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W6 AR R G REARAE . ik DBMIKE 20184 1 A 220244 1 Ak TRAEA X FWEILE E AL 535 8] 0457

FF 5 BRI AT oo 25 7k E U5 69 HSPN UG s JR AT, il it &9 TARAFAE o 48 20 52 4 57, 32 3) ol 28 23 64 7 250K SRAEL xﬂtﬂsﬁ%
8] R B R JE 8 s BT 2R R BB K A FA A R E) d PR E A O E , R EAe S UM )3 54k T 3 E] e 25 R
ERmBE, R HAN9TH EIU, £ BNt 5 3 3] e 25K 203 R, M 4T dn 25 5 A 4.26(2.47,6.34)ng/mL, ZiX A TAE4FAE
w25 T @ AR A 0.723(95%CI % 0.596~0.850, P<<0.01) , % 52 ¢4 o 25 3K B A 2006 AR A 2.19 ng/mL, 4 % 2 &) dn 25 R 3~ <5
ng/mL .5~ <10 ng/mL =10 ng/mL 28 & )L I& /R 77 2039 B % & T <3 ng/mL 28 (P<<0.05) ,5~<10 ng/mL =10 ng/mL 21 & JL &
KRR LA FEHRFEHT<3ngmL . 3~<5ng/mL4(P<0.05), hEFZ4 A CYPIAS B A a4 5 3 5] ofn 25 A 69 % vi AT
%ﬁ#%umo 05). ZHIE Wk B A4k 3t K 3] 74 97 HSPN B OURT, oo 26 3% J% A% J6 B 4 3~5 ng/mL; 4k E 484 Ae CYP3A5 AW

S 55,35 E) dn 3R E R B B
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Analysis of reference range and influencing factors of tacrolimus blood concentration in children with
Henoch-Schonlein purpura nephritis

LI Huiying, LI Fashuang, LI Linbo, ZHANG Lilin (Dept. of Pharmacy, Children’ s Hospital Affiliated to
Kunming Medical University, Kunming 650228, China)

ABSTRACT OBJECTIVE To investigate the reference range of tacrolimus blood concentration in children with Henoch-
Schonlein purpura nephritis (HSPN) and analyze the factors affecting the blood concentration, in order to provide a reference for
rational use of the drug in clinic. METHODS Clinical data of children with HSPN who were treated with tacrolimus and regularly
monitored for blood concentration at the Children’s Hospital Affiliated to Kunming Medical University were retrospectively
collected from January 2018 to January 2024. The threshold of effective concentration of tacrolimus was determined by the receiver
operating characteristic curve of the subjects. The clinical efficacy of tacrolimus in different concentrations and the incidence of
adverse drug reaction (ADR) were compared to determine the reference range of tacrolimus blood concentration. The factors
influencing the blood concentration were analyzed by one-way and multiple linear regression. RESULTS A total of 97 pediatric
patients were included, and their tacrolimus blood concentrations were monitored 203 times, the blood concentration was 4.26
(2.47, 6.34) ng/mL. The area under the receiver operating characteristic curve of the subjects was 0.723 (95%CI:0.596-0.850, P<<
0.01), which corresponded to an effective threshold of 2.19 ng/mL. The clinical efficacy in pediatric patients with tacrolimus blood
concentrations of 3-<56 ng/mL, 5-<<10 ng/mL, and =10 ng/mL was significantly higher than that of children with
concentrations <3 ng/mL (P<<0.05). Additionally, the overall incidence of ADR in children with concentrations of 5-<<10 ng/mL
and =10 ng/mL was significantly higher than that in children with concentrations <3 ng/mL and 3-<5 ng/mL (P<C0.05). The
impact of body mass index and CYP345 genotype on the blood concentration of tacrolimus was statistically significant (P<<0.05).
CONCLUSIONS When using tacrolimus to treat HSPN in children clinically, the reference range for blood concentration is 3 to 5
ng/mL; body mass index and CYP345 genotype are factors that influence the blood concentration of tacrolimus.

