHYEMIRD /NS o R R 2
W2 R AR, 4.17%(82/1966)vs 1.44%(28/1937), — & %= 34 41t % X [RR=3.57,
95%CI (2.39, 5.33) , P<<0.001, 12=21.8%, f&KJi&ilF¥E].

5.2 #MBImEE, RMERELKRSHEHHS ACEI/ARB 1L, MM EEREERTES?

EFER . v B A R 2 T R iR TR B IR B B R, AR S ACEI/ARB AH .
G AR, L. KR

AL 5 ACEI/ARB 4 n 82 FEFEAR MVLEF . JREFER, HALHIT RS s & A RA
Ko GIERZN: WAG: HEFFOREL: SO MEHERD

fEF%AF: /71{F ACEI/ARB #£ S CRy#i IURE « WU s kA 4 %) , ¥ H ACEI/ARB
HIPEAR RN (RIILE FRZE B, afReIEHEABRESH .

Z4afE: 5 ACEI/ARBAMHLL, THAMEZ H R ANMIMESANR N, AL H N FER
UL H &KL WA KB IEE . BN RN/ A AT & XA 20, MR .

TEEFR :

LI 16 K, QFEBRENLN RIS 15 575, ATHETERAFIREAL 1 5. 13 R A4S Rk
BT 24 MR A, 12 RERA T MmALE, 11 BRE TIREE . Meta AT RER:
HAMEZH 558 A ACEI/ARB fHIG, A gk — 2 [F1K 24 /N JR & H € & [MD=-0.40,
95%CI(-0.58, -0.21) , P<<0.001, 1=96%, T/C: 508/492, M4/ EildE]. HHH AR
ZH 55 A ACEI/ARB #HEG, 34 8 FEAR ML )%, [MD=-3.38, 95%CI (-8.75,
3.96) , P=0.46, 1?=94%, T/C: 468/460, HAKFIEIFH], HHRFEHEKIREAMES
[MD=-2.29, 95%CI (-3.74, -0.84) , P<0.01, 12=97%, T/C: 222/218, IAKSH EIFHE].

3 8 Wi FiIE A R R B, Meta 73 R B ABEZ 1 /5 ACEI/ARB AL, A
RN KA R, HAMEZEH 121% (33/273) , ACEI/ARB 4H 11.0% (29/263) ,
HMH TG %2 5 [OR=1.09, 95%CI (0.43, 2.73) , P=0.86, 12=39%, WAL EiFHE].
WS RN, BHEABLZE R 55 ACEI/ARB ML, JHL RGN R MR AR T
1 (6.7% vs 0.0%) , H = #&HH G122 % [RR=4.60, 95%CI (1.33, 15.87) , P=0.02, 12=0%,
T/C: 195/183, MK EiEHE]-

5.3 BMBmEE, PMERAEARSZERSHHEMEL, MIEERERGES?

HBHET I IR, AT R AR T TS B IR E AR, ORI
THER AR . GIERZO): AR, HEFR GRS . SidfEre)

REF A R PROVE B0 ST P S5 AN I PR PR B T 2 1 R AR, B
R AN R CIEIE S FI R B SRR AR IR, ERIRIUE, WSl
IR AT 1

Zath: SEEML, BPMEHEABRZ T BA RN ERER. HhHE AL H

3



4k RIS EL B TR R, MEA RS MIRARS. ARG WA RS. Bk
AR AEZR T R

UESR R :

YN 7 FCHR, SOABENIA RS, b akiE 24 AN IREEE 2 L IUILEF 3 0% IR
A 3o Meta T AR BoR: BHEABRZ E R SREHBEM, AP RK 24 /N
JREE 52 B % [MD=-0.95, 95%CI (-1.88,-0.02) , P=0.05, 1>=90%, T/C: 291/270,
PRAR T S UEHE ] - 5 T A 2 5 5 B R A L, S5 5 R PRI T UL ¥ 2 95 [MD=-12.99,
95%CI (-31.94, 5.96) , P=0.18, 12=37%, T/C: 126/107, {&FiEiILYE], WA RZREK
R BB HIEHAMD=-1.11, 95%CI (-2.65, 0.43) , P=0.16, 12=92%, T/C: 126/107, &
JR RS

L6 R FAIMIEA R N, Meta 45 RBIR: ARKREZ HHA R KRB AEFEK
40.2% (117/291) VS 84.1% (227/270) , MAUALFESIT 5% 5 [RR=0.48, 95%CI (0.38,
0.61), P<<0.001, 12=2%, fI&Jii S UFHE] - Y2H 70 7 27 B FH 2 R SR 8 XSG i AR ZR 31K (3.9%
vs9.7%) , HERFESE X[RR=0.37, 95%CI (0.14, 0.97) , P=0.04, 1*=0%,
T/C: 6/13, {KFAEIEHE].

54 BMERREE, EABRSEREAARSRMERMEEL, WIrEEEEREE
%7

HEFR N vIE R E AL T BT R B R A AR, BRI T R BEER .
GEFEEN: A% R GRHER)

fER %A & TR R O R A B B

e SPABEML, RRIBCGH A MA B R,

TEEFR :

AN 62 J SCHR, B ABENLN GRS, HhikiE 24 N PREE 48 G% . IUULEF 30 F
PRFER 18 . Meta 7045 R : B AMRE B AR SR HEEM, Ait— P RAK
24 /N R A2 B [MD=-0.62, 95%CI (-0.70, -0.55) , P<<0.001, 12=92%, T/C:
1851/1846, fRFIEIEYE]. WA IR, WA BIT AN A FRE LR & B RKFEE i —
AERACR . BAMZ B R ICHBER 5 HME M, A% R ILE r)# % [MD=-9.92,
95%CI (-13.27, -6.56) , P<<0.001, 12=91%, T/C: 1051/1047, K EiFHE], A5 E %
R R AN # %A [MD=-0.79, 95%CI (-1.03, -0.55) , P<<0.001, 12=71%, T/C: 701/700,
I AR -

30 fR SCEAIRIE T A R RN, Meta 7045 SR, BRATRIT AN R SR AR ZR AR,
FREI69T 21 13.4%(155,/1158), B FHIE 4 17.9%(203/1137), WA 4 it 2 5 [RR=0.70,
95%CI (0.43, 1.14) , P<<0.001, 1*=86%].

