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AN HEGERMIEREL - ARERKERR
B h 7E G RN B AR AE T BT S AT O M AR S A R I AR TR L
B R - G ERE DR AN E R R R ASE LEE
WSS - BAEX SN T EE &M Hunt, TK, et
al., “Coagulation and marcophage stimulation  of
angiogenesis and wound hearling”, in The surgical wound,
pp. 1-18, ed. F. Dineen & G. Hildrick-Smith (Lea & Febiger,
Philadelphia, 1981) °
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| ERMEE R EERE S EHHE - AL 5
(TyrPO3),*-All FEG O B & E 2 G K EE /I

0 BETAE SR DL B R B 2 PEIAE 0 ALL BUE LY
GSD-39B fE Ot & E o HEHI K EE 7 IE -

3 EERAEE A LIS B R B 2 PRI AR 0 ALL BUE LY
GSD-40B EB O H & L HHEI K EE 2L -

4 BT AHE P DL A R B 2 AR o AL BB LY
GSD-41B EB O & L R K EE 2L -

5 GESRAHE A DLEL R R B 2 PRI AR - ALL BUE LY
GSD-28 B L& L BRI K EE 2L -

6 BESRAEE A LIS B R B 2 IR 0 AL BOE LY
GSD-39A & GSD-40A 5 O #t & L2 I K EH 7L -

7 B AEE R g5 0 DL ALL B (TyrPO;), -All R
HEOSERFABRNZE#ETIL -

8 BE RAHE R HEEIAE 0 DL ALl BCE MY GSD-39B
EEEOBERNFAKAA I N cIBEDL -

0 EERARE AR - DL ALl BCEMUY GSD-40B
EEEOBERNFABRANCHEBEDLL -
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 MEEME I ERELERRTFEL  MESH - &
ot R {R 2 HE D& 2 5 F M MR M eI & 5 R
(Dzau, V.E., et al., (1989), Molecular mechanism of
angiotensin in the regulation of vascular and cardiac
growth, J. Mol. Cell Cardiol. 21 (Supple III):S7; Berk,
B.C., et al., (1989), Angiotensin II stimulated protein
synthesis in cultured vascular smooth muscle cells,
Hypertension 13:305-14; Kawahara, Y. et al, (1988)
Angiotensin II induces expression of the c-fos gene through
protein kinase C activation and calcium ion mobilization in
cultured vascular smooth muscle cells, BBRC 150:52-9;
Naftilan, A.J., et al., (1989), Induction of platelet-derived
growth factor A-chain and c-myc gene expressions by
angiotensin II in cultured rat vascular smooth muscle cells,
J. Clin. Invest. 83:1419-24; Taubman, M.B., et al.,
(1989), Angiotensin II induces c-fos mRNA in aortic
smooth muscle, Role of Ca’" mobilization and protein
kinase C activation, J. Biol. Chem. 264:526-530; Nakahara,
K., et al., (1992), Identification of three types of PDGF-A
chain gene transcripts in rabbit vascular smooth muscle and
their regulated expression during development and by
angiotensin II, BBRC 184:811-8; Stouffer, G.A. and G.K.
Dwens (1992), Angiotensin II induced mitogenesis of

spontaneously hypertensive rat derived cultured smooth
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muscle cells is dependent on autocrine production of
transforming growth factor-fB, Circ. Res. 70:820; Wolf, G.
et al., (1992), Angiotensin II stimulates the proliferation
and biosynthesis of type I collagen in cultured marine
mesangial cells, Am. J. Pathol. 140:95-107; Bell, L. and
J.A. Madri (1990), Influence of the angiotensin system on

endothelial and smooth muscle cell migration, 4Am. J.

Pathol. 137:7-12) « [L4% » AIl 7E %R F IR £ IR R A B 2
EFREREEAAPTELERELE £ R KR
(Fernandez, L. A., et al., (1985), Neovascularization
produced by angiotensin II, J. Lab. Clin. Med. 105:141;
LeNoble, F.A.C., et al., (1991) Angiotensin II stimulates

angiogenesis in the chorio-allantoic membrane of the chick
embryo, Eur. J. Pharmacol. 195:305-6) - (K| it » All a #EH
WiNFmELER  BREEETF REAFERKRSHE
NEERMEGORS - BHENODRKREEBYERZS
MR o AL ARG O G HE R - AIl Al FEHER
BHEBEMNEEERTFRELEBORS - EASAMERE
F A #E P BORE B 8 oK (R S % O R & (Grotendorst, G.R., et
al., (1985), Stimulation of granulation tissue formation by
platelet-derived growth factor in normal and diabetic rats,
J. Clin. Invest. 76:2323-9; Mustoe, T.A., et al., (1987),
Accelerated healing of incisional wounds in rats induced by

