R AGE 20143 1 B3 % B30 - IE s -
mouse basal keratinocytes results in basement membrane disruption 15 Fu Y, Nachtigal MW. Nachtigal, Analysis of epigenetic alterations to
and acceleration of tumor progression [ J]. Cancer Res, 2005, 65 proprotein convertase genes in disease[ J]. Methods Mol Biol, 2011,
(16): 7310 - 7319 768 . 231 —-245
12 Bassi DE, Zhang J, Cenna J, et al. Proprotein convertase inhibition 16 Singh H, Heng S, Nicholls PK, et al. Proprotein convertases in post
results in decreased skin cell proliferation, tumorigenesis, and metas- — menopausal endometrial cancer: distinctive regulation and non —
tasis[ J]. Neoplasia, 2010,12(7); 516 —526 invasive diagnosis[ J]. Biochem Biophys Res Commun, 2012,419
13 D’Anjou F, Routhier S, Perreault JP, et al. Molecular validation of (4):809 -814
PACE4 as a target in prostate cancer[ J]. Transl Oncol, 2011,4(3) . 17 Li S, Shen D, Shao J, et al. Endocrine — therapy — resistant ESR1
157 -172 variants revealed by genomic characterization of breast — cancer — de-
14 Fu Y, Campbell EJ, Shepherd TG, et al. Epigenetic regulation of rived xenografts[ J]. Cell Rep, 2013,4(6): 1116 - 1130
proprotein convertase PACE4 gene expression in human ovarian canc- (ks H#1.2013 =10 -29)
er cells[ J]. Mol Cancer Res, 2003,1(8): 569 —576 (& H #2013 =11 -11)

R M 4 T B 9 7 B 2K I A
K RS TR S 99 o 1 4 R b 52

GEE ELx RATFT NRF FHFR

i E B RIHBRESZ A M1 M2 A1 M3 7B 5T £E 20 R UK kR B O PR AT P R RAE . TR A
SER RS MR SR EL K R BB L A2 A0 5 2 X HRZH (BTG A 2 M1 M2 R M3 SZ RS BT 2H o xR 2H ANAE S i DR RN R (A=
AR KR4 MR G W3 1) b, AR L Sl 7E e BE Aty b 3 500 6 i S AR e R 1 M A2 AR SK B0 BT 4G i (1250me/kg) (M1 "‘Mﬁ*h?‘l
BTG - £5 2 £5 7K A (telenzepine dihydrochloride hydrate) (0.22mg/kg) (M2 32 {45 4715 75 U1 £ 5% ( imperialine) (9.6 x 10 ° mg/
kg) B M3 Z KPR 4 - KBRS - N - LR ig 1 {1k 4 (4 - diphenylacetoxy — N — methylpiperidine methiodide, 4 — DAMP)
(1.25 x10 "mg/kg) o FHRIEER B EE WLEE M 30 R D8 000 85 A5 42 M I B s A9 A8 4k . 2 PE IR 25 & = Rl Ik AT 483 (n =
25) HER BT M1 A2 A5 S50 TT 068 26 i R 5 R BRI A 2 M R0 A s A T e I, A A I U e A U B A 2k
Rijio M2 i M3 ZAASEHM A R ERIAR IR . 858 SR PO IDaRAE M1 32 0K 7T 203 K BR 2 1P PR 5 Isf ) RO 708 B B 7%

KGR KT MIEHR M 2K

[FESZES] R331 [ X#k4RiIRAS] A

Comparation of the Therapeutic Effects of Variant Muscarinic Receptor Antagonists on Hemorrhagic Shock — induced Microcirculatory Dys-
function in the Rat. Chen Yinggian, Wang Wenda, Hu Shasha, Liv Tianxing, Cao Jimin. Institute of Basic Medical Sciences Chinese A-
cademy of Medical Sciences/School of Basic Medicine Peking Union Medical College 100710 Beijing ,China

Abstract Objective To investigate the differential therapeutic effects of antagonists for muscarinic (M) receptor subtypes in hem-
orrhagic shock — induced microcirculatory dysfunction in the rat. Methods Rat hemorrhagic shock model was used in the study. Animals
were randomly divided into 5 groups: control, atropine, M1 receptor (M1R) antagonist, M2R antagonist and M3R antagonist. On the ba-
sis of equivalent intravenous infusion of saline — blood (3:1) mixture after shock, animals were intravenously infused with non - selective
M receptor (MR) antagonist ( atropine, 1250mg/kg) , MIR antagonist ( telenzepine dihydrochloride hydrate, 0.22mg/kg) , M2R antago-
nist (imperialine, 9.6 x 10 *mg/kg) or M3R antagonist (4 — DAMP, 1.25 x 10 *mg/kg) , respectively. Microscopy was used to meas-
ure blood flow patterns and changes of arteriole diameters in the mesenteric microcirculation. The diameters of 25 grade — 3 arterioles (n =
25) were selected in each group for statistical analysis. Results Atropine and M1R antagonist telenzepine were significantly effective in

improving the blood flow pattern (from particle flow to line — particle flow) and relaxing the arterioles. However, M2R or M3R antagonists
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were not effective in improving the microcirculatory dysfunction during shock. Conclusion Selective M1R blockade improves the micro-

circulatory dysfunction in rat hemorrhagic shock.

Key words Shock; Microcirculation; Muscarinic receptor
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