55 @MBIREE, BMEAEARSHER SHMERREL, MIOEEEEREES?

TR AR L, ARERE ARZ )T, BREA R 5B
ZESt.  CUEES: WA, EFF R SRR IEAETE)
&R EH T R HEEREEARICRA AR B4 .

4



ot SHMBEIGAILL, FABZ A ISR R RN AR, HARR RN
FERFIhfe S . A K B i .

UESE R :

LYY 8 ja ik, BENLX AL 6 4, PAFIBEAL 2 B, WFFA N RN B R LR & AE, B
AW LR AR A IEREIATT , TR A REZ T A 4L B3 AR UL B AE R =, Rl
2505300 % IR 7, WRAUT e 1 AN, &K 18 A . G5 RIRIE 24 /R
F 6 jm MULEF 2 . Meta AT R EIR: FABREZH R AR — DRI 24 M REAE
B, B2 %[MD=-0.09, 95%CI (-0.54, 0.36) , P=0.71, 12=96%, T/C:
207/199, MARBERIEHE]. B ARE 2 1 4 4 o i ULUEF 4/ F s T Bl i, (RESe
27 % [MD=0.55,95%CI (-7.08, 8.17) , P=0.89, 1?=0%, T/C: 51/45, MK RILHE]

30 SCHRRE T AR R, Meta &5 R ER: HAREZ TR BAR KRB ER ST
WEEEIZAE 2, 16.84% (16/95) vs20.0% (19/95) , M LSG 2% % 7 [RR=0.85, 95%CI
(0.46, 1.55) , P=0.59, 12=0%, MM il

5.6 BMEBREE, BARSHAKRANBIARS B E R SERAELL, M aEESE
RumEZ?

RN TSR, NEE ARSI SHBBRICE M, FEHERS
FH 24 B AR TTPRAIG 24 /NI JRE KT, (HATRESGINAS B MR AR . GEFEH A A
HEFE TR 9RO

R %A & T LA RN 32 BRI 14 1 s

R TS H R BB G A B SORUR A KRS (%, 752 5 O
DIfe s . B ImIE RN .

TEEHR :

SN 3 Bk, SBONBENL IR, BRI R S AL, SERE YT 18 MR,
IR I fie 2H 1 24 5 105 R e i, TR 8-12 N H . 2 REHF ARG TR AL
I PR e e 6] 24 /N JR R (1 € IS - Meta 0 AT 45 3 o, B0 ZEURH 550 B P PR i e e
M]3k — LR MK 24 /N R A€ & [MD=-1.66, 95%CI (-2.22, -1.10) , P=0.05, 12=74%,
T/C=71/71, HACFEIESE] .

3 SCHRIIRIE T AR, Meta 7045 RS BCAE A EA R RBIRERT &,
30.39% (31/101) vs 19.19% (19/99) , WAL 112% % F[RR=1.5, 95%CI (0.69, 3.23),
P=0.12, 1?=53%, WA S iEdE] . W20 70 A 45 B %18 S S [RR=1.11, 95%CI (0.36, 3.45),
P=0.30, 1?=6%, tRAKFIEIEYE]. FFIhAE R % [RR=2.11, 95%CI (0.55, 8.04) , P=0.45,
12=0%, WAL EUESE].

5.7 BMBIRFEE, EMERELKRSH R SIS EMSMEREIIFIT FAR. tReXa.
AT EA) M8tk, M EEREREES?

FEFERN: W TRAREBAEE R, WIREENE AR, PR 24 N RE AR
TS5BS . GESESON: IR HEFREE. SRR
R KA ARAR R EE R, AN AT AN IE N e B 70 1) A, 4 HI

5



a2

gL, LA
M 5ERMAEREREEIIEIFIAEL, 5 ARE E R B R A RN EAL, T
FLAE 7 G WS S R T T

UESR R :

SN 5 FESCHR, YIOAPABURETE, BEFER RINR AR . TRiE 24 /NI R E
30w~ MALAT 2 5. Meta 7B 25 R B R: BHTE A BRZ 1 5 50 P AT U P 40 B R g 400 o )
FHLE, PR 24 /NEF R F o R E E 2% 5 [MD=0.00, 95%CI (-0.68, 0.69) , P=0.99,
12=0%, T/C: 83/92, fRFIEIUEYE]. HH T ABZ 5 Fr 55 5 A A5 R 4 2 B RR R 1 71 AH B
BAAR A VLT () FE T I % 5+ [MD=1.46, 95%CI (-5.48, 8.40) , P=0.68, 1>=0%, T/C: 60/62,
i &R -

4 FECERAROE AN B OB, Meta 28 MT 45 IR o TR AEZ R A RIS R 4 A5
A%, 31.8% (54/170) vs 47.5% (84/177) , WitllH Giit % % F[RR=0.64, 95%CI (0.49,
0.84) , P=0.001, 12=0%, fKJiEIEHE]. WA Eax: B A RS T AR 2 IR 55
RAEFBAR, 23% (1/43) vs16.7% (8/48) , —HHW RS2 % F[RR=0.18, 95%CI
(0.05, 0.66) , P=0.01, 1?=0%, AR IFHE]. FAMEL T H ARG R A REK, 23.6%
(30/127) vs43.4% (56/129) , —#HA WS #% 5[RR=0.54, 95%CI (0.38, 0.77),
P<0.001, 12=0%. 1&/i &Il

5.8 @M EIREE, BARSHHKAS A BEREEIGIF 5 8 E A5 EHE RN
HIFIMEEE, WNREEBERTEE S ?