transforming growth factor-B, Science 237:1333-5;
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Pierce, G.F., et al., (1988) In vivo incisional wound healing
augmented by platelet-derived growth factor and
recombinant c-sis gene homodimeric proteins, J. Exp. Med.
167:974-87; Lynch, S.E., et al., (1989) Growth factors in
wound healing, J. Clin. Invest. 84:640-6; Greenhalgh,
D.G., et al., (1990) PDGF and EFG stimulate wound healing
in the genetically diabetic mouse, Am. J. Pathol. 136:1235-
46) - ERIEHIWFZCAE R EE R ALl W {3 SEED AR & F B AR AE
Z 5 % H M N IR AY 4 B (Powell, J.S., et al., (1989)
Inhibitors of angiotensin-coverting enzyme prevent
myointimal proliferation after vascular injury, Science
245:186-8; Powell, J.S., et al., (1991) The proliferative
response to vascular injury is suppressed by converting
enzyme inhibition, J. Cardiovasc. Pharmacol. 16 (suppl
4):842-9; Capron, L., et al., (1991), Effect of ramipril, an
inhibitor of angiotensin converting enzyme, on the response
of rat thoracic aorta to injury with a ballon catheter, J.
Cardiovasc. Pharmacol. 18:207-11; Osterriedes, W., et al.,
(1991) Role of angiotensin II injury-induced neointima
formation in rats, Hypertension 18:Suppl 1160-64; Daemen,
M.J.A.P., et al., (1991) Angiotensin II induces smooth

muscle cell proliferation in the normal and injured rat
arterial wall, Circ. Res. 68:450-6) - (j FitiZ s EFEE %
WEE S —RVIBKHEE AL B - BD AIL 5 ME WKL K
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MEBLERER CHHETEUME - MR &
N RIS > AL {E A BEF0(E 4 M 43 24 38 (mitogen)— &
(Schelling, P., et al., (1979), Effects of angiotensin II and
angiotensin Il antagonist saralysin on cell growth and renin
in 3T3 and SV3T3 cells, J. Cell Physiol. 98:503-13;
Campbell-Boswell, M. and A.L Robertson (1981), Effects
of angiotensin II and vasopressin on human smooth muscle
cells in vitro, Exp. Mol. Pathol. 35:265-76; Emmett, N.,
et al., (1985), Effects of saralasin (angiotensin II
antagonist) on 3T3 cell growth and proliferation, J. Cell
Biol. 103:171 (Abst); Paquet, J.L., et al., (1990),
Angiotensin II-induced proliferation of aortic myocytes in
spontaneously hypertensive rats, J. Hypertens. 8:565-72;
Dzau, et al., supra) - Al L EEMEHE S EXINE T8
AL PS A e 2 B2 RS K /)N (Berk, et al., (1989) supra; Geisterfer,
A.A.T. et al., (1988), Angiotensin II induces hypertrophy,

not nyperplasia, of cultured rat aortic smooth muscle cells,

Cir. Res. 62:749-756) - e th g~ ALl I MK{EERER
FHIEY > B PDGF - HHFRK G EGF REALEKR
K F-B (TGF-B) ~ FIVF B F ¥ JLAEAE - I B M Bz O Bt i
M 2 B 4 R M B RO JR % Kl (Kawahara, et al.,
(1988), supra; Naftilan, A.J. (1992), The role of
angiotensin II in vascular smooth muscle cell growth, J.

Cardiovas. Pharmacol. 20:5S37-40; Naftilan, et al. (1989),
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supra; Taubman, et al., (1989), supra; Nakahara, et al.,
(1988), supra; Temizer, et al., (1992), supra; Gibbons, G.
H., et al., (1992), Vascular smooth muscle cell hypertrophy
vs hyperplasia, Autocrine transforming growth factor-f 1
expression determines growth response to angiotensin II, J.
Clin. Invest. 90:456-61; Bell, et al., (1992), Autocrine
angiotensin system regulation of bovine aortic endothelial

cell migration and plasminogen activator involves

(Smi D Zhi 0 o it B Y BB B ok )

modulation of proto-oncogene pp60c-src expression, J.

Clin. Invest. 89:315-20; Stouffer and Owens (1992) supra)

o AT F7 5| %8 75 18 LA B A K O BOR R #E B PDGF #YF A
A FE A (Berk, B.C. and G.N. Rao (1993) Angiotensin II-
induced vascular smooth muscle cell hypertrophy: PDGF A-
chain mediates the increase in size, J. Cell. Physiol.
154:368-80) -

Rt > ALER ALl REGOBENIER =2 EH
EZEEBEMELEERRFRER - L4 - HE Al
FWMEBREAENGR > LUBgmFEAEMBIEER
M4 B #HE T — @A & (Wolf, G, et al, (1991)
Intracellualr signalling of transcription and secretion of
type IV collagen after angiotensin II-induced cellular
hypertrophy in cultured proximal tabular cells, Cell. Reg.
2:219-27; Wolf, et al., (1992), supra; Zhou, G., et al.,

T P RO e B H O A S T R

(1992), Angiotensin II mediated stimulation of collagen

'"'—'—___‘—___——_'——'—%__—_—_‘f:\\—'—'——'_—%‘*.—————'—'—_——__—_-'_’ ,
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synthesis in cultured cardiac fibroblasts, FASEB. J.
6:A1914) -

IR RLEREGORSEREF Al ZEHIR
4t €& & A7 ok # (Viswanathan, M., and J.M. Saavadra
(1992), Expression of angiotensin II AT2 receptors in the
rat skin during experimental wound healing, Peptides
13:783-6; Kimura, B., et al., (1992), Changes in skin
angiotensin II receptors in rats during wound healing,
BBRC 187:1083-90) - ;5 b {t, » DIRk Al 74 L HEMKR
FEEEAS  Bon Al JREGLOREGAEE T IE T H
ERENAA -