KEYWORDS tacrolimus; Henoch-Schonlein purpura nephritis; blood concentration; influencing factors; children
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JL#E HSPN (IR YT , o0 4 BR B E 75 4141 (Kidney
Disease : Improving Global Outcomes, KDIGO) 4§ Fg £ 1%
it FEVWE e 0 2 K A Ze iR By T b s mE
— 7 R Tl R O R, TR B R LR AR
Bk M A (immunoglobulin A, IgA) ¥ % . R S 2L BER
A B /N I PRI YTY . A IESEARGE At e 5L ]
fiE 2 [ I HSPN LI PR R K AT 2o M2 4
PER AR Y1, BT, IR 2 R A TT 254 I Uk O
UL 24 2 IR 250 Wil i B iR 1l 245 v B
FERITEIRIT 8 N, DA R R BE AN RO Y A o
G, VAT 24 W I AN SR 2 W A G 25 ) i ok BE S L
R EARAYRE NN R, & —An, H
S N T TSR] I R N L A 2024 48 [H R LRHE
U 27 24 7 I R P B/ INBsR e RE LA At 5 % ) 2
e JE N 4EFELE 3~7 ng/mL", 11 HSPN £ LAY Il 24 ¥k
Y H A JCHE e dRGE . R 7R B L AR SRS A
BB T R B, M e SRl I 25k S R AR RS P
S B AR PR S | K HE 45 %X (body mass index, BMI) |
CYP3A45 FE N Z 351554 G 7 {H HSPN & LN At ve
BERNAYT Az DL E 2 A2 H R A DA SCHGE
R, AR SR T BRPE A9 D 00 A0 AR HSPN i LAt
S5 F] L2V S5 L, T4 BT At s B ) 0l 24 3 1Y
SEMA 2R, LU HSPN A LA 3L I th 5 55w S ALl
IR¥EF -
1 #ERE5HE
1.1 —Rg&EM

[l Bt P 4 2018 4 1 H 22 2024 4 1 H ki T R
e B R 24 o L2 s B A FH At v 58 "3RI Wik A T
I 245 e B W ) HSPN AR L AR GE X 42 . -ULIgN A
PRAEALFE : (1 FFA HSPN 2R TR IERR F"™ 5 (2)fth 7 B ]
BRIl =6 1 H o BULAHEBR PR RS (1) AR AR
28 (2) A AT B R AIE 2T T /NERE R TgA
B OIS B AR CHE T 28 IRIE T B R SFHEIN A
(3) 0 FH It BRI 2= A At S e 1l 3510 2 5 ()4 e et
ANEEH OV EAYAR RN AH . AFRE
WY = B K2 B L 2 = e A0 38 22 51 S b o (HEHES
2023-03-210-K01) .
1.2 WERIEHR

(1) — M7k WS L — ookt 4s L
S VAEIS . BMI, CYP3A45 FER AL TN 2 R i 24 i (alanine
transaminase , ALT) . K42 iR ¥4 2 i (aspartate transami-
nase, AST) . B AHZT K (total bilirubin, TBIL) . Ifil 7 L F
(serum creatinine, Scr) . JR & H .24 h JR & H E &4
CYP3AS5 FEPR B H 9 6 Y 0 )i A6 2238 Fe AR, I FH
T vE B ] I 24506 BE A I PR R A3

() FeBs w2 B T LIS RS 1 DL LIk
Fasha R 25T 30 min PYAIEUE JLERPKIM 2 mL, {fi
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R A R 2L i 10 A 37 %) R A5 o ) A e B
A (1E2757 35 S

) IS T RAE R : I IRTFROTM 53R 355, 4393
R ARG (REE 2L, 24 hREE 8 5 <<0.2 g)
R4 G ff CIfL PR 472, PR H FRAE s PR B 1 3B0A T e 20
50% LA I, 24 h PR FE BRI T RTN 50% LA ) (6
I R AN AR PR TC el ) L 3% F A R0CR A R0E
(% ) = (58 4= 5% fifk 150 B0+ 0 4 2% #1610 550 )/ 3 1) 5 X
1009,