BRI ATIEBEE A 2 1 1 156 FH AT VR 1 22 Tolf IR A0 1) 770 96 7 1 ek 5 s 2 R, 3L
R T 5 S e S BRG] GIER S0 . AR HEFERRAE: SRR

R At 3 FH T S A 0 O e R R R G 1) 77 24 /N SR B A AR

R WAMEZ S A2 BRI, ARnas R RN RAR . (HFEE
A R A e B R WA A R R B R R, R MR SR A i 2K

UER R :

HEGINSCHR 19 G, Hh BN ROKES 13 /6, BAZUBETT 5 0%, G EEET 1. 45
bR T, 24 N RER A 12 55, MAULEF 11 55 . Meta 20145 B EoR: 5 508 FH A4S 8
CWEIREGANHI AL, oA R 2 8 R 00 H 45 1R 2 i BRI ) 75 m gk — AP PRAIC 24 /NI PR ER
F1[MD=-0.86, 95%CI (-0.92, -0.79) , P<<0.01, 12=83%, T/C: 383/376, Wf&/f EiF#E].
WM Bor, TR BIREGAIE. IgA B . BEEE ARSI KIS,
AR 28, WG FH 245 2L e R ek 1 R 5 ) 0 T 1R 49 20 ol R T4 1) 70 B 245 96 9T I ULIRT 9 1
L5 AU RS O b 2 R g AR R AR B, ID6A FH 24 ) BRI AR LT [MD=-24.10, 95%ClI

(-37.64, -10.55) , P<<0.01, 12=97%, T/C: 171/170, {KiF#EHE) .




H£ 15 B SCHRHOE A B R B, Meta 73 M 28 S R : 5 B fa P 45 R o 442 1ol IR A1 1) 7 4H
b, BEE A BB R AR 13.8% (85/617) vs 35.0% (101/589) , {HES it
7 %[RR=0.81, 95%CI (0.5, 1.30) , P<<0.01, 1?=67%, MK EIEYE],

59 XMTHREEIEERRKREE, BLHREHR BIMERSELR ACEI/ARB/HZFR/ R &
75 Bk ER ACEI/ARB/ IR/ R IIHIFIMEEL, MM REEREZHESL?

FEERN: N THRGEMEEE, EYEMREAMERNTR T, TEEFARZ TS
ACEI/ARB/IZR / S A0 7). GABEREIZER SN BEHT, BERIRE A RIRCRIL T $H] ACEI/ARB/
PR /MR GIERZON : AR HEFFSRE: sRdfEre)

RER AR & H TR MR T R 42 S 1k

Zatk: 5P ACEI/ARB/HGR /B AMHIFIAEL, BRE A Ina A BN &

USRI :

SEORNCHR 23 R, BOBENLG BRAEG, HRE 24 MR REE 22 F. mUUEF 16 &L IR
FA11E. Meta TR ER: HABREZERREGHAA, Redt—DHK 24 I REH
R, HERASFE U [MD=-0.81, 95%CI (-0.97, -0.66) , P<<0.001, 1*=89%,
T/C: 1006/1034, AR EIES]. FAMEZ T A A4, fedt—DRRMIE, —3&
Z 5 iR L [MD=-8.79, 95%CI (-11.41, -6.17) , P<<0.001, 12=71%, T/C: 790/776,
WA FEAEYR ] T8 A REZ T ERA F 24, Redt— P B JR R & [MD=-0.57, 95%CI (-0.86,
-0.27) , P<0.001, 1?*=86%, T/C: 535/520, WK/ EiLHE]. SxIRAME, BAEHZ
AT T I3 A 8 K [MD=4.24, 95%CI (2.63, 5.84) , P<<0.001, 12=95%, H&f%/H
R A 2 Tt — 2D BRI B K % [0R=0.16, 95%CI (0.05, 0.5) , P=0.001,
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Introduction