All AR KB O R AR MER » &I 0 45F M5
(Phillips et al., (1994), Angiotensin receptor stimulation of
transforming growth factor-p in rat skin and wound healing.
In Angiotensin Receptors (ed JM Sasvedra and PBMWM
Timmermans), Plenum Press, New York, NY pp377-396) °
RO HFRBEED  BABEEWRARLH ATI ¥
BERTTER -

AIl $m 8 (kMRS R - FIEE
A 5> Wb B s R )R HE 1 IR (AT] Z8)IMZE K
(Wong, PC (1994) Angiotensin antagonists in models of
hypertension. In: Angiotensin Receptors (ed JM Saavedra
and PBMWM Timmermans), Plenum Press, NY, NY pp319-

336; Mackenzie et al., 1994, TCV 116 prevents progressive
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renal injury in rats with extensive renal ablation. J.
Hypertension 12(suppl 9):S11-S16; Gupta, et al., 1995,
Locally generated angiotensin II in the adreanl gland
regulates basal, corticotropin and potassium-stimulated
aldosterone secretion. Hypertension 25:443-448; Llorens-
Cortes, et al., 1994, Tissue expression and regulation of
type 1 angiotensin Il receptor subtypes by quantitative

reverse transcriptase-polymerase chain reaction analysis.

( Sm D o 3 oy il B Y Bl ok )

Hypertension 24:538-548; Wong, et al., 1992 Enhancement
of losartan (Dup 753)-induced angiotensin II receptor
antagonism by PD 123177 in rats. Eur. J. Pharmacol.
220:267-70) - HLAERBEN AL ZEARHELNZEE —
(EEEEANATER - RECEEI: NI

ANl B Al B R BECEMENERZRBGREEL
EHRUEEBRKTHEHRSE FHARDE RERMWR
AT2 MBI A ZEMWARERIEFE RN - £EZEH
BAR L0 REOHZEEZ AT2 (Pratt, RE et al., 1992
The AT2 isoforms of the angiotensin receptor mediates

myointimal  hyperplasia  following  vascular injury.
Hypertension 20:432) - #XH > EZ B &R E B WIEEH
IR AEME RBEMBARPLRRE ATI X8
(Viswanathan, M et al., Ballon angioplasty enhances the

expression of angiotensin II subtype ATI1 receptors in the

neointima of rat aorta. J. Clin. Invest. 90:1707-12, 1992) -

ST P RO S AN R TN

————————— e .. e
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LL PD 123319(AT2 2 H—MHEEFIE) K EH ¥ B g K
ENEMEE AR 73% 0 & W EE (losartan)(AT1 Z H—
HEREHERENLE AKRERELA 95%Pratt et al,
(1992), supra) - FEE PR B - BEEME N EE
CGP 42112(AT2 fEHIHI)14 K& 7T PH B M0 & P9 B HY 5T &£
BRI & & 7 7 # (losartan) Al 58 2 18 H B A (Janiak et al.,
1992, Role of angiotensin subtype 2 receptor in neointima

formation after vascular injury. Hypertension 20:737-45) o
EH A e o & B & W& W (losartan) ] B R
(Forney Prescott et al., 1991, Angiotensin-coverting
enzyme inhibitor versus angiotensin II, ATI1 receptor
antagonist. Effect on smooth muscle cell migration and
proliferation after ballon catheter injury. Am. J. Pathol
139:1291-6; Kauffman, et al., 1991, Losartan, a nonpeptide
angiotensin Il (Ang II) receptor antagonist, inhibits
neointima formation following ballon injury to rat carotid
arteries. Life Sci 49:223-228) - Kt > AIREMTEZ B EH R
RMEEEMACMEGE EHET —L£A6 -
EFERSHYCEORAERL  BREGONERE
W R ER AR E o ALl R RBEHBEE M @ K24
2 AT2 2 B (Viswanathan et al.,, 1992 Expression of
angiotensin II AT2 receptors in the rat skin during

experimental wound healing. Biochem Biophys Res Commun

187:1083-90) ° 38 5 3 B AR > B B & b A 17 19 (F£ B AT ¥
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ByER) BRFWMEEOZ ATI ZEHHENE - &
LW RTNERRHEESGOFNEREELME
& o K e

FEMRMEERTM ALQ-T)ZEE - ALI(1-7)Z
LB BEEN AT2 ZENEM - R > EFIALA

—E 0 BB/ EATRIR A& E

F% Al IZER > ALI(-DIAEN BEH o 78 Fr #l 5 YR
I 8 R bt R SR S R 0 ATI(1-7) 3 77 B A5 36 i R 350 R B
EHMBEEMEERMN(FR Al Bl&E&% 10,000-
100,000 fZFHE) - FE L » AII(1-7)7] GE & & B 5 7] B#
EWARFALEMEREMBRIER - 4t B AIL HERA
A - AII(1-7)36 N & 51 3 B _E iR 38 e B [l R B e
H &~ €& 3] # 1 ¥ (Webb et al.,, 1992, Molecular

il

characterization of angiotensin II type II receptors in rat
pheochromocytoma cells, Peptides 13:499-508; Cheng et
al., (1994) Comparison of pressor responses to angiotensin
I, II and IIl in pulmonary vascular bed of cats. Am. J.
Physiol. 266:H2247-2255; Moriguchi, A., et al., (1994),
Differential regulation of central vasopressin in transgenic
rats harboring the mouse Ren-2 gene, Am. J. Physiol.
267:R786-R791; Schievone et al., (1990), Angiotensin-(1-
7): Evidence for novel actions in the brain, J
Cardiovascular Pharmacol. 16(Suppl. 4):S19-S24; Ferrario,

et al., (1991), Angiotensin-(1-7): A new hormone of the
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angiotensin system, Hypertension 19(suppl. IIT):I11-126-1I1I-
133) o