(4) AT 0 A e 5 Rl VAT TS B ULA R
SRRSO, TN BN & AR AN RN kA
(%) = KA BB S5 X 100%

1.3 44
1.3.1 5 FHZrd

MG B ILE IG5 R 5 240 : A 2H (fh 7e 5 w] +
W JCHA+HE D BEATES ) (B 2 (fth 5 52 Rk JE A+ XU 35
BIAYE DL WS ) C A [ 3w 58 B +R JE AR+ R HEE ) (12
N R E R ) +4E D, W5 55 5] . D 20 [ fth 32 25 m]+ 1k JE
P+ XU TR SR HE 1) (B PR L S0 E R )+ DL W
B5] B 41 [ b 58 58 )& JEHA LR IR B+ AT 1] (IR N
fil S ERR ) +4E DB A5+ HBR S RE], A0 BT X LRI IR
ANTRIE I 2657185 6 %) HSPN AR J L Ath 73 35 ] i 24 16 B 1)
R,

1.3.2  FEfh e B w) il 25k B A 21

g G573 TAVEFFE (receiver operating characteris-
tic, ROC) M4 7 A 25 AL AN SCHRH B, M4 5 52 )
M2 BEWE L4 1T 41 (<3 ng/mL) . I 4 (3~<5
ng/mL) \ Il 41 (5~<<10 ng/mL)#1IVZH (=10 ng/mL) , i
o F AN [ e B 2 1) i ) L9 PRITT 3RO R s g &
15 00, 1 0 b v B2 R] R Y7 HSPN SR LAY L 25 ¥k & = %
FienE 2]

1.3.3 LRI 4

MR L Bt B 4 5 - JLZE W IR R G0 o )
FEREIL ML (<3 %) AT (3~ <6 %) 2%
W(6~<10%) HFHEW(=102) W A FAER B L
5 B w4 I 24 VR, A B AR IS 2 A5 2 HSPN AR LA 5
] I 259 BE R R R
L4 FiFFEFE

K HI SPSS 26.0 A X B #A TG 3. AT
WERD AT PR, M(Pos, Pis) 7, INEEAR Y5 LY
%% F Mann-Whitney U K 5 , 22 21 [H] 34 %5 be 4ok H
Kruskal-Wallis H#55% . THECFORHL B ER RS R
X KB EE Fisher K HEA A 1 . Z IR Rk 2004k
PN A3 A7 o S5 467 5 DR A 36 2 5 45 5 Hardy-Weinberg
A R FH xR o AR I PRI RICRE LA A 3
21 TCELAL, FF LA PRI T 850k PR A B b g 5 ) i 245 3¢
Sk AR S R T I PRI R ROC £, 43 B th 5 5

thEZG B 2025 4E45 36 545 8 11



A I 2 9k R YT HSPN 1A 801 B DA h 26 F 1 AR
(area under curve, AUC) F/niZlm FAE Y] 55 A T v
b, UE TG Bl 0.5~ 1, HE B2 T F 1, 2 Wi i
EREE . KB K «=0.05,
2 H#7
2.1 BIL—RgER

ARFFEIEAN A 97 5] HSPN L, Hoh 55 14 68 ] &
P 29 ) 5 et F ATt 58 5w il 2459 B I 203 ¥, A
1ML 24 96 B 2R 0.99~12.55 ng/mL, H 457 5y 4.26 (2.47,
6.34)ng/mL, CYP3A5 BRI IN 25 R 7R, GG.GA.
AA TV 43 5145 50 16 (51.55% ) . 34 151 (35.05% ) . 13 14l
(13.40%) , Horfv A G %5 3 3k B3 2R 43 531l o 30.93% .
69.07% , 1§ & Hardy-Weinberg *F-ffif (P>0.05) , HAT 1A
RN, HSPN L — ORI 1,

