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The Research of Devastating Test on Picoplatin, a Platinum-based Anti-tumor Drug
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Abstract: Based on the requirement of the drug-stability test, HPLC analytical method was used to
investigate the stability of picoplatin in acid, alkaline, oxidative and reductive conditions, and 0.9% NaCl
solution was used as solvent. The results show that in 0.01% HCI solution 24 hours, picoplatin degraded
about 7%, 78% in 0.01%NaOH solution, 49% in 0.3% H,0O, solution and 9% in 0.01% NaHSO; solution
24 hours. It’s not conductive to the stability of picoplatin if the pH value is too high or too low, and the
most stable pH values is between 3 and 5. It shows that, picoplation is unstable in alkaline and oxidative
conditions, and is stable in acid and reductive conditions relatively, but the amount of acid and reducing
agent should be controlled strictly.
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£ 0.9% NaClIER 4 il i\ — & &/ HCL.
NaOH. 30% H,0, 8t NaHSOs, Br#il a7 0.01 mol/L

£ 1 HIEH7E 0.01mol/L HCl BB P AR FN % & &
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(25 I, BL0.9% NaCl i AExTH R, SRR
TRRE EE R S A R 2SI VR A B T, i T U
(1) B B T
1.2.2 AR 5T

W 3 AN S B H BEEH 2 13 T 0.01 mol/L HCLL
0.01 mol/L NaOH. 0.3% H,0, fl1 0.01% NaHSOs &
W, RN 0.1 mg/mL, 4 51F 0. 20, 40, 60
80, 100 min LA 2. 3. 4. 5. 6 124 h BUFEEAT
B T AT . I TE =R R T .
1.2.3 pH B XS FE BE RS E T 1) 52

PLpH=2. 3. 4. 5 FIAA7T pH 7 0.9% NaCl
WIRAE NI, ECHIAEEA 0.1 mg/mL ) HBE £H
Wi, 29T 0. 1. 20 3. 4. 5. 6 Fil 24 h BUREEAT
1 AR L AT

2 ZR5hR

2.1 FRgdR RN R
FHIEEALE 0.01 mol/L HC1 IV FHAS B i %I &
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Tab.1 Contents of picoplatin in 0.01mol/L HCI solution at different time 1%
fits Omin 20min 40min 60min 80min 100min 2h 3h 4h 5h 6h 24 h
20130703 95.01 9427 9382 9354 9349 9346 9340 9332 9328 9326 9325 9322
20130707 95.62 9478 9432 9401 9369 9352 9347 9338 9333 9326 9323 9296
20130708 9631 9570 9516 9456 9375 9359 9352 9342 9337 9331 9327 9325

1 450K, HEEHTE 0.01 mol/L HCl IFH
I 5E AR R, B EE TR 3%~5%, 2 5%
fRELE NS, 291 h Ja PR TP, HZ 24 h,
FBE HIRE MR R AE 7% 4 o

% 2 HIEHI7E 0.01 mol/L NaOH WA ZI & &

2.2 FR DR A B PR R 6
FRESA7E 0.01 mol/L NaOH 2% AN [F] B 1] (1
eI 2.

Tab.2 Contents of picoplatin in 0.01 mol/L NaOH solution at different time 1%
fit= Omin 20min 40min 60min 80min 100min 2h 3h 4h 5h 6h 24 h
20130703 98.38  96.61 94.61 9299 9139 89.55 87.83 8594 81.82 96.51 71.87 2144
20130707 98.79  96.89 9475 93.10 9148 89.67 8792 8599 8193 9657 7192 22.03
20130708 98.46 96.72 94.64 93.02 9141 89.62 8790 8597 81.85 9653 7190 21.65
F2ERFY, FIEHIFE 0.01 mol/L NaOH ¥ 2.3 HIEHHRIEMBIR AL

W B VBT S8 NI 2%A 4, 2 )G FER R iE
KRBT EME, 6 h FEARL) 28%, FI| 24 h (&R 78%.

