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RERT R MARERIBURERES A7 LUENE ICR BRE

EEhY) > MR EREENKE  BERHREERAMRESE
=HLER 30 % BRR 12345 6 BHDIEEGE »
S AIBGE M BB - B84 L Bk ST (SDS-PAGE) ~ 7 7 B
#b(Western-blot) T iR E AR R I & B HER L BUH A
YR s34 E py-54 ~ MEK ~ ERK ~ INOS ByfEMERIRLUR A HE
stain A LABRELEL -

BEGR 1 E i i B LRy - B py-94 -MEK
ERK - INOS 1 HE stain 725 1 - 2 S+ BEERE » 77 py-
54 « MEK - iNOS i HE Stain 7255 3 « 4 ~ 5 {4 3RRER%5 -
it H7EEE 6 BIFEIE18% - 75 HE stain R HARRRBRRIFSREHAR
A1)/, Western-blot FFESEESIOS 501t -
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Abstract

The purpose of this study was to investigate the
pathogenic mechanism of Angiostrongylus cantonensis
(A.g) male ICR mice were used as experimental animals and

divided into experimental group and control group. Each
mouse in the experimented group was fed with 30 third stage
larvae of Angiostrongylus Cantonensis certain number of
animals were sacritied each week after infection till the sixth
week to collect blood and brain tissues which were further
analyzed by SDS-PAGE and Western blot to identify the
change in protein expression the pathogenic mechanism
was also dissected from the analysis of py-54 - MEK - ERK and
iINOS levels in frozen sections histonic changes were.
Observed by HE.

The result showed no significant express of stains py-54 -
MEK - ERK and iNOS levels in both experimental and control
groups. First week however on the 2™ 3 and 4" weeks the
protein levels of these signal transductors in experimental
mice in creased significantly, followed by a gradual decline on
the 5" and 6 weeks. In addition, HE stain showed
inflammatory reaction that was cousistant with the results of
Western blot and immuno cyto chemistry.

According to the result described above. It indicate that
A.c infection induces the expression of some signal

transductors that night leads to the inflamation of tissues.



EIE]
EREENAT LR~ EEE o 8RS

(Angiostrongylus cantonesis)=- 5 i = R R MR AGHE
B M BROBS BE BE £ (Eosinophilic meningitis  or
meningoencepalitis)&y 3 EYHN - i R RE T £ e —{I
FESEER LA - 1933 FEERETRHAEXBENEE
HORFAEEREY - FEEN RIS - BT 1949 4277 Dougherty
EA A RER AR -

EEREAABLZLE 1945 £ HEF (Nomura) fIFk(Lin)E2 H
—A7 15 BRI H A B BB IEE - R H TR T2
HEEE > K5l (Yokogawa)iH B R EE SR M AR SR -

FR GE R R RIREYEE BV S BV FR S RN
maFHETAR  MEANERER > BRILMBRIERE
[MAREE - FTLUEREMRBESEE —EREEN AT ILE
AF4EEk(Zoonotic parasite) @ HEIRHEFRNFRERLEITS
ARG - GEZEHIDEHELHIARRY - KEERE
MFBEEEES A RRNT LSRR -

TR G B E 2 R MR BRI RS RS



MR B R AR SR E N RIS EFT5 [RERI R FE - ThEE L& Hy
#S 0 GEAREEER  RRREE—S5[BEENRHET -
MAEBNEHY » FEEEERETLUATH B NEE -
BEH— S5 [BRENERR TETHTEN - BB GED
AA] > 3 HE2RE R E ERYBMEIn -




B—E M ~ A

— ~ BEREMERE L 7M
BB I 45 B — PR IO B A (Tropical belt)

B KRR 23 EEILE 23 E > K 100 ERIFEE 150
B - REVEEREEE > TEFEENENE - AERENEERK
FE BT NE A B P T SRR EN B ~ 850 ~ BRI ~ FHERIEL
FERRE - WML R AT 2 B BER R ROEHE » 7E5RER ~ HA »
P BBt A R AR ek 0 - (B 1)



— -~ HEEE
LB RAN TE A TR Yy HhE

FElEE 4 84 (Achatina fulica and Bradybaena sinilaris) ~ —F&¥
7k 4 4% 38 (Cipangopaludina chinensis and Ampullarium
canaliculatus) ;. — 7& %% i@y (Laevicavlis aote and Vaginulus
pelbeius) - {45 FRIEIET —1& Planana. sp. K —TEEEME
(Ranatigrina and R. plancyi) -

FEEEEEEREMBBITHEETREENVES A
fulica » BI—FTTBRIFFNELR - Chen 1971 SRR i fElE
EE@’%ﬁiﬁ%ﬁ%f‘é‘DS#?%HEi%%)%ﬁﬁ[ﬂlﬁ%%&iiﬁﬁﬁ%%ﬁ
/INBCIEEE!?