The rising prevalence of chronic kidney disease (CKD) represents a
significant global public health challenge.Since Prof. Li Leishi et al. first pioneered
the use of Tripterygium extracts to treat glomerulonephritis in 1981,
Tripterygium Wilfordii Polyglycosides Tablets (TWPs) have been widely used for
treating various CKD, including chronic glomerulonephritis, IgA nephropathy,
lupus nephritis, Henoch-Schoénlein purpura nephritis, diabetic kidney disease,
and others. TWPs exert their therapeutic effects in CKD through multiple
mechanisms. Primarily, they alleviate local renal inflammation by suppressing
signaling pathways such as nuclear factor kappa-B (NF-kB), thereby reducing the
expression of inflammatory factors including tumor necrosis factor-a (TNF-a)
and interleukin-6 (IL-6) . Furthermore, they modulate the T-lymphocyte subset
ratio and B-cell function, inhibiting the deposition of immune complexes.
Additionally, these tablets upregulate the expression of key podocyte proteins
such as Nephrin and Podocin, which helps stabilize the cytoskeleton. These
combined actions contribute to reducing proteinuria and delaying the
progression of glomerulosclerosis. Compared with other immunosuppressants,
TWPs are relatively inexpensive, imposing a smaller economic burden on
patients. TWPs have been included in the 2018 National Essential Drug List and
the 2020 Class A National Medical Insurance Drug List, and they are incorporated
in several Chinese CKD-related guidelines. In practice, the clinical use of TWPs in
nephrology has, to some extent, exceeded the indications specified in the package
insert, supported by a large amount of clinical research. In the treatment of CKD
proteinuria, TWPs are often combined with Angiotensin-Converting Enzyme
Inhibitors (ACEls), Angiotensin Receptor Blockers (ARBs), glucocorticoids,
calcineurin inhibitors, and other drugs. However, systematic research on the
benefits and risks of combining TWPs with these agents is lacking. Moreover,
TWPs have toxicities affecting liver, kidney, blood, and reproductive systems: In
the kidney, they trigger apoptosis of renal tubular epithelial cells and interstitial
inflammation, leading to acute kidney injury. In the liver, oxidative stress
damages hepatocytes, resulting in drug-induced hepatitis. Within the
hematopoietic system, TWPs suppress bone marrow function, which can cause
leukopenia or thrombocytopenia . For the reproductive system, they interfere
with sex hormone synthesis and the maturation of germ cells, leading to
amenorrhea in females and reduced sperm motility in males. Notably, the renal
damage induced by TWPs is often reversible, contrasting with the chronic
fibrosis typically associated with aristolochic acid, yet close monitoring remains
essential. Inappropriate use of TWPs can increase the risk of adverse reactions,
especially in special populations such as those with liver dysfunction or
reproductive-age patients with fertility needs. Therefore, questions about how to
rationally apply TWPs in CKD treatment and how its efficacy and adverse risk
compare to other drugs are urgent clinical issues.
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This document is grounded in clinical practice and evidence-based research
on the safe use of TWPs in CKD. Following the principle of "evidence first,
consensus as auxiliary, experience as reference,” it is based on the best existing
evidence and broad consensus to form recommendations for TWPs in CKD. This
ensures that the guidelines are scientific, practical, and clinically operable,
guiding Traditional Chinese Medicine (TCM) and Western clinicians in the
standardized use of TWPs to treat CKD. The goals are to improve clinical efficacy,
reduce adverse events, guide pharmacists in their practice to achieve optimal
patient education, enhance patient quality of life, and save medical resources.
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Guidelines for Rational Use of Tripterygium Wilfordii Polyglycosides Tablet
in the Treatment of Chronic Kidney Disease

1 Scope

This document specifies the pre-use evaluation, indications, dose selection,
efficacy evaluation, contraindications, drug interactions, usage precautions, and
adverse reactions for the clinical use of TWPs in CKD treatment.

It applies to guiding clinicians and pharmacists in the safe use of TWPs for
CKD.

2 Normative References

The content of the documents listed below, through normative references in
this text, constitutes essential provisions of this document. For dated references,
only the edition corresponding to the date is applicable; for undated references,
the latest edition (including amendments) applies.

International Classification of Diseases for Mortality and Morbidity Statistics
(Eleventh Revision) (ICD-11)

3 Terms and Definitions

The following terms and definitions apply to this document.
3.1 Tripterygium Wilfordii Polyglycosides

A highly polar, lipid-soluble mixture extracted and purified from the dried
roots and rhizomes of Tripterygium wilfordii Hook. f. (Celastraceae family).

Note: Major active components include diterpenes, triterpenes, alkaloids, etc.
3.2 Tripterygium Wilfordii Polyglycosides Tablets (TWPs)

Light yellow to brownish-yellow tablets made from Tripterygium Wilfordii
polyglycosides.

Note 1: Slightly bitter and astringent. They function to dispel wind and detoxification,
eliminate dampness and reduce swelling, relax tendons and activate collaterals. They exert
anti-inflammatory and immunosuppressive actions (suppressing both cellular and humoral
immunity). They are used for rheumatoid arthritis of wind-heat stagnation and blood stasis
type, nephrotic syndrome, Behcet's disease, lepra reaction, autoimmune hepatitis, and
similar conditions.

3.3 Chronic Kidney Disease (CKD)
Structural and/or functional abnormalities of the kidneys persisting for over 3

months, due to various causes.
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3.4 Nephrotic Syndrome

A clinical syndrome caused by various etiologies, characterized by heavy
proteinuria (23.5 g/24h), hypoalbuminemia (<30 g/L), edema, and/or
hyperlipidemia.

4 Overview

The "Clinical Management Guidelines for Delaying the Progression of CKD
(2025 edition)" recommend minimizing and reducing proteinuria as far as
patients can tolerate, ideally until urine tests become negative. TCM plays an
important role in CKD treatment, among which TWPs are recognized as a single
herbal extract with a clear effect on reducing proteinuria and are widely used
clinically.

Pharmacological studies indicate that TWPs have immunosuppressive-like
effects. Basic research has gradually elucidated mechanisms such as inhibition of
glomerular mesangial cell and matrix proliferation, improvement of glomerular
filtration membrane permeability, and reduction of podocyte injury.

5 Recommendations and Evidence

5.1 For patients with CKD, would combination therapy with TWPs and
ACEI/ARBs provide greater benefit compared with ACEI/ARBs alone?

Recommendation: We recommend TWPs combined with ACEI/ARBs to reduce
proteinuria in CKD patients; this combination is superior to ACEI/ARBs alone
(evidence level: very low; recommendation strength: strong).

TWPs combined with ACEI/ARBs also further reduce serum creatinine and
blood urea nitrogen (BUN), likely related to improved proteinuria (evidence level:
very low; recommendation strength: conditional).

Applicable Conditions: Applicable to diabetic nephropathy, chronid
glomerulonephritis, and IgA nephropathy.

Safety: Compared with ACEI/ARBs alone, combining TWPs increases the overall
incidence of adverse reactions. The main side effects are menstrual disorders and
amenorrhea in women, impotence in men, elevated alanine aminotransferase
(ALT) / aspartate aminotransferase (AST), and decreases in white blood cells and|
platelets.