E—o#mEd  AUQ-TVEMBOINMERR > HBF
%9 10,000 5Dl ki AII(1-7)8 F A (i 5 < fE 72 & 5l 6
Bl AIl FfHEEAY K /N(Benter et al., (1993), Cardiovascular
actions of angiotensin (1-7), Peptides 14:679-684) - 7£ [t
RfErp o AII-NRBH — R AR MEBRR - B
RRHEBIEME - AUG-7)Z MMM BEBRBER AII(1-7)
BN BT REMBRER - e ARE AI(1-7) ~ AII(2-
Nk AUG-NA Rt ELEM AR KLRE -

FEHEZRMFP - AL-T)ZFHE Al HRAKIAME
- EEERAREME G Al §i8H ATl ZBRBEE
e & 5 AII(1-7) F1 AII(1-6) ¥f [t « & & Rl & 5 %
(Pfeilschifter, et al., (1992), Angiotensin II stimulation of

phospholipase D in rat renal mesangial cells is mediated by

the AT1 receptor subtype. Eur. J. Pharmacol. 225:57-62) °
FEFEE IR LM - AL R ATI(1-7)& R #AT 51 bR

% E21 K 12 Z2EH > {5 AIl B4 IE 30 (Jaiswal et al.,

(1992), Stimulation of endothelial cells prostaglandin

production by angiotensin peptides, Characterization of

receptors, Hypertension 19(Suppl 11):11-49-1155) - £ H ftli
AR & SER B IME S > ALl R B E R R > EA
EABEREREME HRAMBOZEREHE ATI
K AT2 BATERZEREHM -
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FEEREB/NRMEE M - Al §88H ATI 280
HI R AR AZ ~ S-RE R K B IR AT B SR 5[ #E 2 cAMP HY
£ % (Edwards R.M. and E.J. Stack (1993), Angiotensin II
inhibits glomerular adenylate cyclase via the angiotensin II
receptor subtype 1 (ATI1), J. Pharmacol. Exper. Ther.
266:506-510) - AII(1-7)HI 4 1L 3% FE -

EHROLETHIMERANEERMBES ALl &
ANI(1I-7T)Mg eI BEZ L MRE All &i& Ml i
N5 BT 72 B E F (Jaiswal et al., (1993), Differential
regulation by angiotensin peptides in porcine aortic smooth
muscle cells; subtypes of angiotensin receptors involved. J.
Pharmacol. and Exp. Therapeutic 265:664-673; Jaiiswal et
al., (1991) Subtype 2 angiotensin receptors mediate

prostaglandin synthesis in human astrocytes. Hypertension

17:1115-1120) -
AII(1-7)R] BE (R AR HH — & 1k F HY 2 4 5 55 55 AR ) IR 1M
IR TE R (Porsti et al., (1994), Release of nitric oxide by

angiotensin-(1-7) from porcine coronary endothelium:

Implications for a novel angiotensin receptor, Br. J.

Pharmacol. 111:652-654) - SE B5#E AIl ~ AIIl B AII(3-8)
EAIRFIR - AT1 B0 AT2 2258 U I S 5 06k 5% DL R

o

All 5| oHEHCZ B X EMKTEEE EZMAIR
% 5 AI(1-7) H] & (Widdop et al., (1992)
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Electrophysiological responses of angiotensin peptides on
the rat isolated nodose ganglion, Clin. And Exper. Hyper-
Theory and Practice A14:597-613) - BYHE » AII(1-7)R] RE ¥
fS &8 oh #8 B — L& %7 28 89 fF A (Schiavone et al., (1990),
Angiotensin-(1-7): Evidence for novel actions in the brain,
J. Cardiovascular Pharmacol. 16(Suppl 4):5S19-S24) -

AIl f1 AII(1-7)t0 B B e AH B A9 & M5 - B 40 I & 0
BEENEBEHEAETHEEH/ N EME R 2o ERCE%
(Andreatta-Van Leyen, S. et al.,, (1993) Modulation of
phospholipase A2 activity and sodium transport by
angiotensin-(1-7), Kidney International 44:932-6;
Moriguchi, A. et al., (1994) Differential regulation of
central vasopressin in transgenic rats harboring the mouse
Ren-2 gene, Am. J. Physiol. 267:R786-791; Farrario et al.,
(1991), Angiotensin-(1-7): A new hormone of the
angiotensin system, Hypertension 19(Suppl III):III126-
I11133) - {H35 S yE U FEEG D& 10 A HE -

EHE VBN RGEN B ALl HME 8RR - %5
= i AR ARG TR K 4 B T AR T T AR ATI(1-7) ~ AIL K& AT
s - B AI-DZBRERS  EFZSHETH
AlI(2-7) At &~ B % B (Ambuhl et al., 1992 Effects of
angiotensin analogues and angiotensin receptor antagonists

on paraventricular neurons, Regulatory Peptides 38:111-

120) - % Al AKX E AS GG EEHNE - IBPEK
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BB 223 5 AII(1-6) K& AlL(2-6) %138 L&.0 H /& 1 75
T Bl 1R B %X F (Holy, Z., et al., (1993) Polish J. Pharmacol.
45:31-41) -