& 5 {1l %7 &5 (Angiostrongylus cantonesis) 4 jE 52
o BREAMEEE T/ B L —(EeEEEY)(mollusca)E &K
HRfETEE - Chen i& 1933 F & SLEBERIZ B S BBk
DRREEEE SRR NG EE B EHETE TER
BB GER{EMER S - Bl Raftus coxinga ~ R. raftus ~ B.
indica menorivaga ~ R. rattus midanensis -~ R. rattus rufes

cans"? o



e 6 8 E R I AR 84 B9 1 R 18 = 7% FF YN 2 4% (Achatina
fulica) - BRIEMELRS; - BEFFZ LR - kiR (Temrestial and
aquatic snalis)F:i% 4G (Slugs) I EREPRIEET -

BERAEIM AR &S5 — Wi dhas 7e T i E R LIRS EAVEE
AEMEARGIER - M Ampulanum canaliculatus R
Laevicaulia alte £/ » 7 A. canaliculatus BMH 52 % RIE=
HAshER AT 42 % D HMEEE MR > A BEE=HLE
HiMefE e 8l - {842 L. alte FrERIS&aER - fE LRSS - B
AERSRY Fr RIRT BB EL e LA b EE B g™ -



=~ BRI TSR
SR R AR A VR S B B 2 T AR 1 - B2

HETHE B8 R Iz A Es B E B AR
o BROEEA - EEBAREREE=YE - KE(Rat)iZ
A B 5 = HIshEay RS R EAE 3 (paratenic hosts)i% » &
REaEEE  REABRMINESRSEERTES0E - Rl
EEEALE  EARER IR 17 /NEEGTEXR
4Bk (cerebral hemisphere) K 3 E&(spinal cord) - AR ERE
1T HIEEAMRIR T - #F9EREUR 14 X2k - FEREFHE
R AR B A L BRI © T — SR s -
TR 45 X BIF e EFHIIE— A" -



VY ~ SR E RAERR
NIRRT R - R Rt

AL T B R SRS B 22 - W B2 BT 0 7 40K 3 IR e 22 1 (lumbar
puncture) SIS B8R Timt F - (young ault worm)&a8 K
EFHERIRFENIRFTERERFRAE - WIVIFESFRRE
EIERANEIZIEETR - e 0 MR 8% - EHR - SHER{EE > Kering's
sign - Brudzinske’s sign » PUMSZIRIE B 5 EEMHAT SCEHYFE R B
RHESFER -



T~ TN
B2 SR TRRS R S FEVE R L B A B B R AR 4

SN SRS TR AT - DB S MR S
Y T -
— . TSRS
EHEAHENEERR > B RS ISERR -
= RREEAIREAERIEE
VR B B TR P R S A 2
= EERERLE
VAT A FE SRR BB RS » DURD RS A8

bV,
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INOS 7] c~JUN ~ c-FOS - c-Myc
< B

— ~ py-54 §J ¢c-JUN - c-FOS ~ c-Myc 2%
HEHECBR |
py-54 531 & 120Kda - 72 RERAWHE - wE - F

4. FEWNERERCEEBRL - MRl ERE
WREEE IFN-v ~ TNF-a ~ IL-1 o BOTEM: L7 e R ER (L TE I
EFEEE T —5% mitogen-activated protein kinase
family(MAPK family)41: MEK- ERK-p46°NK /[SAPK- p38 MAPK
FE LR R R R L A EEERNC TEERE
iINOS ByEME E7T  #EM{e#E NO RERVER(ES) - NO 22—
fEEH BE - His{eff—L proto-oncogene 41: c-JUN ~ c-Myc ~

c-FOS #%#5; oncogene ©¢7 -
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et

~ PKC #1 c-JUN ~ ¢c-FOS - c-Myc &
HERZBRR

S RRERZE —E20EY (WHE - Wi - FES2)H

RIS EE H MBREYIRAE - T H MERAER BRI g &

AEER HO,~ 0, " KHEMEBE  MEEEEEATEEHM

fESAREZINGE - 8BS SREBET B HAEMRETH

FFALERT  TEZOH " WEL - EBRERRK O, K 4l

NGRS EL DNA FEZEEEEEHH -

EE M EEASMGIRERR—ERF > SRS —E

ERTHES « T4 T BT S A T T A B S

FHHHBER - EEREENTR ©  DITREEESHEE

B BoR (F A (R B A

(1)

2) -

3
(4)
®)

©) -

(")