F1 HSPN BJL—M 3 #H R 200 fth 52 5 5 1 25 iR B Y
BRESNER

S 45 BRCSI%) MR M(Pys, Prs)Y (nghil) — yZ P
1 Btk 68(70.10) 423(240,561) —0579 0362
g4i3 29(29.90) 428(2.53,7.00)

& <3 4(4.12) 5.28(4.60,5.37) 4361 0225
3~<4 19(19.59) 330(1.77,5.15)
6~<10 2(22.68) 426(268,6.60)

210 52(53.61) 430(2:40,6.06)

BMI/(g/r’) <185 46(4742) 240(2.19,2.54) 6358 0042
185~<24  39(4021) 437(2.70,7.27)
> 121237) 5.58(3.35,9.06)

CYP345 JEfH ! GG 50(51.55) 5.56(4.07,7.88) 25917 <0.001
GA 34(35.05) 326(2.15,449)

AA 13(1340) 203(126,3.97)
iFshit G 55(56.70) 350(2.20,5.29) —1857 0063
B 2(430) 463(3.60,6.79)

BIREMARERRE)  30~<60 4(412) 6.07(3.85,7.19) 6075  0.108

(mL/min) 60~<90  13(1340) 433(374 8.30)
90<120 31(31.96) 19(2.00,5.61)
=100 49(5052) 434(280 298)
it} A4 16(1649) 3.95(239,5.13) 2883 0578
B4 2002062) 3.86(2.38,561)
i 9(9.28) 5.29(1.83,9.9)
D4l 49(5052) 485(2.59,6.61)
E4 3(3.00) 8.06(3.50,8.94)
a: JIF I fig IF % 8 ALT>7~<30 U/L. AST>14~<44 U/L,

TBIL>3.4~<17.7 wmol/L,
2.2 fhEEFIAT HSPN BILM M IRES £E5H
S
2.2.1  fhresEE] i 25V B S I IRTT A OE R

FEf b e 5 R EY Y 6 4 H IS L 97 il UL A 40 4]
SEA LR | 30 I A R A L 27 W JCRL I IT A R N
72.16%. FE&IG ST ROR - 53 AR (70 41 FJCset
(27481 , il 24 e B2 vh 057 £ 539 hy 4.37(3.28,6.96 ) ng/mL
F112.03(1.59,4.99) ng/mL, 4 41 [6] by 50 55 ] 1fi 25 ¢ i 2%
SAGHFRE L (P<0.01),

TEZG; 202545 36 44 8 1]

2.2.2 ROC £ 4 #r

ROC i £ 7 Hr 4 3 i, i LAt 7 55 =) iy 24 % i
ROC {4k AUC 7 0.723[95% ‘&1 IX.[i1] ( confidence in-
terval, CI) 4 0.596~0.850, P<<0.01], I, fth 52 25 ) il
2 B X5 IO 1A R0 B K 2.19 ng/mlL, T R 45 A
FESEBEAT A 0.971 10693, Z5H LI 1.

1.0 A

0.8

0.6

RE

0.4

0.2

0 0.2 0.4 0.6 0.8 L0
155 B

1 fEE T MR EmNIGRTRA ROC B E

2.2.3  R[RIR BELH )Y 7 AORIAS R R & A 1

b 7 5L H] 95 97 HSPN B LI I AR 7 R 45 3 s
ILVI0 VA B ILA Im RS F 2 B & & T 14 (P<
0.05), il 72 5L HE] 4T HSPN & LAYAS B 43 B 45 5
S, M IVHBILEAR RN EER¥EEGTT .1
2 (P<<0.05), 1 I . DA ZESR LI E L (P>
0.05), LA EZ5RFH, Mhve 5 mlAY7 HSPN LAY, Il
2 B <3 ng/mL & [l PRYT 500 K T il 245 4k i =3
ng/mL 77 ; Ifif fth 572 52 A ] 1l 25V BF <5 ng/mL & 1A R I
N2 R AR T M 2GR =5 ng/mL ¥ . R, f 7e B
FIVAYT HSPN HBULET, i 254 B 25 F 2 3~5 ng/mL.
gER 2,
x2 MREAFRREABILGRTIEAR KM%