¥ AII(4-8) ~ AII(5-8) K AII(1-4){E A= B AR A -
BHEHKSWBNAEFEMOEZE W ALQ-HAIE 2
K H & & Jj (Fitzsimmons, J. T. (1971), The effect on
drinking of peptide precursors and of shorter chain peptide

fragments of angiotensin II injected into the rat’s

diencephalon, J. Physiol. 214:295-303) - B ZEE EZ B =
I ALL AL RE S 1000 500 iz AIL  Fr (AIL(4-8)
K AIL(5-8)) » 1 2 & % 1M R & 4 B HY %2 2 (Wright, et

al., 1989 Structure-function analysis of brain angiotensin

( Sior S0 St B v B e 2k )

Q\u__________%‘\:\"__T__‘__________m______ '

\
]

control of pressor action in rats, Am. J. Physiol.

257:R1551-R1557) - FE L MAFASE 1 - B A B W EZEA
B e s BhER Ty B ARUE AR A9 5 3 0 [ it & PE B R AR 1 A
A ER -

RBAFHAE  ELFEBEC - NSEAEMEN
ATT BE AP AR LA DL RE (R 3 #H A & 53 3R 2 81 4 I A R
ZHEMABLE ERARRYT  ELEALAVERERME
HERAIT BB A EE - HEM - EREERE
BMiE > —REEAZKRERENRSKHYEHAR
KEH - — KB KBEABPBEBESZEEYHAERND
REATEE 0.001 wEH 10 2% -

ABPLEY ARG ZEBER T - REAFEH

N Lt

———
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A

A S |

TP RO S HOm IR R T

A RS (o0

7K~ FRRE EG 2L BE BE YA ¥R (Ringer’s lactate soluction) - i g
REW A EM)  HFEEEY  RZ22E - RAZERE
O BORH (A0 # 5 5 )

AFRMEYWCHERRATNRTFZER TEM - £
HRES  #BE  6F  BERESIENES - BE - St
G BEEEE THERK WHAERHEMEER > 7R
BRETERAEGOMEBEE L - 4 > RFMATEZ
I8 R 5 O A A%t AT DA 28 B AH B 2R R B DU N S H e
Gl EFWMER—BREBRHMESE  ERS
GORAAEG DEBKERERE L —EEEYE® 2N
BRI R & o REAL o o W] DUE B B E i U5 20 v 1
Y& A KT DU #E R # R & Ry R

BEFELAMBEBEGBCNEREE I ZHEOAY K
EREE 1L B ZENY T3 8 81 M IR & B K it w8
B BMEEAN LA A ERETHEE - KT
FHRE-—EEMYEREGOREGZREN - BREGR
FZRAESE 247 K 8 RRUWEGOHMAWEE - I
DSk EHET St RER - A AEUY AL IE
ER—-EETETHE RS —-HUE0EIKFEE
H Al B IEHEHIAE -

AREBEHA LTI E A RERE - ELEHOI =2
FAZR M A B » M RRGIAZFH 2 > AW TSR
HF@EFR FERARCERBERAREAZHHERY
RREEGORGC—KREEM -
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AT

B7

P O S H R S

A~ AP ()

THIERIFT e FEBEREREELBERNEZ
MEBRERZEUDE—RAG DB ST RE LI
HIFIESE -

12 J8 K Z Sprague Dawley iff B $% & B /I Simonsen
# B = (Gilroy, California) « Fly & X » £ F i /i & 2LAL
Y P 1 Bt & B (ketamine)/ # Ab (rompum) &Y 77 3K 8 ¥ ik
B o 1% % BEUHI B 30 DR f B (Betadine) Bl ¥t - EE EH &
MHERES 1.5x1.5 A EREFEERE GO - VIR
FE% o REEAF LEHBEEGOHE RN ZEE > I
DL 100 5 FF¥EFY 0.05M B B& AR B ¥ (pH 7.2):2 10%R (L H
HS MR RETERE - MR EY A& REE AT
 MAEHRYEYSEEE0 100 #Mx - HHHEANZE
ML EHERETEE EHRALEYER  BHEREBERRE
EHEBEEMETER EFHR&NAX > BRXHUMK
EEITIHE - EH 247 & 9 K LIHEKE
(methoxyflurane » & 4% 8 Metrofane (Pittman-Moore 2%
& © Mundelein, Illinosis)) i ZERMELKEEHO -
BOERZHMEBRLEADEGORREE HBKLERS
B oIxl BXRIER) QUEFRIL  O)MELH T
1.5x1.5 DA MGRILE © R(AFTEME - L4 - DUEMEY
FikEHE 2 k4 REAZFHEBEBADN -
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ST P RO HOm AR A TR

B BRI (5°)

<400> 2

Arg Val Tyr Ile His Pro Phe

1
<210> 3
<211> 5
<212> PRT
213> NBFY!
<220>
<223> GEFY
<400> 3
Tyr Ile His Pro Phe
1 5
<210> 4
<211> 8
<212> PRT
213> ANBFY
<220>
<223> & RFF
<221> #BEY)]
<222> (4)...(4)
<223> Xaa(4) B Tyr(POs):
<400> 4

Asp Arg Val Xaa Ile His Pro Phe

1 5
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AT
B7
A AEASLEA () )

<210> 5

<211> 8

<212> PRT

Q213> ABFF

<220>

<223> Y

<221> BEY)

<222> (3)...(3)

<223> Xaa(3)% norLeu

<400> 5

Asp Arg Xaa Tyr Ile His Pro Phe
1 5

<210> 6

<211> 8

<212> PRT

213> AR

<220>
. <223> H R
2l <« maEY
;"E <222> (5)...(5)
g <223> Xaa(5)5 norLeu
é <400> 6
fj’p Asp Arg Val Tyr Xaa Ile His Pro Phe
1 :
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T AT e R

AT

37

& BRBA (52 )

<210> 7

<211> 8

<212> PRT

<213> NBFY!