- FrAERIE - 20 H,0, - BRI R ERFr— -
BEEYREPHRS T

- (E{E RO -

- RIS LEREEEE (protein kinase) -

Ve E R R AERRYER -

LR SRR AR EA -

- BEFOEERCEANIEERCNEE
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Protein kinase C (PKC)& 1977 F 5 HHAEFE
Nishizuka S A > #E20/ NSRS 2R, protein kinase A 1y
protein kinase™ ji44 H152 3| B2 3 2 R ERH 52 » IR 541 PKC
E—EHEBERENESHE" » BHULEIE (inositol
phospholipid 7 ip)frs3-f&M 2K, fE 2RI A S BEE R L
E—EHEEEWAEY RS R BE R
diacylglycerol (DAG) 19 » EHAMIZ RIS SRR - S5k 8
HEEEHEEZSEAR  SEHZENEATENE L
phospholipase C(PLC) - B B AR Y HLEEBE S (inoéitol
phospholipid) 5> # - E & & — A B HE YW (second
messengers) : diacylglycerol (DAG)A] inositol triphosphates
(IP3) - DAG 2—EHMAEEASERYWE"" » KILEks
7015 PKC FTAESATIAYRFE (signal transduction)#EFR S
R - e BELASE BB/ MR FTREXEY serotonin H4% PKC 354
MSEREE - IP3 BN E (R s TR E
IR RUESEE IR - BRETERY DAG RIBEERE L FEISHT
B PKC G758/ EIMMEE FE DAG-ES ~ BHIEERGES
BgUS1019 , & PKC 87 S MR EERMARHRERE » 4
4 p80/87 kDa - 68 kDa B¢, Marcks & HERIBRER (LT 5 [FERAR
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RO

& PKC 537 SEMMBRAE A ZEEBE F YRR R
&%g@(proto—oncogene) c-FOS ~ ¢c-JUN H9F3H » FTE4L£ER
JUN-FOS complex(AP-) (EsE & B/ Z B E Nty EE(F A
(transcription) ’. T BN R B A A A TR - AR E e
5#(proliferation)f153{k,(differentiation)®! - (Kt PKC #eiEH
{EHEATREIETE « e - EREENEERAERA  BE
HErEM® PKC BT#E - AIEEMEEAFRE 12 B REE
(isoforms)(a >~ Bl~ Bl vy ~ S ~e~ ¢ ~n~ 0~k ~ LEE
@) MEAEEEETHEANEETNHARMERETIE - e
BN FRRZERERFRBRETERIRE Y - MRS E PKC
AT RYE A T (cofacton) By~ [H » Al EBRE TR =54
(161029 : BE—MEIRMEEHETRIEN: (Ca*'-dependent)iy %A -
a ~ B~ Bl #8E cPKCS (conventional PKCs) » 2 "85
TEEERET (Ca®-independent) 2 EIIE (v FERI AR - 400
§>¢e~7n > 08y > 85 nPKCs(novel PKCs) » 5= 8B
== 3 4% gt 7 (Ca?*-independent) 5 & B & (diacylglycerol =
phosphatidyl-serine)2 BRyE{L X FERIEEEE - a1~k ~ B A >

FaE aPKCs (atypical PKCs) -



TEAIRERAEER T - PKC BAEFREIERNRE R AMREES
B’\J{’Fﬁﬁ AR REEEENEENRE - KBRS &
f IR R TR A S TR B TR -

Ti—B PKC $iSfL  #it— RIATI AT SRS
Eg{k. » 70 histone®® - EGF receptor®” - insulin receptor®® -
transferrin receptor ~ EZ2{EFH 5B T(elf2) - ribosomal
protein S6..%% - 15 |[F—HBMEANARERRRK - £
MRARAS N4 REF (growth factors)-fiEE% (hormones)
TS EEY)E (neuro-transmitters) HYELE 22T IRRY S TE
o PK $nEE—EEENAE @50,

PKC HIE#BEREE - 9F&59 50 kDa B protein kinase

311}

A& KSTER 30-35kDa HFHETE @ FEBERGALE
B DAG - §5 ~ B ERS G - PKC B Ca2'a] H[EE5RE#
H,0, B4 5" » 544 » PKC REBBRILAITE L B IEEIEE
L AIE NADPH oxidase #8551/ NADPH oxidase - L)

17 -



NADPH oxidase

O, NADPH » O, "+H+NADP*

SOD

MR H0,3800-H,0,7E \BE# R &35 5 DNARYEE -
£ Rochat®**"ERrR5e R H0, B T a4 PKC Fr5|
S - £ HO, IMYER T » H0, e SGEZHIE
PKC WEMMELERABEEE » B4 Rao® FHI £
vascularsmooth muscle cell 7 model FE3H H,O, €& #& f e
PKC HyyEALImHEL cjun(protooncogene - FREUEERIT—TE)
¥E1T transcription » 7fj Rao®ItifE m—IERFFEHEH > H,0, 1
ERSEHRE PKC RYTE(LTAIE c-fos RYZRH -