EFREEE[B](%)]

0 . T

L![, 5l

T A R R Rn & BR BIE BRRRE
T4 29 13(4483)  0(0) 0(0) 0(0) 0(0) 206.90)  0(0) 2(6.90)
M4 30 25(8333)  0(0) 0(0) 1(333) 0(0) 206.67)  0(0) 3(10.00)
M4 32 268125 2(6.25) 20625 0(0) 103.13) 3(9.38)  2(6.25) 10(31.25)®

( ( ( (

N4 6 6100 1(1667)  1(1667)  0(0) 000)  2(3333) 0(0) 4(66.67)°
a: 5 [ 4%, P<0.05;b: 5 T 4H He#, P<<0.05,
2.3 HSPN 2/t R E R MR EZIEZSH

2.3.1 HPHFES

R Mg R o, BMI A CYP3A45 JE R Rl
] 2 vk A B Y (P<<0.05) , Hi v BMI<
18.5 g/m” ZH £ JL Y Ath 52 5 w) 1l 245 9k &2 5 2 Ik T BMI=
24 g/m* 21, CYP345 GG B K AV 2H £ LAY Ath 52 5 ) i 24
W W = T CYP345 GALAA FE R T4, 4y ] 2
CYP3A45 GA AA JER T B LZJ Wk BE 1 1.71 . 2.74 4% .
iR,
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232 ZHEMT

X H R 2408 22 5 Ge it e L dE bk — 25 i
P2 Inek A . 25 R Bow, mE R R y=
107.328—35.175x+19.393x, (F=15.185, P<<0.001) , BMI
N CYP3AS5 FE PR A At 5e 58w 1 25 B 15 R 2= (P <
0.05), Z5HILFE 3,
*3 fhRER MR

&R

£ LIESESESmE A A ElE L

L RM S
N L TR t P

CYP3ASFEHR —35.175 7590 —0418 —4.634 <0.001
BMI 19.393 7818 0224 2481 <0.05
3 itit

H A, 3T I R 50 FE - PLE 3R BBk £ 1)
P e 4 ) (Al 7 B 53697 HSPN &L, {H AT 6
v B E] AT HSPN LIS B T IR RIT 2L,
X F HSPN F8 LA S At v 5 ] 1 245 v B A A % 41 3 45
AU ARBFSERIAAR DT T HSPN ) LAt v 55 =) 4 1l 25 e
BES 0, 3400 T HSPN H LA o 55w 1l 24 v B 11
MR,
3.1 HSPN#EJLtRERAMZAKESELE S

2013 4FA SCHRHE , A 5 5 w1 24539 B <5 ng/mL [F]
FER R, LRI /IN) o A v 5 ) S i —Fp e
S IEYT Y, Jt, 2016 —2020 4F B9 R 5% At TE
B ] IR T U BE AL T A, L 5~10 ng/mL""#l| 5~
7 ng/mL"™, % 2~7 ng/mL™, {HRZEM 58 2Rt 7
L] (1) B AR B R AN R IR e ik — 2
PRUIHR B 597 80 AN B 22 [ AR e S 404k
FI % HSPN & LAY It 25 ¥ B 2 25 1 Bl E A 7RG HE A I 5%
A

