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Talabostat mesylate (Val-boroPro mesylate; PT100 mesylate) is an orally active and

nonselective dipeptidyl peptidase IV (DPP-1V) inhibitor (ICso < 4 nM; K; = 0.18 nM) and the first clinical

Description inhibitor of fibroblast activation protein (FAP) (ICso = 560 nM), inhibits DPP8/9 (ICso = 4/11 nM; K; =
1.5/0.76 nM), quiescent cell proline dipeptidase (QPP) (ICs, = 310 nM), DPP2, and some other DASH
family enzymes. Antineoplastic and hematopoiesis- stimulating activities!"I2I31,

ICsp & Target IC50: < 4 nM (DPP-IV), 4/11 nM (DPP8/9), 310 nM (QPP), 560 nM (FAP)!"!
Ki: 0.18 nM (DPP-IV), 1.5/0.76 nM (DPP8/9)®!
By cleaving N-terminal Xaa-Pro or Xaa-Ala residues, Talabostat mesylate (Val-boroPro mesylate) inhibits
dipeptidyl peptidases, such as FAP, resulting in the stimulation of cytokine and chemokine production and
In Vitro specific T-cell immunity and T-cell dependent activity!l.
Talabostat mesylate (Val-boroPro mesylate) competitively inhibits the dipeptidyl peptidase (DPP) activity of
FAP and CD26/DPP-IV, and there is a high-affinity interaction with the catalytic sitell.
Talabostat mesylate (Val-boroPro mesylate) can stimulate immune responses against tumors involving
both the innate and adaptive branches of the immune system.
In WEHI 164 fibrosarcoma and EL4 and A20/2J lymphoma models, Talabostat mesylate (Val-boroPro
In Vivo mesylate) causes regression and rejection of tumors. The antitumor effect appears to involve

tumor-specific CTL and protective immunological memory.
Talabostat mesylate (Val-boroPro mesylate) treatment of WEHI 164-inoculated mice increases mRNA
expression of cytokines and chemokines known to promote T-cell priming and chemoattraction of T cells

and innate effector cellsl.

Solvent&Solubility

In Vitro:
DMSO : 2 40 mg/mL (128.96 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1 mg 5mg 10 mg
Concentration

Preparing 1 mM 3.2239 mL 16.1197 mL 32.2393 mL
Stock Solutions 5mM 0.6448 mL 3.2239 mL 6.4479 mL
10 mM 0.3224 mL 1.6120 mL 3.2239 mL
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VISR IR ]: 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (8.06 mM); Clear solution

W ENRMS 2 2.5 mg/mL (8.06 mM, VAL AAN) [EIEIATR

PL 1 mL ARG, B 100 pL 25.0 mg/mL [197%% DMSO fif# ik Nl 400 yL PEG300 H, A 554w
FR R & 50 L Tween-80, R&IIE]: SASG4EIMA 450 pL AR /KEZA S 1 mL.
25K F I IR Fl: 10% DMSO— 90% (20% SBE-B-CD in saline)

Solubility: = 2.5 mg/mL (8.06 mM); Clear solution

M7 AR 2 2.5 mg/mL (8.06 mM, AT A A IS IETR .

PL 4 mL TAEBCAH], B 100 pL 25.0 mg/mL %5 DMSO fif & n#) 900 uL 20% ¥ SBE-B-CD ‘£
HERRAHER T, IREBIA .

AR IR 10% DMSO  —~90% corn oil

Solubility: = 2.5 mg/mL (8.06 mM); Clear solution

EJ7 SRR 2 2.5 mg/mL (8.06 mM, HEFIEEASEN) HIEIEEI, MTT SRANE T SRR A HTE A A LR
s

L1 mL TAER 6], B 100 pL 25.0 mg/mL [ DMSO f§&WiinE] 900 L Fkiheh, REeL4.
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Mice: BLM (0.5mg/kg/day) is administered on days -7, -6, -5, -2, -1, 0 in the nostrils of male mice.
Talabostat (40 ug/mouse) or vehicle (0.9% NaCl) is dosed per os twice daily from day 1-14. MRl is
Animal Administration | performed before BLM and at days 0, 7 and 14. After the last MRI acquisition, animals are
euthanised and the lungs harvested for histological and quantitative real-time polymerase chain

reaction (QRT-PCR) analysestl.
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