<220>

<223> GRS

221> BREY)

<222> (4)...(4)

<223> Xaa(4)5 homoSer
<400> 7

Asp Arg Val Xaa Ile His Pro Phe

1 5
<210> 8
<211> 8
<212> PRT
Q213> ANBRFY
<220>
<223> G RFYI
221> #BEY)
<400> 8

i

Asp Arg Val Tyr Ile His Pro Ile

1 5
<210>9
<211> 7

34
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WD RO R om I R TR

AT

B7

li‘%é%ﬁé@ﬂ(n?)

<212> PRT
213> NBFY
<220>
<223> G RFY
<221> BEY)
<222> (2)...(2)
<223> Xaa(2)£ norLeu
<400> 9
Arg Xaa Tyr Ile His Pro Phe
1 5
<210> 10
<211>7
<212> PRT
213> AR
<220>
<223> HEFFY
<221> BRY)
<222> (4)...(4)
<223> Xaa(4)5 norLeu
<400> 10
Arg Val Tyr Xaa His Pro Phe
1 5
<210> 11
<211> 8
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T P R O H m R R RS

-
N

Fo~ BB (oY)

<212> PRT

Q213> ANBFF

<220>

<223> G

221> BEY)

<222> (1)...(1)

<223> Xaa(1)F% & 2 Asp

221> BRY)

<222> (3)...(3)

<223> Xaa(3)5 norLeu

221> #ERY)

<222> (4)...(4)

<223> Xaa(4)B Tyr » Tyr(POs)2 B¢ homoSer
<221> BEY)

<222> (5)...(5)

<223> Xaa(5)% Ile B¢ norLeu
221> BEY)

<222> (8)...(8)

<223> Xaa(8)F H > Phe » B¢ lle

<400> 11
Xaa Arg Xaa Xaa Xaa His Pro Phe
1 5

<210> 12

<211> 8
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o> 5O AR PR SR

B~ BB (41 )

<212> PRT
Q213> ABFY
<220>
<223> BRFY
221> #EY)
<222> (1)...(1)
<223> Xaa(1)F € 5 Asp
Q21> #EY)]
<222> (3)...(3)
<223> Xaa(3)5 Val B( norLeu
<221> BEY)]
<222> (4)...(4)
<223> Xaa(4)B Tyr(POs):
<221> #EEY)
<222> (5)...(5)
<223> Xaa(5)5 Ile B¢ norLeu
Q21> BRY)
<222> (8)...(8)
<223> Xaa(8)E H - Phe » B Ile
<400> 12
Xaa Arg Xaa Xaa Xaa His Pro Xaa
1 5
<210> 13
<211> 8
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TP RO 3 1 om AN R TSN

A~ BEASUEA ( 5t )

<212> PRT

<213> ARFF!

<220>

<223> AP

<221> BAY)

<222> (1)...(1)

<223> Xaa(1)B & B Asp
221> BEY)

<222> (3)...(3)

<223> Xaa(3)E Val 5 norLeu
<221> BEY)

<222> (4)...(4)

<223> Xaa(4)5 homoSer
221> BEY)

<222> (5)...(5)

<223> Xaa(5)5 Ile B¢ norLeu
221> BEY)

<222> (8)...(8)

<223> Xaa(8)5 H - Phe > Bt Ile
<400> 13

Xaa Arg Xaa Xaa Xaa His Pro Xaa

1 5
<210> 14
<211> 8
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N T S AR e S

B~ BB ( 7)‘7 )

<212> PRT

213> NBFY

<220>

<223> AP

221> #AY)

<222> (1)...(1)

<223> Xaa(1) 5 & 8 Asp

<221> BEY)]

<222> (3)...(3)

<223> Xaa(3)5 Val B¢ norLeu
221> BEY)

<222> (4)...(4)

<223> Xaa(4)5 Tyr ~ Tyr(POs): B homoSer
221> BREY)

<222> (5)...(5)

<223> Xaa(5)5 norLeu

<221> BEY)

<222> (8)...(8)

<223> Xaa(8)F H > Phe » B Ile

<400> 14
Xaa Arg Xaa Xaa Xaa His Pro Xaa
1 5

<210> 15

211> 7
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I AU R

B~ BABLER (5 )

<212> PRT

Q213> ABFY

<220>

<223> BRFY

221> BREY)

<222> (3)...(3)

<223> Xaa(3)5 Val B¢ norLeu

<400> 15
Asp Arg Xaa Tyr Ile His Pro
1 5

40
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RN DS E AR B R E

AS
B5

W P LREARR (EAEAE

50 & Y

Dlm g 8 R 11 Z E Y H BT Fr AT fF B BE A &K
REMAHYE D REZHKY -

FEXHEAHE (HFAZLMH: WOUND HEALING COMPOSITIONS

Compositions useful for accelerating wound healing in mammals are based on chemical analogs of

angiotensin |l or fragments thereof.
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A7 91.8. 08
B7