#t PKC - H,0, B2 proto-oncogene(#] c-jun ~ c-fos ~ c-myc
FFNIBRIME > proto-oncogene ZIsfF A/ IEH LAY —
BER FREHEEEAREDRE BEEMZ R URIEE -
&{e{ proto-oncogene® {E{RAEIR I MRS R T A B RIUK
R PR IERE - ERE RS R R E A e B
AR - INE A RERR BRI B EEREEREREEA
RAERERBEEDE » MBEEENERS -
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1987 £F Maki“O7/ NGt 1 B PO a4 Bt — R ik
7 - KPS E—REAEPENNER > 45 vWUN X
FEEEYR C HERSEIEMMRET GCN4 19 DNA £4EE
B EROMEIE - TIZEIE A e — A e o-
JUN F3u 2 - B2 early response gene » 7EE S (E4H
H53 2| (mitogenRIBETHIA B > cJUN BesiEi »
HREYSHEBRERET AP-1 (Activator protein DEyEfi
B BUTHHIPSREER Y .

v-FOS B EM# BN R iEEkEs osteosarcoma virus 1
FRovBEHZRES - R » 7E A BSRTE B rh TVE M RS -
FOS FBUEEK A TEIEIIIhEE - c-FOS ERMRBE
HI RIS R RE » o FOS ERMERZHE FiF=EH
STEHEES - 1= (E S HISOTATA box « @C-FOS HA%H
HUHI - H/EE—EYS AMP SBREITESSR(CRE)S— GC rich
IR, - OIIREHE - HERSHE—REEFS| DSE i@
TRE » ¥ EZEBEMY - EEFRT - TPATRER® -

R LRSS H,0, ATEERA PLA2 dependent &y
arachidonic acid B K& lipoxygenase cytochrome p450
monooxygenase AAHIERT A c-jun mRNA BZRIREN -
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s

1EEREEZ R » PKC aTgsth S B i7E H0, KU T -
c-FOS £ c-Myc ZHERIGNAIER T FEHEE c-JUN RIBSRAER -
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=« MEK #] c-JUN - ¢-FOS - c-Myc 3

| HKZ Bt
EHEREREE R - A8 8

FHIR SRS EEE R E B - EMRE —EBrIMEE
ATE AR RE > MR E 4 8 £ (proliferation) F1 7> 1k
(differentiation) - AT A ERIRIEE G 6 — LIEEMIMGERIE £

MEK &£ MAP kinase (mitogen-activated protein)f] ERK
kinase (extra cellular signal-regulated protein kinase)Z {5
(45), MEK BE7£ T183 #1 Y185 { ERK2 E4 BB 1L -

BEME cﬁes srBEH 45Kda 5F &’y MEK MEK gE{5 serine -
threonine ~ teyrosine [y residues E4: autophosphorylation -

E@é@{hﬂﬁi@%‘? INRFES EREEMREEE AR ML
MRBR AR R EE —SERATEESM - EiefE—&
proto-oncogene 71 c-JUN -~ ¢-Myc - ¢c-FOS #Emm AERH
RN EER - EREEE ARG R B REESHIE A
YK oncogene®” -
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'y ~ ERK #1c-JUN - c-FOS - c-Myc Ei5%
FEN < BfR

ERK {extra cellular signal-regulated protein kinase) > 43
ERK1 » ERK2 -~ ERK3 ~ ERK4 - ERK1 §] ERK2 FEATE BIAH B
TR RER n] g7 28R - T ERK3 #1 ERK4 #£ cytoplasm #[] nuclei
s Q‘%%ﬁ%’éﬁ‘“’ °

ERK =z MEK {EFR K - {# & threonine 183 ] tyrosine 185
I B BERR L - EIEHBIED T BB L rE M E A 1B
By » MRS RAERGHE - fwE %@ﬁ---%g)ﬁfﬁﬁﬁﬁﬂ
BmMEEBRABEESL  FEHEAMRELEAEESE
(proliferation) &1 43~ 11, (differentiation) - 3 77 {ff — & proto-
oncogene 7 c-JUN - c-Myc ~ ¢-FOS #EEs T A E3R3E proto-

oncogene #E5#p% oncogene®” -
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7L ~ iINOS #1 c-JUN - c-FOS - c-Myc Bys 5
Az Btk