Evidence:

A total of 96 studies were included (88 studies reported 24h urinary protein,
79 studies reported serum creatinine, 36 studies reported BUN). Meta-analysis
showed that TWPs+ACEI/ARBs compared with ACEI/ARBs alone further

16



reduced 24h urinary protein excretion [MD=-0.55, 95% CI (-0.58, -0.52), P<0.001,
12=99%, T/C: 4725/4641, (very low-quality evidence)]. Subgroup analysis by
CKD type indicated that for diabetic nephropathy, chronic glomerulonephritis,
and IgA nephropathy, the combined therapy group had superior protein
reduction. The combination group further reduced serum creatinine level
compared with control group[MD=-15.55, 95% CI (-20.09, -11.01), P<0.001,
1=99.8%, T/C: 4915/5086, (very low-quality evidence)]. The combination
group further reduced BUN level [MD=-1.04, 95% CI (-1.89, -0.19), P=0.008,
1=99.5%, T/C:1853/1802, (verylow-quality evidence)].

Eighty-five studies reported adverse events (76 RCTs, 9 cohort studies).
Meta-analysis showed higher adverse event rate in the combined group (10.7%
(368/3441) vs 6.3%(202/3208) ) ; [RR=1.39,95% CI (1.14, 1.71) , P<0.001,
1=15.3% , (low-quality evidence)];. Subgroup analysis revealed significantly
higher reproductive system adverse events in the combined group (8.89%

(56/630) vs 0.35% (2/579) ; [RR=5.52, 95%CI(2.03, 15.04) , P<0.01,12=0%j;
( very low-quality evidence)]. The combined group also had a slightly higher
incidence of liver function abnormalities (5.73% ( 134/2338 ) vs 1.10%

(25/2273) ; [RR=1.52, 95%CI(1.07, 3.57) , P<0.001, 1?>=0%, (low-quality
evidence)]; and higher hematological adverse reactions (leukopenia,
thrombocytopenia, eosinophilia): 4.17% (82/1966) vs 1.44% (28/1937) ;
[RR=3.57, 95%CI(2.39, 5.33) , P<0.001, 1?=21.8%, (low-quality evidence)];.

5.2 For patients with CKD, would using TWPs alone provide greater benefit
compared with ACEI/ARBs alone?

Recommendation: TWPs alone can be used to treat CKD proteinuria, and its
effect is comparable to that of ACEI/ARBs (evidence level: very low;
recommendation strength: conditional).

Both TWPs and ACEI/ARBs can slightly reduce serum creatinine and BUN,
possibly due to improved proteinuria (evidence level: very low; recommendation
strength: conditional).

Applicable Conditions: Consider TWPs especially if ACEI/ARBs are
contraindicated (e.g., hyperkalemia, bilateral renal artery stenosis) or if the
patient has experienced serious ACEI/ARBs adverse effects (e.g., hypotension,
dry cough).

Safety: Compared with ACEI/ARBs, TWPs do not increase the overall incidence
of adverse reactions. The primary side effects include menstrual disorders and
amenorrhea in women, impotence in men, elevated ALT/AST, and decreases in
white blood cell or platelet counts.

Evidence:

A total of 16 studies were included (15 randomized controlled trials, 1
prospective cohort, 1 Meta-analysis). Outcomes reported included 24h urinary
protein (13 studies), serum creatinine (12 studies), and BUN (11 studies).
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Meta-analysis: TWPs alone compared with ACEI/ARBs alone, further reduced
24h urinary protein excretion [MD=-0.40, 95% CI (-0.58, -0.21), P<0.001, 1*°=96%,
T/C: 508/492, (very low-quality evidence)]. Both treatments showed a trend
toward slight reduction in serum creatinine [MD=-3.38, 95% CI (-8.75, 3.96),
P=0.46, 1°=94% , T/C : 468/460, (very low-quality evidence)] and BUN
[MD=-2.29,95%CI(-3.74,-0.84),P<0.01,1>°=97%, T/C:222/218, (very low-quality
evidence)].

There are 8 studies reported adverse events. Meta-analysis showed a slightly
higher adverse rate in the TWPs group (12.1%(33/273) vs 11.0%(29/263)), but
this difference was not statistically significant [OR=1.09, 95% CI (0.43, 2.73),
P=0.86, 1?=39%); (very low-quality evidence)]. Subgroup analysis found a higher
incidence of gastrointestinal adverse events in the TWPs group (6.7% vs 0.0%) ;
[RR=4.60, 95%CI (1.33, 15.87) , Z=2.42, P=0.02, 1=0%, T/C: 195/183,

(evidence very low)].

5.3 For patients with CKD, would using TWPs alone provide greater benefit
compared with glucocorticoids alone?

Recommendation: In certain cases, TWPs alone may be used to treat CKD
proteinuria, and its effect can be superior to glucocorticoids (evidence level: very
low; recommendation strength: strong).

Applicable Conditions: For CKD patients with diabetic nephropathy,
glucocorticoids-induced diabetes, or other contraindications to glucocorticoids,
or for those concerned about glucocorticoids adverse effects (such as obesity,
cataracts, avascular necrosis of the femoral head), or glucocorticoids-resistant
cases, TWPs may be considered before glucocorticoids.

Safety: Compared to glucocorticoids, TWPs alone have a lower overall adverse
reaction rate. In particular, infection rates were lower in the TWPs group, while
rates of gastrointestinal, hematological, reproductive, endocrine, and skin
adverse reactions were similar between TWPs and glucocorticoids.

Evidence:

Seven randomized controlled trials (RCTs) were included (24h urinary protein:
2 studies; serum creatinine: 3 studies; BUN: 3 studies). Meta-analysis: TWPs
compared with glucocorticoids showed a trend toward further reduction in 24h
urinary protein [MD=-0.95,95%CI(-1.88, -0.02),P=0.05,1>=90%, T/C: 291/270,
(very low-quality evidence)]. Both treatments tended to slightly reduce serum
creatinine [MD=-12.99, 95% CI (-31.94, 5.96), P=0.18, [°=37%, T/C: 126/107,
(evidence low)] and BUN [MD=-1.11, 95% CI (-2.65, 0.43), P=0.16,
12=92%,T/C:126/107,(low-quality evidence)].