A ARARA ()

REEREEGGOE > BEREEG  FWELD > HiKERE
floh ) HEZSEUNERREGORS LR AIFEESR
R -

EHFEE 5,015,629 FF > DiZerega it 7 —FE&E
MEREGOEBRESERY HE > BEEEEMARLER —
B LUE R INER R B 8T % 2 #E 5 [(angiotensin II)(AII)
- FEHOEARLEAMEERER [ gEZRAGHESE
> HHERENRIBEREABRERE - ODEEHER I %
BABREMEYET—BREE\EERERNEIK  EF
5| Asp-Arg-Val-Tyr-Ile-His-Pro-Phe (BEEB F i -

D - MERHESE U HE-—CHYMOBREETE LHIER
&=

=

(om0 3% 00 debide b (v B iRk B2 oWk )

EEMEE UL (AIID 2—E@WEE Al EFEYE
HEfk &Y HFEE ALl 2 N-if E—EEEBREREA
EEWLESY - Bt ALl 2558 Arg-Val-Tyr-lle-His-
Pro-Phe (FREEEFYIMEE @ 2) - @E All k Al EHFHE{
s EEmas FENELAFHENEE - §l20 0 &
FEEHMKCET LRERR L - ALl REL —EMAEKER(
M EAEZ —ERRAN LT MEREILANENEER
FIRERRAESE 12 0@ RIS ALL AU HFEME &IL
Bl AR EE ERR R B E L5 R &M AERCR (Vatta,
M.S., et al., (1992), Monophasic and biphasic effects of

angiotensin II and III on norepinephrine uptake and release

in rat adrenal medulla, Can. J. Physiol. Pharmacol. 70:821)
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1.3, U v
A7

B7

A BARA ()

- BE Al F Al HEEBZH-E-RENEZEHLIAH -
ATl BE{R# BT B ERY BEME - T AL A& FE 4% 5T Eh (E
(Brattstrom, A., et al., (1992) Neuropeptides within the

nucleus tractus solitarii modulate the central cardiovascular

control process, Progress in Brain Research 91:75) »

2% BE 447 S

ABREZE—-FEFHERN —EEERREREGORS
HIERY - WERYEE —EENEEXHFEY R —F
HEREEGORGCEI ESEIAEAEAKER

 HEI U TIE—BARERZAUEY !

R]-Arg-norLeu-R3-R“-His—Pro-R5 (BEMFEY HE  11)
R'-Arg-R%-Tyr(PO;),-R*His-Pro-R’ (R B F ¥ iE © 12) -
R'-Arg-R’-homoSer-R*-His-Pro-R’ (R £ B8 FFF I R EE © 13) ' &
R'-Arg-R*-R’-norLeu-His-Pro-R’ (JE £ B FF 7 iR HAE @ 14) ° £
@R RBEMHHMKFIL KB (Asp) ; RREHILE
(Val)Bk IE 3% B% B (norLeu) ; ROBEE IR B (Tyr) ~ BRIZER —iF
4 B% B (Tyr(POs)) B [F 38 #4 % B8 (homoSer) ; R'E B2 I B
(Ile)8K IF 3% i B (norLeu) ; H ROS & (H) - E R IZE (Phe)
B £ 7T R (1le) -

wRiE—FHEH - LEWITLLRUTE—T& © Asp-Arg-
Val-Tyr(POs),-lle-His-Pro-Phe (& B S =5 s 15 © 4) > Asp-Arg-
norLeu-Tyr-Ile-His-Pro-Phe (JR E M 7| # 15 © 5) > Asp-Arg-Val-
Tyr-norLeu-His-Pro-Phe (% ZE B FF 5 #% 5 © 6) * Asp-Arg-Val-

(i

5

AMKRABA T EEKRE (CNS)AL R (210 x297 3 )

(ool i 2k 350 o0 ke B (B Sk R o )
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B7

A BHRA ()

homoSer-Ile-His-Pro-Phe (& X & ¥ #m 5 : 7) > Arg-norLeu-
Tyr-lle-His-Pro-Phe (& B 7 % #% % © 9) » Arg-Val-Tyr-norLeu-
His-Pro-Phe (JX &8 5 #% 5 - 10) » B{ Asp-Arg-norLeu-Tyr-

lle-His-Pro (& E B FFIMRES & 15) « RIB 5 — R8I E i Bl
 BHRF RUBIER - KBS —TENERE - G
M RE—-EBER —BEBRT - KBS - TENE K
B> LEWTIRI 1 Z2WFE/ZEFE 5000 B/ ZFHTIR
B w2 10-500 R/ EANRE » SEEZE 30-200
T/EFHEEHSBRE —SBEH—HEYF - £E—BE
ZEEI T LEWHRUED 30 B/ ZE TR E B DR
BNyt KBABRES -FEHY - HE
KEEBYTLURETIE - PEBCRIZEREY
- B R EEERE  HEEEE - AW EEYER
A RBEEXEERG  ABFPHLEWREIMES D
BoR -
RKFPZBS—FHFBER—EENEGORS 1L
&Y bk EYRIFEFEEDAEEBBRERBETLUT
FIE—BXKERZHEY |
R'-Arg-norLeu-R*-R*-His-Pro-R’ (J £ e FE ¥ #R B © 11)
R'-Arg-R>-Tyr(POs),-R*-His-Pro-R’ (% E B f7 FI R 15 © 12) »
Rl-Arg-Rz-homoSer-R“-His-Pro-R5 (BEBFEYIEE © 13) &
R'-Arg-R*R*-norLeu-His-Pro-R’ ({5 iRHE © 14) -
mEA R R BE )KL EE (Asp) » R ZHE K #E
(Val)8 IE 5% i B8 (norLeu) 5 R 55 E& f B8 (Tyr) ~ BE AR BE — F

