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Description

Fadrozole is a potent, selective and nonsteroidal inhibitor of aromatase with an IC50 of 6.4 nM.

IC50 & Target

IC50: 6.4 nM (aromatase)[1]

In Vitro

Fadrozole hydrochloride is a very potent inhibitor of both human placental and rat ovarian aromatase. In
hamster ovarian slices, fadrozole hydrochloride inhibits the production of estrogen with an IC50 of 0.03 uM.
The production of progesterone is inhibited with an IC50 of 120 uM. Synthesis of other cytochrome P-450
dependent steroids can be suppressed to various degrees with higher doses of fadrozole hydrochloride.

1.

In Vivo

Fadrozole hydrochloride is able to inhibit the aromatase-mediated androstenedione-induced uterine
hypertrophy in immature female rats with an ED50 of 0.03 mg/kg when given orally. In the same model,
aminoglutethimide elicits the same effect with an ED50 of 30 mg/kg when given orally[1]. Fadrozole
hydrochloride prevents the development of both benign and malignant spontaneus mammary neoplasns in
female Sprague-Dawley rats. It also slows the spontaneous development of ptuitary pars dta mas in female
rats, and reduces the of spontaneous hcu ar tumours in male and female rats[2]. Administration of
fadrozole in male and female mice suppresses the production of 17b-estradiol, accompanied with a 70%
reduction in parasite burden. This protective effect is associated in male mice with a recovery of the specific
cellular immune response. Interleukin-6 (IL-6) serum levels, and its production by splenocytes, is
augmented by 80%, together with a 10-fold increase in its expression in testes of infected male mice.

Fadrozole treatment returns these levels to baseline values|3].

Solvent&Solubility

In Vitro:

DMSO : = 100 mg/mL (447.89 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1T mM 4.4789 mL 22.3944 mL 44.7888 mL
Stock Solutions 5mM 0.8958 mL 4.4789 mL 8.9578 mL
10 mM 0.4479 mL 2.2394 mL 4.4789 mL
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Solubility: =2.17 mg/mL (9.72 mM); Clear solution

BT EN RS 2 2.17 mg/mL (9.72 mM, AR (IS TA TR .

PL 1 mL TAERCAE], B 100 pL 21.7 mg/mL [197%7% DMSO fif#ik Nl 400 pL PEG300 1, A 554w
FiR R & 50 L Tween-80, R&IIE]: SRE4EIMA 450 pL AEEEER/KEAE 1 mL.

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

Solubility: =2.17 mg/mL (9.72 mM); Clear solution

BETTEAERAY 2 2.17 mg/mL (9.72 mM, PRI AN) RIS .

BL1mL TAERCAH], B 100 L 21.7 mg/mL (19934 DMSO i 4%hnE| 900 pL 20% (¥ SBE-B-CD “
HERRAHER T, IREIA .

AR IR 10% DMSO  —~90% corn oil
Solubility: =2.17 mg/mL (9.72 mM); Clear solution
BET7 AR 22,17 mg/mL (9.72 mM, HIFIEEARRN) [RE IR, BT RANGE A T SER A HTE AN A LA

Bl mL TAER 6], B 100 pL 21.7 mg/mL (9354 DMSO f§&WinE] 900 L Fkiheh, REeLA.
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Rats: Rats are treated with daily dosing with fadrozole hydrochloride (CGS 16949A) in purified water
by gavage for 2 years. There are 60 rats in each of four groups given 0, 0.05, 0.25 or 1.25 mg/kg
daily. Control rats receive only water. Clinical signs are recorded weekly and the animals are
examine for palpable masses every 4 weeks for the first 9 months, then every 2 weeks for the
remainder of the study[2].

Animal Administration | Mice: Fadrozole is administered in the form of sub-dermal long-term release pellets (20 mg/wt kg, in
three-week-release pellets), starting 1 week prior to the infection, using a 10-gauge needle. Three
pellets are administrated during the study. Placebo pellets are administered to another group of
infected mice, in the same fashion as the inhibitor. After 1 week, mice are infected and killed 8

weeks later[3].
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