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Description

Tenofovir Disoproxil (Bis(POC)-PMPA) is a nucleotide reverse transcriptase inhibitor to treat HIV and

chronic Hepatitis B.

In Vitro

Tenofovir shows cytotoxic effects on cell viability in HK-2 cells, with IC50 values of 9.21 and 2.77 uM at 48
and 72 h in MTT assay, respectively. Tenofovir diminishes ATP levels in HK-2 cells. Tenofovir (3.0 to 28.8
UM) increases oxidative stress and protein carbonylation in HK-2 cells. Furthermore, Tenofovir induces
apoptosis in HK-2 cells, and that apoptosis is induced via mitochondrial damage[1]. Tenofovir and M48U1
formulated in 0.25% HEC each inhibits the replication of both R5-tropic HIV-1g,. and X4-tropic HIV-11lIb in
activated PBMCs, and inhibits several laboratory strains and patient-derived HIV-1 isolates. The combined
formulation of M48U1 and tenofovir in 0.25% HEC exhibits synergistic antiretroviral activity against

infection with R5-tropic HIV-1BaL, and is not toxic to PBMCs[2].

In Vivo

Tenofovir Disoproxil Fumarate (20, 50, 140, or 300 mg/kg) administered to BLT mice, shows dose
dependent activity during vaginal HIV challenge in BLT humanized mice. Tenofovir Disoproxil Fumarate
(50, 140, 300 mg/kg) significantly reduces HIV transmission in BLT mice[3]. Tenofovir Disoproxil Fumarate
(0.5, 1.5, or 5.0 mg/kg/day, p.o.) induces a dose-dependent decline in serum viremia in woodchucks
chronically infected with WHV. Tenofovir Disoproxil Fumarate administration is safe and effective in the

woodchuck model of chronic HBV infection[4].

Solvent&Solubility

In Vitro:
DMSO : 2 38 mg/mL (73.16 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.9252 mL 9.6258 mL 19.2515 mL
Stock Solutions 5mM 0.3850 mL 1.9252 mL 3.8503 mL
10 mM 0.1925 mL 0.9626 mL 1.9252 mL

VAR 7 PN R0 V2 79 P P VAR P P 3 AR 1 i . — ELRC U, WY S RAE, B R
SRR P 7 i R R

Tl &M ARA7 7 AR -80°C, 6 months; -20°C, 1 month. -80°C fi#f7It, e 6 A H MM, -20°C
fEAFIS, AR 1 AN H AR

In Vivo:

T AR S 1 SRR B WA 45 24 07 U PRI A TR T o DR IR 7 RESTE SE 4 In Vitro 75 2UHC 1 75 1) it
W, BRI I B 7«

——NPRAESERR 5 RIS, B A & T DARSR AR 260, & SO RN SERRI AR, @I
RS, MORAEHS:  BUR VAR HT R 10 B 43 bR AR 12 0A 70 7E O ) 2 i P R AR R o Bl anE RS 72 o i
BRUTUE BB, AT LI AR g 75 1 Uy s i

1A T IR 10% DMSO—~40% PEG300 —~5% Tween-80 — 45% saline

Solubility: = 2.08 mg/mL (4.00 mM); Clear solution

BET7 RIS 2 2.08 mg/mL (4.00 mM, YRR H) HIETEIRR
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Bl 1 mL CAERC6], BL 100 pl 20.8 mg/ml 7% DMSO fif %% 400 uL PEG300 1, 4531

FiR R & 50 L Tween-80, R&IE]: SAG4REIMA 450 pL AEEEER/KEZA S 1 mL.

2RI IR 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.08 mg/mL (4.00 mM); Clear solution

ST A 3545 2 2.08 mg/mL (4.00 mM, IR A AN) (TSI

PL 4 mL TAE® ], B 100 pL 20.8 mg/mL f¥#i DMSO i8N 900 uL 20% ¥ SBE-B-CD £
TR, IREIA .

A KIFI IR R: 10% DMSO  —90% corn oil
Solubility: =2.08 mg/mL (4.00 mM); Clear solution
BET7EAERAT 2 2.08 mg/mL (4.00 mM, HIFIREARG) [EE IR, 077 RANGE T SEe A TE AN A DAL

BL1mL TAER 6], B 100 uL 20.8 mg/mL [ DMSO f§& %] 900 uL Fkiheh, RE#H4.
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Cells are plated into 48-well tissue culture plates (39,000 cells/mL) and allowed to grow for 48 h
followed by treatment with vehicle or Tenofovir. Following the treatment period, cell viability is
Cell Assay assessed using the MTT assay. The MTT assay relies on the conversion of tetrazolium dye

3-(4,5-dimethlthiazol-2-yl)-2,5-diphenyltetrazolium bromide (MTT) to formazan by

NAD(P)H-dependent oxidoreductases.

Twenty adult chronic WHYV carrier woodchucks are stratified equally by age, sex, body weight, and
serum GGT activity into five treatment groups consisting of four animals each: (i) Tenofovir
Animal Administration | Disoproxil Fumarate at 15.0 mg/kg once per day, (i) Tenofovir Disoproxil Fumarate at 5.0
mg/kg/day, (iii) Tenofovir Disoproxil Fumarate at 1.5 mg/kg/day, (iv) Tenofovir Disoproxil Fumarate
at 0.5 mg/kg/day, and (v) a placebo control. The woodchucks are treated daily for 4 weeks and

observed for an additional 12 weeks following cessation of drug treatment.
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