NOS(nitric oxide synthetase)f _F& isoforms @ {fE INOS
(inducible NOS)#1 cNOS (constitutive NOS) - iINOS Z@é{‘{
DARTSEE AT 75, 2 A4 Macrophage i, 52 Macrophage HI#
fofE INF-v A1 TNF-a ByiEfL EF - TNF-o 68 INOS REIRZ
R E32F] mitogen-activated protein kinase(MAPK) family pYig
B transcription factors fiE47E{L » MAPK FHEEEHO
p42 MPK/ERK2 - ®p46 c-JUN NH2-terminal kinase/stress-
activated protein kinase (p46 “N/SAPK)f1®p38 MAPK - fE &
UTHEFEHTFEE T INOS ZiR{RIABAZ TNF-a /IL-1 o RIEKTZE
&40 {5 TNF-a ] IL-1 o 205 MAPK 282,410 : p38 MAPK
Zﬁ%ﬁ)ﬁﬁxﬁéﬁ iNdS Yéﬂ:ﬁgﬁﬂ . TNF- @ 77l IL-1 a NRE—7F
FEABERE INOS R - I HiEE MAPK family 28] - B
R BRSNS TNEER) e —EREEL
2l RS R EEM INOS B’\Jj:ﬁ > 0 INOS S gefe
NO R ErI4 BB, HaEL NO EAITIISER
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NADPH
L-arginine ——» NC-hydroxy-L-arginine
02

NADPH
———  citrulline+ NO (Nitric oxide) -

1(\)10 &7 free redical » 2115 NO SBE B+ G ST HE
M EAARRER)—3& - LB SR RIS M o R e — 85 2915
B Rk RIF S0 67 7] e E B s b IS A nl s 82
8 HERBECUR - fEEETREPRBECRES g
EA IR EEAHRR proto-oncogene 41 ¢-JUN ~ c-Myc ~ ¢-FOS &

iRt oncogene®”) o
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75 ~ NFx -B A1 ¢-JUN - ¢c-FOS -~ c-Myc B3%
FER BfR

NF g -B {#22 Nuclear factor x -binding » NF £ -B 7F cytosol
1% nuclear translocation cignal(NLS)## 2 nuclear » NF x -B &
WIZEERFY lymphoid protein: TFESH GGGACTTCC 2 sequence
_ETEI, BERE (R 1g k BRI ERAY -

NF g -B-activating 2 F]5e#7® cytokines 4[] TNF- a (tumor
necrosis factor-o ) ~ IL-2(interleukin-2) - @ Mitogens %] PDGF
(platelet-derived growth faqtor) o @ Bacteria 4] Shigella flexneri -
® Virus 7f] Hepatitis B virus(HBV) Human T cell leukemia virus-
I(HTLV-1) - ® Physical stress %] UV light - ® Oxidative stress
41 Hydrogen peroxidee @ Chemical agents 4[] okadaic acid [l
FF L HAZEFRIGmEE NF £ -B (2 G EF-

#£ NF k -B &% EFA-LAR - HAEFT © Cytokines and growth
factors %] IL-1B(interleukin-1B) - @ Immunoreceptor Z1 T cell
receptor B chain - @ Acute phase proteins 4[] complement factor
B - complement factor C4 - ® Viruses 7] Human
immunodeficiency virus I(HIV-I) #1 Human immunodeficiency

virus TT(HIV-II) - ® Transcription factor and regulators 4[] c-
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Myc ~ IKB- ¢ ~ IRF-1(Interferon regulatory factor I) ] IRF-
2(interferon regulatory factor 1)+ JER NF x -B-responsive » 3
TG L gene 5N BT -

TSR REINAE ~ WERTERBIAR  AEEEHR
eyt BT AR E AL, - [ —1k cytokines #REFETT
WEE—2 NF £ -B EELFF > T NF £ -B XEEFI—£: proto-
oncogene [ c-Myc FHFEE - TMEEE proto-oncogene &M% b

F - {5 AJREEEA#AL oncogene.
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o = EH B

ERENRBECEBMEE - EEENATHET LS

%°E%Emﬁﬁ%%m%%&m%%%%&%%%%&%%
4 835 0 ELRES EERIZUEEE - IO ~ TR ~ 3805 - TEHR - SEES
B ~ PR ~ (AR R SRR - SRR PTER
EMARER ARE A O BB RS BRI > &R
IEARRT R AR A B 7P B R M AR S B
e/ H BISEE R B BRI EBIRR L T2 40 pyS4
MEK - ERK + iNOS F1EyZ XA c-JUN ~ ¢-FOS ~ c-Myc EHHY
%ﬁ%@ﬁ%i%?ﬁ@%&%&mﬁﬁﬁ¥%ﬁﬁﬁ%%§
EHERRME - DURR R AR BRIBUR TS -
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RS
B SR A MR SO