ARG I 0, At 5 B ) I 245 9 B 2 6 R 74K
FISZIR P 25 (P<<0.01) . PRk, DAL AT 850k R AR
s, b v B ED I 24 v R SR [ A e v A I AR YT AL
ROC 12k, 25 53] ,ROC &) AUC 4 0.723(95%C1
41 0.596~0.850, P<<0.01) , ELAT 2 Wi i i 5 LG X6 1o 1Y)
ARG FAE N 2.19 ng/mL, N T #E— A 58 5w 1
2R S ] AR TR ZE A ROC 2k 43 B 45 5L R SC
MRS AT B K LA R A VR A, e A e
BLFEGYT HSPN &L 6 > H J5 AN [a] v B2 4 18] 1 97 34 &
B, T 40 (<3 ng/mL)FR1G K 47455 (G035 58 4 5% i AR
) B UL B AR T T4 (3~<<5 ng/mL) | Il
2 (5~<<10 ng/mL) fTIVZH (=10 ng/mL) . Chen %"
A 1At 5 5 R AR B B IS [ BT 76 IR T 2
BB LR A AL 09I RO et BRI R 5
B ) R S 2R G (PS4 48 v H << 3.00 ng/mL B,
NBEZEMR) , SAM TGS R — 3 AR %o s
AR L YA W R (6.3 + 1.4)ng/mL, MASAFSE
W25 5 SR A A R 2 R B Y R Bk 4.37

izl

&{
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(3.28,6.96 )ng/mL. [RIAT, ASAHFEAN R I I 43 A1 45 1 i
LI VABILEBAR RN ZEREERT T 14
(P<<0.05), i I . T4l 1H) 2% 5 gt it L (P>0.05)
33 2 B At v B H VAT HSPN A8 LI, I 249k i 2% 31 il
AT E IR P B HEAA Y 5~ 10 ng/mL™* | @ SUl R TE
I A 7 55w v YT )L #E HSPN 22 15 Bl ] f& %2 3~5
ng/mL,
3.2 HSPN &)L ERMZREZMEZDH

PN AP 7 55 F] A7 HSPN A LA Il 24 v 2 5%
i D] 25 A0 R S A 9 0 4820, Zhang S5 DA b 7 5 A
AT HSPN S LA Sk fnde etk I3 CYP345 3
DRI 75 X5 I 245 1) s i, (K At 2 i R 38 9 A4
Ko AWETE LI 50 B ) 259 A AR =, LAPE ) A
% .BMI.CYP345 FE A B Diaef & IFH 258 A A8
R i BuR RS b T S| A TRES X e IR S TR S T T
BMI 1 CYP3A45 H PRI RY S Ath 5 B2 ) 1 247 v J32 1 5 i PRI 32
(P<<0.05),
3.2.1  CYP3AS BN ZSNMERI R

H i E N AN T CYP3AS R 22 25 M5 fth 58 50 7] .
2 B 5 (BT A v AR B R A R A BB £
A X HSPN 3, U HUE HSPN JLE 34 14
B — IS BB 53 BT T At e 55 w167 B A
BERIT RN CYP3AS KN A% 78 S AH Sk, 45
RN TEW I BRI AFE T, CYP3A45S AASER AU 3
FEHE I AT A Bsf 30 1) it o 55 ) e 88 /7%1) i LL ¥ B S5 AIK
CYP3A5 GG HEPRI R, i 5 5 w] e B2 /371 o LU A8 S
HBH ) CYP3AS AL/ S B F A, T CYP3AS HE
Z A X B RS R A b o B ) ) i 2 VR T R 17
WIS & B, #5747 CYP345 GA FEIR LA CYP3A5 AA B A
TR S5 3 T A v 55 ) ) R %% £ 0.20.,0.30 mg/ (kg d)
A BEIL B 57 K 0.10 mg/(kg-d) (K] CYP345 GG H:[H
e A RO SR N (1R R7 9 A N S DL SR TN
CYP3A5 GG F: K %1 HSPN & JL A% fib 58 5 =] 1fiL 25 1€ B th
W E T CYP345 GA AA FER T L, CYP345 GG 3
[A1 784 HSPN F8 LI 25 )9k B J2& CYP3AS GA (AA SE[H Y
BILZGYPHE R 171 ~2. 7445 ML T CYP345 GG £
TIE L, % T CYP345 AA .GA FEPRI B B LAT LK 29 22
R REAL, PRL, B RAE B At 72 55 7R HSPN
LI, AT L CYP3AS5 FE D Z2 8 gEA TR I, A Hi A6
N &35 SR % Ath T 50 ] 5] R AT, T A S A AR
M,
3.2.2 BMIMIEZN

