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Mizoribine monitoring and the influence of creatinine clearance on renal transplant recipients

YIN Hang, LI Zhe, GENG Fang, WANG Zheng, YANG Chun-xiu, SHEN Su, YU Jun-xian (Department
of Pharmacy, Beijing Friendship Hospital, Capital Medical University, Beijing 100050, China)

ABSTRACT :OBJECTIVE To develop a HPLC-MS/MS method for the determination of mizoribine concentration after renal
transplantation, and discuss the correlation between creatinine clearance and drug concentration. METHODS HPLC was per-
formed on a XDB-C;5 column (150 mm X 4.6 mm,5 pm), mobile phase 0. 1% formic acid aqueous solution ( A)-acetonitrile
(B), gradient elution for 0—2 min 70% A, 2—4 min 40 %A, 4—7 min 70 % A; at a flow rate of 0. 6 mL+min~!. Blood samples
were collected from patients after renal transplantation receiving mizoribine (100 mg, bid) to determine mizoribine concentra-
tion 0.5 h before and 3 h after drug administration. RESULTS Mizoribine and internal standard (IS) were detected at m/z
258.2—>126.1 and 278—>91. 1. Two compounds were completely eluted, retention times were 2. 14 min and 2. 74 min. The ex-
traction recovery rate was stable, intra-day and inter-day precision RSD<C15%. Plasma samples were stable in low temperature
environments. The drug concentration monitoring showed that mizoribine concentration was highly correlated with creatinine
clearance, increased as the creatinine clearance decreased. High peak concentration might lead to adverse drug reaction. CON-
CLUSION Mizoribine dose adjustment according to the creatinine clearance rate is helpful to reduce the rejection reaction and
reduce the adverse reaction.
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Tab 1 HPLC-MS/MS parameters of mizoribine and IS

m/z m/z Y /v /v
258. 2 126.1 120 11
BA-TPQ 278 91.1 170 25 4
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Tab 2 The precision, recovery and matrix effect
/ (n=5) (n=3) /% /% /%
ngemL ™! RSD/ % /% RSD/ % /% (n=3) (n=3) (n=3)
20 5.45 97.9 2.17 99.1 86.8145.56 86.1944. 36 88.8944.68
200 7.93 96. 8 6.05 90. 5 83.97+5.87 95.74+2. 30 93.1642. 39
1600 8. 89 102. 0 4.28 97.9 82.8942.04 89.7342.29 89.4146.03
3 (zxs)
Tab 3 The results of stability tests(z=s)
/ngemL ! /% /% /% @2 /%
20 96.98+4.5 97.54=+2.5 94.38+2.4 89.43+2.8
200 90.38+3.6 90.59+2.1 89.724+5.3 92.424+5.9
1600 102.58=+1.8 96.92+4.3 97.47£3.2 93.89+4.1
3 N 6 h, 24 h s
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Tab 4 The information of patients ‘ug°mLil , ,
/ /mLemin !
Sample A 41 89 ° ’
Sample B 47 52 s
Sample C 33 131
Sample D 38 96 ’ ’
Sample E 39 56 ,
Sample F 42 115 °
Sample G 37 45 R 'Mﬁ-i"“'-f-%
Sample H 41 110 o ik
5 .
Tab 5 Concentrations of mizoribine in patient plasma “og.. hees . .
- L
g " .
PR
/pgemL " C ) /pgemL " CID , oG 8
60 80 100 120 140
L B % /mL-min”!
Sample A 0.32 0.73 0.13 0.71 2
Sample B 0.61 0.77 0.59 0. 88 Fig 2 Distribution figure of mizoribine concentrations in patients
Sample C 0.07 0.26 0.09 0. 60 with different creatinine clearance rates
Sample D 0.28 0.61 0.22 0. 46
Sample E 0.61 0.82 0.54 1. 44 3
Sample F 0.16 0. 50 0. 04 0.57
Sample G 0. 61 1.15 0.94 1.37
Sample H 0.05 0.34 0.04 0. 85 CNI MPA
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