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Cyclosporine Absorption Profiling and Therapeutic Drug Monitoring in Stable Renal Allograft
Recipients
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ABSTRACT: OBJECTIVE Therapetic drug monitoring for cyclosporine microemulsion (CsA-ME) is often performed using
trough levels (Cy) or levels at 2 h post-dose (C,). This analysis assessed changes in Cyand C, and their relationship to CsA-ME
dose over one year post-transplant in renal transplant patients. METHODS  All 92 post-transplant patients in whom Cj and C,
were available at month 1, 3, 6, 12 were measured by FPIA. Normalized dose (ND) of CsA-ME, defined as dose per kilogram
body weight, was caculated, together with Co/ND, C,/ND and C,/Cy. RESULTS Both Cy/ND and C,/ND increased between
month 1 and 3: Co/ND increased from 43+£15 to 5620 (ng'mL™")/(mg-kg™") and C»/ND increased from 129+62 to 212+80
(ng'mL™")/(mg-kg™"). Between month 3 and 12, C,/ND remained stable but Co/ND decreased to 48+15 (ng'mL™")/(mg-kg™") while
the C,/C, ratio increased from 4.5+£1.9 to 5.2+2.3, indicating an acceleration of drug elimination. The inter-individual coefficient
of variation was higher for C,/ND than for Co/ND at month 3 and 12. CONCLUSION CsA-ME clearance accelerates between
month 3 and 12 post-transplant, resulting in lower C,levels for a given exposure. As a consequence, Cy, monitoring may not
progressively underestimate CsA-ME exposure during the first year post-transplant. C, monitoring contributes to improve
individualized CsA-ME treatment beyond month 3.

KEY WORDS: absorption; therapeutic drug monitoring; cyclosporine microemulsion; renal transplantation

AR, X T as e m ke YR RN IR BT AT IRIE SR C, 5 AUC, 4

FHNF RN TT, BB T I IRG T 2540 1)
BEMACY, G T- 5 R A 8 AR S LA B 4
% A(cyclosporine microemulsion, CsA-ME)IfL 2k
FEMIEI, BELL CSA-ME fEAN RN H &
AN ) ER S H I, DUE R R 1L
WP W SCRRARIET T, AR (R B0 RS R R A R
CsA-ME 4 h i, 4P 2540 85 KO0 & A A A TR )
AR, BIRZE 4 h [925-0 fl 2k T i
(AUCo )M RE St CsA-ME 74 A IR IR ST i
&, RTINS RBEEE ARG 3 MHAKER

EEBIT: BRK, %, Wit & EAE240

<466 - Chin JMAP, 2010 May, Vol.27 No.5

Tel: (0510)85350347

A RAFRICER, Co WS M e R 2, Mk
L Cy 1 Ay W 3000 b f v i S Il A pA) 249 1) 3% 5
i, ORI SR R SO R R AR AT e R
G3AT SCRRARIEY, SR LA Cyn Co A KA
MFebr, HREHER VPN LA ZE A EARN )
WROEFE . T Co R IR R, Co AR
TR BRI L, I Co/Co LAtk
BT T I B CsSA-ME £ 14 P IR AL IR BL S O
HIX AN I TR ARAE I PR LA 15 2 2 N
AW H i BB EE ARG 1

E-mail: chenlan0510@163.com

op E AR 242 2010 4F 5 H 55 27 555 5 )



WL CsA-ME Ja kN 25825 S 502
B BRI PP I 259 L IR M FR AR Con Co XA B
HRHST A ERA CsA-ME 5 & (Ui
FURI S, DL R T 3% 26 25 $ e AN 1 i) B M Fn A
A AR S 1R 20 AT
1 #ERERE
1.1 gkl