Khamlek &%t 78 52w 78 LR SCAR 8% B R 32
WA 251 3l ) R T R GV, A5 R s L IR
O B RS BRI . BN AR R
JURIBEAR 2GR 3h Ty 2 F 5 AR IH |, K EE 5 it 7 55 ) 1) 385
BRoR S IE A G, Bl A B 18 N 75 2L e A AR E 0 — 1k
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FIHEECT ) AHFSE % B, BMI X} HSPN A8 LAt 7 55w 1f.
Zh R BRI A K . Pasternak 25PN /N JLSCARES B AT
Z B SR T R A ST K B, S TR E ) Al v 5E
AL PR, Tt v 2w R R R, R X At v
gAY s ] A 5 LA AR K R B G, R, 7F
by 5 B FH 2 A, T R AR Al v 5 ] I 2 v
ISR, X AN [ AF IS AN )AL H AR TPA -
GUES. 'S
3.3 HfttAHEMFm

Guo FFHIFGT BN , AR &5 0 B 25 A IR R LAt
L] M 2GR 5 — N EE N E, 1~<6 % fl6~<
12 2 LR /50 2 b i IR T 12~ <18 B FR L (H
SRR T LR, AR It I AN Al v B ] I 2R B
X 5 A 5T 45 AL, ASBIF 5T 45 1 R AR IR R 2
HSPN f LA e 50w i 259 FE i sg m R R o b, b e
LR PR PN T2 28 ) 4 €5 2 P450 (cytochrome P450,
CYP)EACIf, 1 CYP B R AE L AR N Y FRB W] 1 KT
Tk, AT B YA PR AR, A K g
X — 4518, AT RE S AR AN AW 9T 0150 BR A TR 9
s SATFFE 06T G2 1) AR 22 S 3R AT 6, e R I FH T3 75 2%
JEE T At T 5 ) 1 24 v R

BEAN , —I00% B 55 TE R 5 5 ) S i) PR 2R Y
o4 R B ow , L TBIL /K5l v 55 5] 1 25 9 J 5
IEARDE, FIAE T Ser SRR R R A ML 8 (Xt e 52
I 2 B AT S M), 3k % BT D A 2 i fth 5 55 ]
M2 FE S A ZE 45 5 Wow |, BF B D RE I A 5 i
FEBLENIM AT . EA BRI IE S, b v S R 7 A P G
oy 2 ARG, 5 2 48 B IEAR g, 2 253 5 CYP3A4,
CYP3AD5 i Z A, HEA7 6 L sl i, ABFoe g 5
W3R W], HSPN &) LAt 7 5wl A 52 CYP345 GG A £
AVERSZMR . PR, I DR 1 At 52 52 1364 7 HSPN 8L
ANREZ AT DR fth 5 5 SRR A, 7RI R 24
B X R LI B DR TR T 48 I PRI I 24k
AT AT AT, SRR IR T O 58 LA SRR A
2y IR B AEIRITRIOR

FE NN E IR e s /] S S L2 2 kA
AHEAE T, BB (o P65 8 308 18 BEL v 7] (A o
GRS ) BRI S s T At S S w2V B hiw
R QR Je s R JEm e Ik Je T8 ) & ARl s 58
AL M2 B, 5 70) Ak A R T = RSS2 M b v
BRI 2R B TCR T AR LA WA R
FEU A OUmE AL RN e S SRR | R R 4 DL
G, AR E YRR e, O R X DAERFSE
DB, TR s A T DA s )t vl ] At DT 46 e At
0, B ) P T 0 ) e G 3 SO0 313 25 R R SRR B
RO ARSI BN, BAR IR A 4L LAY
by e B R I 2V B TR A A (B E R SRR
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