At
(i

6

AUFREBA PERE FZE (CNS)AL MRAE (210 x 297 2% )
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A7
B7

B BRARA ()

% % B8 (Tyr(PO3),) % [7] 3% #% % B8 (homoSer) ; R* £ 2 57 j% F&
(Ile) Bk IE 3% % B& (norLeu) : H R’ B & (H) - K IZ B (Phe)
B 5 R R (Te) » IRIF—FE MG - XBEHLSY A LIELN
TZIRFE Y] 2 F—7FE  Asp-Arg-Val-Tyr(PO;),-lle-His-Pro-Phe (
e EE 5 R fE © 4) » Asp-Arg-norLeu-Tyr-Ile-His-Pro-Phe (%
Hig 5 #aiE ¢ 5) » Asp-Arg-Val-Tyr-norLeu-His-Pro-Phe (fi& &
I % #m 5 @ 6) » Asp-Arg-Val-homoSer-Ile-His-Pro-Phe (& & 8
FF% #@HE © 7) » Arg-norLeu-Tyr-lle-His-Pro-Phe (fi% 5 B8 2 51| #@
BE : 9) » Arg-Val-Tyr-norLeu-His-Pro-Phe (% £ & 71 #7 15 -
10) » B Asp-Arg-norLeu-Tyr-lle-His-Pro (R BB F ¥ #mAHE © 15)
- B BT ABRPLESH IR OBEN—EE
H—MEERF  RBES—EBKA - k& HhEN 1 2
M /ZFE 5000 M/ ZFAANRE » B2 10-500 5w/ Z
FTHRE - BEERE 30-200 #oe/E YR B BE —
HEN—HEYF  -FE-BECEROF - LEWHREU
ED 30 ME/ZANREFR SV ESHEBREYF - KB
S—HEY  EEXFREYALUE TIE—&E  FEE
LRLZERGY - RAFEMAERIAE - LA
CHMTHEMEY RN R RBEETHA - KEHMA
EYREINES OB -

RBEHZ S —THTERBERLER £ — (L& YKE
E—EA RGO mEEY -

RBEHZS—THEFRBRPRURT R E— &k mnm

HEORE -

7

AR EBA + BB FRE (CNS)A4 AAE (210 %297 2% )
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A7
B7

A BRRAC )

GSD-39A = GSD-40A BEH O CRAE 12 )% » HAF
MR /NS BE S -

T T S

12 BER LA AIL ~ GSD-39A B GSD-40A BHEE D% %
CHRBOZHEFAEBA /N T RBESE - HHZ L& §
B A R RANE 11 g

13 MR EEREZEFME - AL~ AII(- 3
DR norlew’AI-DOCDEGOHE LZ BHRET AL |4

g
R
F 2% it

MABEfFL EEEF B —EREZE

—BERFLZ Al LYK EERILBYEO RS -

|
BEEHERN —KREFBHEANR —EZEBXWEBES » TEER :
BEERETHNTERNNEEXAREE RABREE - i
|
iIEAZEEE  EEMEN ALl EUYEENEEG - |
All BTFHELNY ERFHSERFEVAEAEEZESE Z %
5l ERfATIME—@XEKER :
RI-Arg-norLeu-RS-R“—His-Pro-R5 (BFEBFIHEE 11) :
R'-Arg-R*-Tyr(PO;),-R*-His-Pro-R’ (FR £ B FE 5 R 7B © 12) - i
R'-Arg-R*homoSer-R*-His-Pro-R’ (Ft £ B FF 745 © 13) 0 & !
R'-Arg-R%:-R’-norLeu-His-Pro-R’ (JE £ BE FE G R HE © 14) |
|
o RS 4 (H)3 K FI4 B B (Asp) |
R £ 5% T8 #8 1 % (Val) B 1F %5 I B% (norLeu) B 48 5 40 7 B¢ o i
: :
|
|
|
|

9
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A7
B7

&~ AFARA ()

R’ 5555 B BRIZ B (Tyr) ~ BRAGER — S BR B8 (Tyr(POs)) K [A]
K % % B (homoSer) AT #H FC Y HR B

R'EEH R I (Ile) & IE 5E f& B& (norLeu) AT A A HY 1 BF
F 5 B

R’ 5% 5 £ W IE B (Phe) & £ 52 % B (Ile) AT 4H 5 7Y & B

RBARE  BHBEZERYEELESR | HHT
Bl MEE@EEENY - PREAKS  LEFELE
SEE I 2EARELY ROEEHEE I HATEE
KB ERY S TGO ESNIENE - fI1 > Al
8) + His-Pro-Phe & AII(4-8) » Tyr-Ile-His-Pro-Phe (J&EE
FIEE 3 BERARS ABHEETAZEER
ME R EEE RN RESORS -

RIBATE > MRS ALQ-DENY 2 S 3 BEE
Y HRERERFIERE  11-14 ZE—FH iy R’
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