‘

DI = 5ha ettt ICR/DEE,

B2 (in vivo)Z B

ELT TR B R AR SN SR E R AR B B
BRALFIEH B

e G fp 2

ERRRT R l

LR HE stain 75 /7 S Bhis
PKC
py-54
MEK
ERK
iINOS

c-JUN

c-FOS
c-Myc
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RVUEEARHEE T ER
— B
(—) ~ Bras

1B =HALDEIEE
R S5 ST B A ISR - R4 OB

PERERRE  DL 1 30 LEBIIIAANT B EE B » B
BRI T1E 3T CIRIBAR IR AR 2/ NI IREUH AT R
IR 1 1 A REKER > 3B 30 0@ DIRERE 30 o
#EEE—F LR BIImAERRK  BERESEET LS
BERUS (R 3 /NFr) - FRRAREE SR - BRI
TR =LA -

ANLEEBEMERIESH
7 mg Pepsin (1:2500, Sigma)
8 mi HCI

=ZokEEZE 1000ml
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2. BVIREGE
FAEBRE, > PO 12 /NS AZH - SEEELIAR

EER 30 ERE-HIEREMRS DR - BRI ERES -

| 3 EBEE
S 5 42 € ICR M/ N NE BFER - oA SR B) RS

Ao TIRESHEN 5 A-B-C-D-E-F &4 > 4% 6 £ ICR

M/ N B SR 2B BT SR A LA R AR A
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— A
(—) ~ A FFHT

| 1. BEH LAY

AEFIEHAH - BAAERVENTE - BHEISAER - 2 EAMER
HEENEEEILACEERRN - fErkmhUIeisas - HE
B ETHEREREE -
Y OEEK
0.242g Tris-HCI, pH7.4(20mM)
67.24mg EDTA (2mM) -
19mg EGTA (0.5mM)
Ioml Glycerol(10(w/v)%)

11.29¢g Sucrose(0.33M)

349 ¢l [ -mercaptoethanol(50mM)
34.8mg PMSF(2mM)

2.5mg Leupeptin(25 ¢ g/mli)

7 distilled water 2 100ml

PMSF ~ Leupeptin FSEERIMHIA] - LIRS 1EAT R E H
BRI -
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2 EHEREHE

HEMEFHEERET B Coomassie brilliant blue G-250
PRECESY  EECARRRAEHEIENS - WEH7H
AT

B 10 | Z BSAEEEROR - INARTIEENE R EEES Al
#H(protein assay dye,Bio-Rad)200 1 » FEZRE/KE 1ml» IR
1B T E 10 8% - FER 595nm B MERIBOLE -

2L Bovin serum albumin(BSA)SfE#Eys DI A R ZETIRAY
HEHERE - BHEEER 4009 EHEFERR - IIAFEE
/Y protein loading buffer » 52 100°C Dri-Bath #25//124 5 /78
EEOESN  REEEK L 5 54 > FHE microcentrifuge {&
SHEE % 0 BOAUK E - 4% loading -

* protein loading buffer :
1mli 0.5M Tris-Hcl, pH 6.8
1.6ml  Glycerol(10(w/v)%)

1.6ml  10%SDS

04ml  B-mercaptoethanol

0.4 ml  0.5% bromophenol blue(in water)

3.0mi Distilled water
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SEHEREK

SDS-PAGE Byt A » TEE2ME Laemmli 78 1970
FETIRIRS, - IR EEBRER 4% B TER
BEE 10% > flH 16x20 cm A/ EKE(PROTEAN ®II xi
slab cell - Bio-Rad)ETTEHE 1T - EEFMSeE 2R BRIk
veig 0 B - R R - FEER 0.75mm 1y spacer SHIFREELT
BIkFr - BfE 10%HT & separating gel - RS SHAHAA
Bk A EENAEEERE well #5 1.5cm BERIE - IIAZEET K
FEEIRE - FFBREER - R LRIk e e S 4.0%HY
_EJE stacking gel » RS9GB EIAE KA T » KEIKEREA
Bk EERAE - R ETRENEN - (R EEERE stacking
gel» fF LB g% S ER  DUBEGRETRE bt well BX
#E4i loading sample -

IR ERFSREHENEOERS  AEME tips /ML InE]
5 well N » ¥ protein standard marker(Bio-Rad)7rji A H
—{i8 well 4 - FHBEBRER 1Y SDS BEIEER (electrode
buffer) [N RHE well 3575 - E#REAGEE - ETE
KBS A B EEEREEERHERRL -

RFREIR AL IE SR BRI A - FTBREIR - BAnirLL 15mA By
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B stacking gel - ER[EEHZE stacking gel B separating

gel A5 AR » RS 30mA - ERFIEEERE - FEiL
B RE - RBRELL - YJkk L8Ry stacking gel » # T