FHIEEATE 0.3% H,0, AN RIS ZI0 & & 0L
%3,
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£ 3 HIEHTE 0.3% WO, BB A RFENZI M & &
Tab.3 Contents of picoplatin in 0.3% H,0O, solution at different time 1%
fit= Omin 20min 40min 60min 80min 100min 2h 3h 4h 5h 6h 24 h
20130703 97.09 9560 9455 9348 9254 91.63 90.73 8799 8539 8271 80.19  50.80
20130707 97.19 9568 9459 9352 9260 91.67 90.74 88.09 8546  82.77 8021  51.03
20130708 97.06 9557 9449 9341 9251 91.53 90.69 8798 8531 82.68 80.07 50.92

3 GERRY, HIEHITE 0.3% H0, 52 2.4 HBEEIRIE R BN AR5

VRARPT SRR 3%, 6 h JGP4/EZ) 19%, 24 h FRIESAAE 0.01% NaHSO; VA AN [ Z1 1 2
J5 BERY) 49% . =L 4,

# 4 HIZHITE 0.01% NaHSO, R P A N2 & &
Tab.4 Contents of picoplatin in 0.01% NaHSOj; solution at different time 1%
fits Omin 20min 40min 60min 80min 100min 2h 3h 4h 5h 6h 24 h
20130703 97.57 96.12 9592 9544 95.13 9491 9474 9410 9346 9296 9237  90.90
20130707 97.68 9623 96.13 9547 95.15 9503 9475 94.12 9352 9298 9236  91.02
20130708 98.01 9638 9625 9561 9532 9512 9481 9423 9351 9287 9241 91.13

* 4 ERRW, HIEHITE 0.01% NaHSO; ¥ 2.5 AR pH EXT B e s fa g i sem

b 52 VR MR S B PRARY) 2%, )5 BN TR 2% FEAALEANE pH E 9 0.9% NaCl ¥ &
EEAK, F) 6 h FEIRZ) 8%, 24 h [&fRZ) 9%. wm SRR NE S,

x5 FIRHAEARNFH pH ER 0.9%NaCl BRFHSE

Tab.5 Contents of picoplatin in 0.9%NaCl solution with different pH values at different time 1%
pH Oh lh 2h 3h 4h S5h 6h 24h
2 95.01 93.54 93.66 93.99 94.34 94.13 94.15 94.22
3 97.40 96.48 96.12 96.41 96.02 96.31 96.22 96.41
4 97.35 96.11 96.08 96.01 96.16 95.81 96.17 96.27
5 97.33 96.13 96.02 96.23 96.33 96.21 96.25 96.24
AUWHI(5.7) 97.42 96.71 96.66 96.48 96.32 96.28 96.23 96.23

R 5 TN, FREEATE SRR S AL BT P R e
fRFERAL 1hAl, 1~6 h T P [T,

e ftee s pH E 26 “V7 JER R, BRIEXR ok
2 FEEIE IR, S IR A Bh TR e '
WEFIAREE . AIGRME T, HE A AR E 1) |
pH L RTE 3~5 Z [, Pl
2.6 i < 1.
2.6.1 FIEHATERRIE U ML AT &
FIEAAZE 0.01 mol/L HCI YA iCE 6 h i) wl E 5
HPLC 3 anfe 1 w1 A B 3 AN, £ (2.892 %o - 30 40 0 &0 10
min) N =R EAKHREE, 5 0.9% NaCl 5 71§55 B} i /miin
HE, fBRES AMNGEIRESIRE REFE, o B 1 AR IR R E 6 h iR

(3.789 min)%j 0.9% NaCl &7, 1y (4.385 min)?'\j H Fig.1 Chromatogram of picoplatin in acid condition for 6 h
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Fig.2 Chromatogram of picoplatin in alkaline condition for 6 h
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Fig.3 Chromatogram of picoplatin in oxidative condition for 6 h
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Fig.4 Chromatogram of picoplatin in reductive condition
for6 h
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JNE 24 h & EFEL] 9%.

(3) pH K@i KMEISAFT H g AR E .
pH K&, W 5 S5 E R R, pH KK 27
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