Six studies reported adverse events: TWPs group had a 40.2%(117/291)
adverse rate vs 84.1%(227/270) for glucocorticoids (significantly lower)
[RR=0.48, 95% CI (0.38, 0.61), P<0.001, 1?=2%, (evidence low) ]. Subgroup
analysis: infection incidence was lower in the TWPs group (3.9% vs 9.7%)
[RR=0.37, 95% CI (0.14, 0.97), P=0.04, 1?=0%, T/C: 6/13, (low-quality
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evidence)].

5.4 For patients with CKD, would combination therapy with TWPs and
glucocorticoids provide greater benefit compared with glucocorticoids
alone?

Recommendation: TWPs combined with glucocorticoids may be chosen to treat
CKD proteinuria, and this combination is superior to glucocorticoids alone
(evidence level: very low; recommendation strength: strong).

Applicable Conditions: Suitable for patients whose proteinuria is not
adequately controlled by glucocorticoids alone.

Safety: No increase in adverse reactions was observed with the combined
therapy compared to glucocorticoids alone.

Evidence:

A total of 62 RCTs were included (24h urinary protein: 48 studies; serum
creatinine: 30 studies; BUN: 18 studies). Meta-analysis: TWPs + glucocorticoids
compared with glucocorticoids alone further reduced 24h urinary protein
[MD=-0.62, 95% CI (-0.70, -0.55), P<0.001, 1°=92% , T/C: 1851/1846 ,
(low-quality evidence)]. Combined therapy further reduced protein at all levels.
It also showed a slight further decrease in serum creatinine [MD=-9.92, 95% CI
(-13.27,-6.56), P<0.001, I*=91%, T/C: 1051/1047, (low-quality evidence)] and
BUN [MD=-0.79, 95% CI (-1.03, -0.55), P<0.001, 1*°=71%,T/C : 701/700 ,
(low-quality evidence)].

A total of 30 RCTs reported adverse events: combined group 13.4%(155/1158)
vs glucocorticoids alone 17.9%(203/1137), [RR=0.70, 95% CI (0.43, 1.14),
P<0.001, I*°=86%].

5.5 For patients with CKD, would using TWPs alone provide greater benefit
compared with cyclophosphamide alone?

Recommendation: On the basis of glucocorticoid use, TWPs are recommended
for CKD treatment, owing to a similar reduction in proteinuria levels compared
with cyclophosphamide (evidence level: very low; recommendation strength:
conditional).

Applicable Conditions: Suitable for patients whose proteinuria is not
adequately reduced by glucocorticoids alone.

Safety: Compared with cyclophosphamide, TWPs do not increase the overall
adverse reaction rate. The main adverse reactions of TWPs include liver function
abnormalities, leukopenia, and gastrointestinal reactions.

Evidence:

Eight studies were included (6 RCTs, 2 cohort studies), all in nephrotic
syndrome patients, with glucocorticoids as a basic treatment. The TWPs dose did
not exceed the label recommendation; cyclophosphamide was dosed
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conventionally. Treatment duration ranged from 1 to 18 months. Outcomes
reported included 24h urinary protein (6 studies) and serum creatinine (2
studies). Meta-analysis: TWPs group showed a non-significant trend toward
further reduction in 24h urinary protein [MD=-0.09, 95%CI(-0.54,0.36),P=0.71,
12=96%, T/C: 207/199, (very low-quality evidence)] and a similar trend in
serum creatinine [MD=0.55, 95% CI (-7.08, 8.17), P=0.89, 1°=0%, T/C :
51/45, ,(verylow-quality evidence)].

Three studies reported adverse events: total adverse rates were similar
(16.84% (16/95) for TWPs vs 20.00% (19/95) for cyclophosphamide,
[RR=0.85, 95%CI=0.46, 1.55, P=0.59, [°=0%, (evidence very low)].

5.6 For patients with CKD, would combination therapy with TWPs and
cyclophosphamide  provide greater  benefit compared  with
cyclophosphamide alone?

Recommendation: For CKD, we strongly recommend against combining TWPs
with cyclophosphamide. Although the combination can reduce 24h urinary|
protein, it may increase the risk of adverse reactions (evidence level: very low;
Recommendation strength: strong against).

Applicable Conditions: This recommendation applies to CKD patients with
proteinuria as a primary concern.

Safety: Combination therapy with TWPs and cyclophosphamide tends to
increase the risk of adverse reactions, and particular attention should be paid to
abnormal liver function and gastrointestinal reactions.

Evidence:

Three RCTs were included, all in nephrotic syndrome patients on
glucocorticoid background, with cyclophosphamide dosed conventionally for
8-12 months. Two studies reported the effect on 24h urinary protein: the
TWPs+CTX group further reduced 24h urinary protein [MD=-1.66, 95% CI (-2.22,
-1.10), P=0.05, I*=74%,T/C=71/71, (very low-quality evidence)] .

Three studies reported adverse events: Meta-analysis showed higher total
adverse in the combination group (30.39% ( 31/101 ) vs 19.19%

(19/99) ,[RR=1.5, 95%CI(0.69, 3.23), P=0.12, 12=53%,(very low-quality
evidence)]. Subgroup: gastrointestinal [RR=1.11, 95%CI(0.36,3.45), P=0.30,
12=6%,(very low-quality evidence)]] and liver [RR=2.11, 95%CI(0.55,8.04),
P=0.45, 1°=0%, (verylow-quality evidence)].

5.7 For patients with CKD, would using TWPs alone provide greater benefit
compared with calcineurin inhibitors (cyclosporine, tacrolimus, sirolimus)
alone?

