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Description

FITM is a negative allosteric modulator of mGlu1 receptor with a Ki of 2.5 nM.

IC50 & Target

Ki: 2.5 nM (mGlu1)[1]

In Vitro

FITM fits tightly into the long and narrow pocket. Most of the ligand-receptor interactions are hydrophobic
with the exception of the contacts of the pyrimidine-amine group with the T815 738 side chain. The mGlu1
binding pocket for FITM largely corresponds to mutagenic data for the common allosteric site in mGlus and
likely extends to other class C GPCRs. FITM which shows high affinity and selectivity for mGlu1 over
mGlu5[1]. FITM has the high hydrogen bonds occupancy with Thr815 and Tyr805 in dimer A and B of
mGlu1 during molecular dynamics simulations. The nitrogen and hydrogen atoms of FITM form the
dynamical hydrogen bonds with the hydrogen atom of Tyr805 and oxygen atom of Thr815, respectively. It

indicates that there is a strong attraction interaction between FITM and allosteric sites[2].

In Vivo

The pretreatment of rats with unlabeled FITM (1 mg/kg) occupies an mGIluR1 binding site of 18F-FITM by
more than 99% and does not affect the input function. The Ky (nM) and B..x (pmol/mL) obtained by the
Scatchard analyses with the multidose ligand assays are 2.1 and 36.3, respectively, for the thalamus; 2.1
and 27.5, respectively, for the hippocampus; 1.5 and 22.2, respectively, for the striatum; and 1.5 and 20.5,
respectively, for the cingulate cortex with a high confidence[3]. 8F-FITM shows excellent
pharmacokinetics, namely the dense and specific accumulation in mGlu1-positive melanomas versus
mGlu1-negative hepatoma and normal tissues. Furthermore, the accumulation levels of radioactivity
corresponded to the extent of tumor and to levels of mGlu1 protein expression in melanomas and

melanoma metastasis[4].

Solvent&Solubility

In Vitro:
DMSO : 2 150 mg/mL (403.84 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration
Preparing 1 mM 2.6923 mL 13.4615 mL 26.9230 mL
Stock Solutions 5mM 0.5385 mL 2.6923 mL 5.3846 mL
10 mM 0.2692 mL 1.3461 mL 2.6923 mL
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AWK INAEFAT]:  10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (6.73 mM); Clear solution

M7 RFFRAS 2 2.5 mg/mL (6.73 mM, AT ARA) HIPETSIAET .

BL 1 mL TAER9%], B 100 uL 25.0 mg/mL [{13#% DMSO fifi#in#] 400 uL PEG300 1, IR&H50
FR kR & mA 50 L Tween-80, R&IIE]: SAJG4REINMA 450 pL AEEEER/KEZA S 1 mL.

23K P IR IR AR 10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (6.73 mM); Clear solution

W7 EATERAS 2 2.5 mg/mL (6.73 mM, MIRIREARN) AOMERVATR, 7 SEANE TS0 e A ARG
PR

Bl mL TAER 6], B 100 pL 25.0 mg/mL [93#5% DMSO fi§ &% 900 L Fkiheh, REe#4.
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Rats: Sprague—Dawley rats are treated with different doses of unlabeled FITM (0, 1, 5, or 30 pg/kg
Animal Administration | or 1 mg/kg) just before a bolus injection of "8F-FITM (17—18 MBgq, 30-40 pmol, 0.1 mL). Estimations

of equilibrium state and BPND were acquired[3].
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