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Tab 1. Selection of precipitator for ['*I]sifuvirtide
-3 . -3 B TIa
Precipitator 1‘0 '><.T0td1 1077 x B%ledCtIVIty Ratio/ %
radioactivity/cpm of precipitate/cpm
50% methanol 200.6 70.9 35.3
10% TCA 213.1 186.6 87.4
50% acetone 192.8 63.6 33.0
50% ethanol 208.6 144.0 69.5

TCA: trichloroacetic acid.
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Fig 1. Plasma concentration of [ ' I] sifuvirtide
after sc administration of [ '®I]sifuvirtide 0.8, 2.4
and 7.2 mg-kg ' torats. xxs, n=5.
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Tab 2. Pharmacokinetic parameters of ['>I]sifuvirtide after sc administration of ['*I]sifuvirtide to Wistar rats
['21]Sifuvirtide t1,(ka) t1,(ke) Ly C o AUC Clg V.
/mg kg ™! /h /h /h /mg-1,7! /mg-h-1~! /Leh™! /Lkg™!
0.8 1.01£0.39 7.39+2.49 4.60+2.19 0.49+0.04 10.6+1.2 0.44+0.16 1.19+£0.55
2.4 0.12+0.08 4.53+0.55 1.40+0.55 1.87x0.48 32.2+4.9 0.70+0.20 1.12+0.20
7.2 0.56+0.12 13.84+6.75 2.80+1.10 3.44+0.64 112.3+36.0 0.50+0.24 2.00+0.40

xX*+s, n=5.

Tab 3. Tissues level of ['*I]sifuvirtide after sc administration of [ I ]sifuvirtide (0.8 mg-kg™!) to Wistar
rats
[1B1]Sifuvirtide/pg* g~
Tissue
0.5 4 12 48 (h)

Brain 0.09+0.01 0.04+0.01 0.02+0.00 0.03+0.01
Gastric wall 0.76 £0.36 1.42+0.57 0.25+0.22 0.14+£0.07
Bone (thighbone) 0.17+0.08 0.17+0.02 0.05+0.03 0.04+0.01
Gonad 0.14+£0.04 0.13+0.09 0.05+0.03 0.03+0.00
Muscle 0.17+0.03 0.12+0.05 0.05+0.01 0.03+0.01
Spleen 0.32+0.19 0.17+0.03 0.06+0.02 0.03+0.00
Pancreas 0.26£0.26 0.11+£0.04 0.05+0.03 0.03+0.00
Heart 0.41+0.32 0.16£0.07 0.06+0.02 0.08 £0.06
Bladder 0.39+0.23 0.44+0.35 0.21+0.20 0.07+0.03
Thymus gland 0.18+0.05 0.20+0.13 0.05+0.01 0.03+0.01
Large intestinal wall 0.23+0.16 0.20+0.11 0.11+£0.08 0.05+0.02
Back skin 0.46+0.30 0.71+0.30 0.38+0.17 0.23+0.05
Liver 0.40+0.17 0.27+0.05 0.10+£0.01 0.14+£0.02
Adipose tissue 0.11+0.17 0.03+0.02 0.05+0.05 0.01+£0.00
Small intestinal wall 0.54+0.35 0.28+0.10 0.17+0.09 0.06+0.01
Lungs 0.42+0.15 0.29+0.08 0.13+£0.08 0.07+0.01
Adrenal gland 0.28+0.23 0.18+0.08 0.28+0.51 0.07+0.03
Intestinal content 0.09+0.10 0.21+0.34 0.58+0.13 0.48+0.08
Gastric content 1.52+1.01 3.28+2.57 1.06+£1.10 0.44+£0.23
Kidneys 1.83+£0.77 0.94+0.23 0.43+£0.06 0.31+0.03
Plasma 0.44+0.14 0.29+0.07 0.20+0.03 0.22+0.03

x+s, n=5.
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Pharmacokinetics of [ 2°I]sifuvirtide in rats

LIU De-Sheng'?, MENG Zhi-Yun', ZHAO Gui-Sen®, DOU Gui-Fang'* , ZHANG Ya-Dong'
(1. Laboratory of Drug Metabolism and Pharmacokinetics , Institute of Transfusion Medicine , Academy of Military Medical

Sciences , Beijing

Abstract: AIM To provide pharmacokinetic da-
ta for safe use of sifuvirtide in clinics. METH-
ODS [ '®1]Sifuvirtide was prepared by Iodogen
method. The radioactivity in plasma or tissues was
determined following trichloroacetic acid (TCA)
precipitation of [ '*1]sifuvirtide after single sc in-
jection. RESULTS The AUC for plasma were
10.6, 32.2 and 112.3 mg-h- L' following sc
dose of 0.8, 2.4, 7.2 mg-kg™", respectively.
Time to maximum concentration over the dose
range tested was between 1.40 —4.60 h following
sc ['21] sifuvirtide, showing the slow absorption
of [ I]sifuvirtide. The half-life of ['*1]sifuvir-
tide was 7.39, 4.53, 13.84 h, respectively. The
plasma clearance of [ 121 ] sifuvirtide, determined
after sc administration was similar: 0.44,0. 70
and 0.50 L-h™", respectively. Acid-precipitable
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radioactivity of plasma was higher than that of oth-
er tissues but lower than that of urinary system and
gastrointestinal system. The radioactivity of the
brain and adipose tissues were the lowest. CON-

CLUSION

netic behavior appeared as linear kinetics. Acid-

In dosage range studied pharmacoki-

precipitable radioactivity in urinary system and
gastrointestinal system were the highest. ['*1]si-
fuvirtide was excreted out of body mainly from
urine.

Key words: sifuvirtide; pharmacokinetics; dis-
tribution
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