FERARR: WEEF
FEmAl4: ILEREEE]; Pimecrolimus

HEYEE

Description

Pimecrolimus is an immunophilin ligand, which binds specifically to the cytosolic receptor, immunophilin
macrophilin-12. Target: Others Pimecrolimus blocks T-lymphocyte activation pathway by inhibiting
calcineurin function [1]. Pimecrolimus prevents the release of cytokines and pro-inflammatory mediators
from mast cells. Pimecrolimus binds to macrophilin-12, the pimecrolimusmacrophilin complex then binds to
the cytosolic enzyme calcineurin phosphatase. The pimecrolimus-macrophilin complex prevents the
dephosphorylation of the cytoplasmic component of the nuclear factor of activated T cells by inhibiting the
action of calcineurin. Pimecrolimus inhibits not only the transcription and synthesis of cytokines from mast
cells, but also the release of preformed mediators serotonin and B-hexosaminidase by the inhibition of
Fce-RI-mediated degranulation and secretion. Pimecrolimus treatment causes a strong down-regulation of
the expression of mRNA for genes associated with the macrolactam target pathway and inflammation [2].
Pimecrolimus is found to be as effective as cyclosporine A following oral ingestion and slightly superior
after subcutaneous administration in mice. Pimecrolimus contrasts cyclosporine A and tacrolimus by
inhibiting ongoing secondary inflammatory response, but not impairing the primary immune response in
allergic contact dermatitis in mice. [2] Pimecrolimus is as effective as the high-potency corticosteroid
clobetasol-17-propionate in a pig model of allergic contact dermatitis (ACD). Pimecrolimus also effectively
reduces skin inflammation and pruritus in hypomagnesemic hairless rats, a model that mimics acute signs

of atopic dermatitis [3].

Solvent&Solubility

In Vitro:
DMSO : 2 32 mg/mL (39.48 mM)

*">" means soluble, but saturation unknown.

Solvent Mass
1mg 5mg 10 mg
Concentration

Preparing 1 mM 1.2339 mL 6.1694 mL 12.3388 mL
Stock Solutions 5mM 0.2468 mL 1.2339 mL 2.4678 mL
10 mM 0.1234 mL 0.6169 mL 1.2339 mL
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15 KT RN R A]: 10% DMSO—~40% PEG300 —5% Tween-80 — 45% saline

Solubility: = 2.5 mg/mL (3.08 mM); Clear solution
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2 R F RN R 10% DMSO  —90% corn oil

Solubility: = 2.5 mg/mL (3.08 mM); Clear solution

77 Z R 3kA 2 2.5 mg/mL (3.08 mM, MR ARS) (EHEW, M7 R ANE A TSR A A H LA R
S

DLt mL TAERCAH], B 100 pL 25.0 mg/mL [¥)#{% DMSO fi##UnE] 900 pL TR+, REEIS .

References

[1]. Nghiem, P., G. Pearson, and R.G. Langley, Tacrolimus and pimecrolimus: from clever prokaryotes to

inhibiting calcineurin and treating atopic dermatitis. J Am Acad Dermatol, 2002. 46(2): p. 228-41.

[2]. Gupta, A.K. and M. Chow, Pimecrolimus: a review. J Eur Acad Dermatol Venereol, 2003. 17(5): p.

493-503.

[3]. Stuetz, A., M. Grassberger, and J.G. Meingassner, Pimecrolimus (Elidel, SDZ ASM 981)--preclinical

pharmacologic profile and skin selectivity. Semin Cutan Med Surg, 2001. 20(4): p. 233-41.