J& separating gel 1 coomassie blue (5 » B EREE -

*10 % separating gel :
125 ml Acrylamide/bis (30%/0.8%)
2425 ml distilled water
12.5 mi 1.5M Tris-HCI, pH=8.8
500 pl 10%SDS
250 ul 10% ammonium persulfate

25 41 TEMED
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*4.0% separating gel:

1.3 mi acrylamide/bis (30%/0.8%)
6.1 ml distilled water

2.5mi 0.5M Tris-HCI, pH=6.8
100 41 10% SDS

50 pl 10% ammonium persulfate
10 ul TEMED

* Bx electrode running buffer :

15.0g Tris base(25mM)
72 g glycine (192mM)
5g SDS (0.1%)

fn distilled Water 2  1000ml (pH=8.3)

* 0.1% coomassie blue

109 coomassie blue G-250
100 mi acetic acid
400 ml Methanol

i distilled water & 1000m! > 5 coomassie blue %% -

TR
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* RER
75 mi acetic acid
100 ml Methanol

fin distilled water &£ 1000ml
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4 Pa /7 RREARIE T PKC HYBRAI(EA
REBISERSREIIS  BIEREA 1.8 ml ER

buffer A th > ZEVKR TR UIEREAERS - FESERET HER 20
TR ERAE 4CT LI 100,000 g By EREE /0 1/NEF
B DR AT R BRI E-T0°CUKAE - HLEIR MM E R
(Cytosolic fractions) -

TEUIEYIRIIA buffer B 1ml - FiRESFEERER > &
TKHs 1 /NKs > HEI 0G5 R R — 0 L RFENA bufferA2.0
ml fi Triton X-100 FJIEEE 0.1% > SR FELL 100,000 By
S A ACTF B0 1 /NEF » PSS e B S A B
¥ (memnbrane or particulate fraction) » JREFERY-T0°C K
o e .

Li@ﬁ@ﬁﬁ%Z%Kﬁﬁ%@@ﬁ@E &%BB@E%B@@% UK
HEAETEYE - 5 PKC 2HERS » DIFREEREE »
¥R DEAE-cellulose chromatography zk#i{l, -

sl By 5 B B 48U cellulose column s L 1 AE 2
DEAE-cellulose &1 4ml 7 20mM Tris-HCIl > pH7.5: JB& » 3B
AZELIT RS 6xI00mm I ER T - Ll 0.75ml MR E
¥ (tissue buffer, e ="% - SREGEARA » LU 0.75ml HRRAR
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R A 0.5ml 5 120mM KCI & s GR ar s —
Ko BB —ZGEA 1ml &4 120mM KCl Z%ﬁa*ﬁ%ﬁ%@m&%
Z o WIS EEEMEC PKC -

B EH & 50 19 ISR - TIAFRERY protein
loading buffer JE &4 » KEiEE > loading £ 10% B
SDS-PAGE > Eyk5eE% - BRBREE K Whatman 3 MM Bk
AU electrotransfer buffer 10 43¢ - BB ETEF—RES
#r) Whatman 3 MM 3838 L - SRR ERTRITREIIIEICRGRE
#K(nitrocellulose paper » 45 nm » Amersham)ZZE74F LA - S
E—iRERERT 3 MM SR - FBEEEE MR - R
A transfer holder |y » BB A B fEm electrotransfer buffer
Y electrotransfer tank (Hoefer TE 50X) » L 4°C » 100 mA #17
BEIKBER -

BERERE  RRERERIEASSE 3 (Wh) %4
[M%ERy PBST #2En& (B blocking buffer) 75 > 7FE=R THES
2 NEF o B AEREOREESE EEB®R A primary
antibody - B[] PKC antibody (50 ;g B85 Transduction Lab.fy
PKC «a antibody > ¥ & 3%54-IMTER PBST BEHR) » 1Y
=i T EREHERR(ER 3.5 /J\E%r’ LI PBST 2Eimt =
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K K 10 5548 primary antibody {ER R RITEILRRHER
HE—

~

81 secondary antibody (B[ alkaline phosphatase

H
(i

conjugated goat anti-mouse IgG - Promega) - % 0.2 pg/ml
VIS 1% My PBST (EEE » FASE I8 T EAS (CARAEAR IE
F 1 7NRF

HLL PBST i2ERise =X - X 10 54 - RESHEIER
MAUINAZERER(ANEE 11188 ECL substrate - 2183
EBBERLP R —B/KELUETRE - f—r#REEBEE
TEERNRE - HBEERL Cassette 1> L X-ray film g
Hiy - —fRinE - BH 3-6 @B -
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* buffer A -
0242 g
67.24 mg
10 mi
11.29¢g
349 ul
34.8 mg

2.5mg

Tris-HC1,pH 7.4 (20 mM )
EDTA (2mM)