Recommendation: For idiopathic membranous nephropathy, TWPs can be
chosen; the reduction in 24h urinary protein is comparable to that achieved by
calcineurin inhibitors (evidence level: low; recommendation strength:
conditional).
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Applicable Conditions: Applicable to idiopathic (non-secondary) membranous
nephropathy patients who do not have other contraindications to
immunosuppressants (e.g., HIV infection, hepatitis B, etc.).

Safety: Compared with calcineurin inhibitors, TWPs had a relatively lower
overall adverse event rate, mainly manifesting as impaired fasting glucose and
infection.

Evidence:

Five cohort studies were included, all in idiopathic membranous nephropathy.
Outcomes: 24h urinary protein (3 studies), serum creatinine (2 studies).
Meta-analysis: TWPs alone compared with calcineurin inhibitor showed no
difference in 24h urinary protein reduction [MD=0.00, 95% CI (-0.68, 0.69),
P=0.99, 1?°=0%,T/C: 83/92,(low-quality evidence)] and no difference in serum
creatinine [MD=1.46, 95% CI (-5.48, 8.40), P=0.68, 1’=0%, T/C : 60/62 ,
(low-quality evidence)].

Four studies reported adverse events: the TWPs group had a lower adverse
rate 31.8% (54/170) vs 47.5%(84/177); [RR=0.64, 95% CI 0.49-0.84, P=0.001,
1=0%,T/C: 60/62 , (low-quality evidence)]. Subgroup: TWPs group had a
significantly lower rate of impaired fasting glucose (2.3% (1/43) vs 16.7%

(8/48) ;[RR=0.18, 95%CI (0.05, 0.66) , Z=2.58, P=0.01, 1>=0%, (low-quality
evidence) ]Jand lower infection rate 23.6% (30/127) vs 43.4% (56/129) ;
[RR=0.54, 95%CI(0.38, 0.77), Z=3.41, P<0.001, 12=0%), (low-quality evidence)].

5.8 For patients with CKD, would combination therapy with TWPs and
calcineurin inhibitors provide greater benefit compared with calcineurin
inhibitors alone?

Recommendation: TWPs combined with calcineurin inhibitors can be chosen to
treat CKD proteinuria, and this combination is superior to calcineurin inhibitors
alone (evidence level: very low; recommendation strength: conditional).

Applicable Conditions: Applicable to patients on calcineurin inhibitors whose
24h urinary proteinuria remains inadequately controlled.

Safety: Combining TWPs with calcineurin inhibitors did not increase the total
incidence of adverse reactions. However, attention must be paid to calcineurin
inhibitor dosing; blood drug concentration should be monitored.

Evidence:

A total of 19 studies were included (13 RCTs, 5 cohort, 1 case-control).
Outcomes: 24h urinary protein (12 studies), serum creatinine (11studies).
Meta-analysis: TWPs+calcineurin vs calcineurin alone further reduced 24h
urinary protein [MD=-0.86, 95% CI (-0.92, -0.79), P<0.01, 1°=83%,T/C: 383/376,
(very low-quality evidence)] . Subgroup analysis showed that for membranous
nephropathy, nephrotic syndrome, IgA nephropathy, post-transplant proteinuria,
and other CKD types, the combined group consistently had greater protein

21



reduction. For serum creatinine, the combination significantly reduced creatinine
in nephrotic syndrome patients [MD=-24.10, 95% CI (-37.64, -10.55), P<0.01,
1=97%,T/C: 171/170,(low-quality evidence)].

A total of 15 studies reported adverse events: combined therapy had a lower
adverse rate 13.8%(85/617) vs 35.0%(101/589); [RR=0.81, 95%CI (0.5, 1.30),
P<0.01, 1*=67%, (evidence very low)].

5.9 For patients with nephrotic syndrome, would using TWPs (alone or
with ACEI/ARBs/glucocorticoids/immunosuppressant) provide greater
benefit compared with ACEI/ARBs/glucocorticoids/immunosuppressant
alone?

Recommendation: For nephrotic syndrome patients, after amelioration of]
hypoproteinemia, TWPs combined with
IACEI/ARBs/glucocorticoids/immunosuppressant (cyclophosphamide excluded)
may be chosen; the proteinuria reduction effect is superior to
IACEI/ARBs/glucocorticoids/immunosuppressant alone (evidence level: very low;
recommendation strength: strong).

Applicable Conditions: Applicable to glucocorticoids-resistant or refractory|
nephrotic syndrome.

Safety: Compared with ACEI/ARBs/glucocorticoids/immunosuppressant alone,
combined therapy did not increase the total incidence of adverse reactions.

Evidence:

A total of 23 RCTs were included, reporting 24h urinary protein (22 studies),
serum creatinine (16 studies), and BUN (11 studies). Meta-analysis: TWPs
combination compared with control treatments further reduced 24h urinary
protein [MD=-0.81, 95% CI (-0.97, -0.66), P<0.001, 1°=89%,T/C: 1006/1034,
(very low-quality evidence)]. Combined therapy further reduced creatinine
[MD=-8.79, 95% CI (-11.41, -6.17), P<0.001, 1?°=71%,T/C : 790/776,(very
low-quality evidence)] and BUN [MD=-0.57, 95% CI (-0.86, -0.27), P<0.001,
1°=86%,T/C : 535/520,(very low-quality evidence)]. Plasma albumin was
increased in the combined group [MD=4.24, 95% CI (2.63, 5.84), P<0.001,
1=95%, (very low-quality evidence)]. The recurrence rate was significantly
lower in the combined group [OR=0.16, 95% CI (0.05, 0.50), P=0.001, 1°=0%,
(very low-quality evidence)].