2003 4 1 FJ—2005 4 12 H, KEMEEI6E
A4 BV G R PR BEREAE AR B il AT JsU A )
TR EBEARZE 92 6I(5) 54 &4, % 38 4), F
W% 21~65 %o ZHEWNEIREZEBHETFA, K
Je ¥R R R =B e e Iy & CsA-ME+#2 7%
Wy TR+ 85 R U R, RS MR CsA-ME
5~10 mg'kg™'s 2> 2 IR, ST 7 do i
BIFRAARSES, TFAR W I 2R B o K FH v B
PUR T CAMIR i, 43 I e 45 29 HT (Co) S 25 24
J&i 2 h [1(Cy) A I 3R 2R &
12 s 5

Pt i % 73 B A (TDXFLx, 56 H ABBOTT
ATl BOHLEEE ABBOTT Al). TDx CsA Jit
&, TDx CsA brfEfih £k il &, TDx CsA
2y AR, TDx e, il 7134 4 56 ABBOTT
AFERE,
1.3 By IR o R4k

XF 92 B EHEARSG 1, 3, 6, 12 HE Ui,
[ I s AT R 0 . IR, R R R DL A )
N A ER (0 0 o ST R A 7] I 8] F A
FRIEFA R ND, mgkg d™"), FIEIE T
Z5RIE[RI CYND, Cy/ND, (ng'mL™")/(mgkg -d ™),
LRI A5 % T EEAEL(EIY Co/Co)e Bt 1B HE Co/ND
FI Co/ND FEAMRIA]. AMA N 1748 55 REL(CV).
1.4 Hoih b

B Bi ¥ L X + 5 &, FHKH SPASS 10.0
AT G200 0T o R BB t A S0 IEAT 240 N 22
LU, Fisher FEff ¢ 4056 HEA T 40 W) 22 57 (1) LU AR

2 &
2.1 ARAZIEFIEM Cov Co W Bl A S5 I 7] (1125 4k
A 80 W' B AH 3 e AR G 1 AR T
R, JEME R E A Cov Crik 44 500 K.
B A S I TR (R K, s R RS TR () A
CsA-ME HIIRZHIE S Cov Co WK EEH AT 35 1 I
fltadh. FREMEARE 1 FWN, BEHERZAFIER
F#AR, Co HIPRARIEZ 32 KT C, 1, Bl Co M 331.68
A3 147.44 ngmL ™", ZIFEA5 56%; C, M 954.91
BEA%H) 663.12 ng'mL™", ZIFEE 31%. 45 B WK 1,

1200 o
[T ¢
1000 | 10 ket R
800 | 18 -
E 600 6 ¥
-] .
= &0
=]
400 | {4
200 2
0l I
1 3 6 12
e/ H

Bl1 BHHEEERE 1, 3, 6, 2ANMAWRGHNEHE
5 Co. Gy %E‘{i’gfﬁ(n=80)

Fig 1 Means of CsA-ME dose, mean C, and mean Clevels
at month 1, 3, 6, 12(n=80)
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Tab 1 Pharmacokinetic parameters at month 1, 3, 6, 12(n=80)

ND/ Co/ Cy/

Cy/ND (ngmL™")/  CV for

Co/ND (ngmL™")/  CV for

i mgkg -d™! ng'mL™" ng-mL"™’ (mgkg-d™) Co/ND/% (mgkg-d™) Co/ND/% C/Co
11MH 7.543.5 331.68+142.48 954.91+302.13 43+15 43 129+62 32 3.443.1
3AH 4.4+1.4Y 24219+ 94.02"  922.71+260.01" 56+20" 38 212+80" 28 4.5+1.9Y
6 1™H 3.6£1.2Y  193.81+ 70.18”  789.79+211.077 55418 36 218+78 26 4.7+2.6
124 H 3.0+41.17  147.44+ 40.93Y  663.12£145.207 48+15% 27 220476 22 5.2+2.3%

IE: ND-3flZ A MAsETIE: CV-ERR2%: 5 1 AAMLIL, "P<0.01, 53 MAHMIK, PP<0.01, 564 AML, PP<0.01
Note: ND-normalized dose of CsA-ME; CV—coefficient of variation; compared with month 1, l)P<0.01, compared with month 3, 2)P<O.01, compared with

month 6, *’P<0.01
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