A total of 13 studies reported adverse events: the combined group had a lower
adverse rate 16.06%(75/467) vs 28.48%(127/446); [OR=0.47, 95%CI (0.34,
0.65) , Z=4.6, P<0.001, 12=7%, (low-quality evidence)], mainly gastrointestinal
reactions 7.81% (31/397) vs 14.18% (55/388) .
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5.10 If a CKD patient using TWPs develops mild liver function abnormality
(ALT or AST less than 3 times high than the upper limit of normal value
(ULN)), is it more beneficial to stop TWPs immediately or continue TWPs
with hepatoprotective agents?

Recommendation: For CKD patients who develop elevated transaminases (ALT
or AST <3x ULN) while on TWPs, one may continue TWPs with hepatoprotective
agents; if monitored transaminases do not significantly decrease, then
discontinue TWPs (expert consensus; recommendation strength: conditional).

Applicable Conditions: Applicable to patients with normal baseline liver
function.

Safety: TWPs have potential hepatotoxicity risk; liver function should be closely
monitored during treatment.

Evidence:

There are no clinical studies comparing the outcomes between discontinuing
TWPs and continuing TWPs combined with hepatoprotective agents in CKD
patients who developed mild liver function abnormalities (ALT or AST <3x ULN)
during TWPs treatment. Only descriptive statistics can be conducted: Descriptive
data from 64 RCTs (2482 patients on TWPs) found 165 cases of liver injury,
mostly mild. Among these, 136 patients (82.4%) continued TWPs with
hepatoprotective agents, 14 patients (8.5%) reduced the TWPs dose and used
hepatoprotectants, 8 patients (4.8%) discontinued TWPs, and 7 cases had
unspecified management. This suggests that when liver enzyme rises, the
majority of cases adopt continued treatment combined with hepatoprotective
agents, and this approach does not affect the final treatment outcome.. To
address this issue, we designed an expert questionnaires (including 15
nephrology experts) to investigate the management approaches adopted by
clinical experts when mild liver function abnormalities (ALT or AST <3x ULN)
occur during the administration of TWPs. Among them, 7 experts (46.67%)
considered dose reduction or other interventions, 6 experts (40%) suggested
discontinue TWPs immediately, and 2 experts (13.33%) recommended dose
reduction.

5.11 For female CKD patients of childbearing age who have used TWPs
long-term, which is better for pregnancy preparation: stopping medication
for 3 months or 6 months?

Recommendation: For female CKD patients of childbearing age who have used
TWPs long-term and wish to conceive, it is recommended to stop TWPs for more
than 6 months before attempting pregnancy (expert consensus; recommendation
strength: conditional).

Applicable Conditions: For women of reproductive age, the reproductive]
toxicity of TWPs should be fully explained, and informed consent obtained before
use.
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Safety: TWPs can cause menstrual disorders, amenorrhea, decreased libido, and
even infertility.

Evidence:

There are no studies directly on how long female TWPs users should stop the
drug before pregnancy. The project team designed a round of expert
questionnaires to investigate how long clinical experts recommend discontinuing
TWPs before pregnancy when the medication is administered to women of
childbearing age. A total of 15 experts were distributed the questionnaire; 3
experts without medication experience in this aspect were excluded, resulting in
12 valid questionnaires. Among the valid responses, 10 experts (83.33%)
recommended a discontinuation period of > 6 months, 1 expert (8.33%)
suggested > 3 months, and 1 expert (8.33%) advised that pregnancy preparation
could start after the woman's sex hormones return to normal..

5.12 For male CKD patients of childbearing age who have used TWPs
long-term, which is better for pregnancy preparation: stopping medication
for 3 months or 6 months?

Recommendation: For male CKD patients of childbearing age who have used
TWPs long-term and wish to conceive, it is recommended to stop TWPs for more
than 6 months before attempting pregnancy (expert consensus; recommendation
strength: conditional).

Applicable Conditions: For men of reproductive age, the reproductive toxicity of]
TWPs should be fully explained, and informed consent obtained before use.

Safety: TWPs can cause decreased sperm motility, reduced sperm count,
abnormal sperm morphology, testicular atrophy, decreased libido, and reduced
fertility or infertility.

Evidence:

There are no studies on how long male TWPs users should stop the drug
before conceiving. The project team designed a round of expert questionnaires to
investigate how long clinical experts recommend discontinuing TWPs before
pregnancy when the medication is administered to men of childbearing age. A
total of 15 experts were distributed the questionnaire; 3 experts without
medication experience in this aspect were excluded, resulting in 12 valid
questionnaires. Among the valid responses, 8 experts (66.67%) recommended a
discontinuation period of > 6 months, 2 experts (16.67%) suggested > 3 months,
and 2 experts (16.67%) advised that pregnancy preparation could start after the
outine semen analysis returns to normal.

5.13 What is the impact on TWPs efficacy and safety when TWPs
(metabolized by the liver) are co-administered with other
CYP3A4-metabolized drugs (e.g., rifampin, ketoconazole)?

‘Recommendation: Concurrent use of TWPs with other CYP3A4-metabolized
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drugs may result in drug-drug interactions; clinical efficacy and adverse
reactions should be closely monitored (expert consensus; recommendation
strength: strong).

Applicable Conditions: TWPs are mainly metabolized by cytochrome P450
enzyme CYP3A4. Pharmacologically, strong CYP3A4 inhibitors will increase
TWPs blood concentration (risking toxicity), and strong CYP3A4 inducers will
decrease TWPs efficacy.

Safety: No safety evaluation literature on co-administration of TWPs with other
CYP3A4-metabolized drugs is currently available.

Evidence:

In vitro studies show that TWPs modulate CYP3A4, CYP2C9, and CYP2C19
activities to varying degrees. TWPs can inhibit these enzymes, particularly a
concentration-dependent inhibition of CYP3A4. The strong inhibition of CYP3A4
by TWPs is associated with its hepatotoxicity and poses a risk of drug-drug
interactions when TWPs are used with other drugs.
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