- glycerol (10%)

sucrose (0.33M)

B -mercaptoethenol (60mM)

PMSF(2mM)

Leupeptin (25 1 g/ml)

o distilled water = 100 ml (pH=7.4)

*buffer B :

0.242 g
67.24 mg
10 mi
11.299g
0.3 ml
349 ul
34.8 mg

2.5mg

Tris-HCI, pH7.4(20mM)
EDTA(2mM)

glycerol (10%)

sucrose (0.33M)

Triton X-100 (3%)

5 -mercaptoethenol ( 50 Mm )
PMSF (2mM)

Leupeptin (25 1 g/ml)

70 distilled water &= 100 ml (pH=7.4)
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* 10 % separating gel :

16.65 mi acrylamide/bis (30%/0.8%)
20.1 mi A distilled water

12.5 ml 1.5M Tris-HCI,pH=8.8

500 ul 10% SDS

250 pl 10% ammonium persulfate
25 ul TEMED

*blocking buffer:

1.5 ml fg4- v (Foetal Bovine
Serum)

0.605g Tri-HCI (I0mM)

045g ' NaCl(I00mM)

0.05 ml Tween-20(0.1%)

70 distilled water & 50ml(pH=7.5)
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S PE 7 = BEREZE 78T ¢-JUN ~ ¢-FOS ~ c-Myc
py54 ~ MEK -~ ERK - iNOS Ejm iR E 3=

SR FTERI AR H BISERENE A HENEEELILA
FREBULAITR buffer A 74> frokia P UTREISRERR - S
B ETEERT 20 T RIS EREMN S EREL L 0 72 47C
T+ 1L 600g EEHHEL 10 5348  BE LT T B YLRIEN S
AR (nucleus)ZENY) - BRI EHEE S0 1 g
RERRZEER AR EETERY protein loading buffer \2 531945 » &
Hipz 12 - loading 2 10%HYy SDS-PAGE - BEJk5e2% - Ll 4
C > 100mA ETEKBER (2EIHLELEX - BEER L) -

BEESEEE - BRI A SE 3%RFIEH
PBST #2fEv& (Ell blocking buffer)qy » 7E2={E T HEE) 2 /N
R aEEE EEA% Eﬁ%ﬂfiﬁ%ﬁﬁ{&%ﬁ%ﬁ&mx
c-JUN -~ ¢c-FOS - c-Myc - py5; ~MEK- ERK-~INOS % primary
antibodies (B85 CALBIOCHEM antibody » YA/Y& 3% [&4-IM
HEY PBST REDNR) - A= T EB{CERERRIER 3.5 /NR > 5§
Ll PBST (BRI =X F7R 105488 primary antibody
{ERZE LM B #E—2 B secondary antibody ( B[ c-

JUN £ alkaline phosphatase conjugated goat anti-mouse
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IgG > Promega; c-FOS £ alkaline phosphatase conjugated
goat anti-rabbit 1gG : Promega; c-Myc £ alkaline phosphates
conjugated anti-mouse IgG - Promega; py54 £ alkaline
phosbhatase conjugated goat anti-mouse 1gG - Promega; MEK
£ alkaline phosphatase conjugated goat anti-rabbit 1gG -
Promega; ERK £ alkaline phosphates conjugated goat anti-
mouse IgG - Promega; iINOS £ alkaline phosphates
conjugated goat anti-mouse IgG : Promega) > #5 0.2 g/ml 352
& 1 % Je4IERY PBST RRENR » IRO=E T B BHERR I
A1 /NRF -

HLL PBST RBREMREVE=R 8K 10 28 » &I
MR AZEREWR(NEH 111 1EM8Y ECL substrate) » 1§18
= FEBELUP R —BKBELGETTE - #9— o #REELZEB
EHLERITE  KEEBERGY Cassette 10 LI X-ray film &
sZBIA] - —fijiE - B 3-6 &Rl R -
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(Z) ~ BEsHA R iR
1~ WY

BRSHRR  BIRRERYT > DIBIZ S (inflammation) » i3

¥ (infiltration)Z &7 EL U A SRR T

(1) 5 (fixation)
IS BRAAEIN  MERR EA (10%neutral buffered formalin)
EE 24 /NEDLE o BHEERYIR: 0.5cm? » BREEAT  KRiE
FABHER /KT YR 2 /N o DIRETREM » BRE ST A

BE o
(2)ft7k(dehydration)
B O EBRTE S MBI R » AR KRR N BRETK T 4R

BIETT NIRRT ER:

1)70% Wk 20 448

2)80% kS 20 5348

3)90% kS 20 4348

4)95%  FERE(]) 20 434%

5)95% yERE(Il) 20 434

6)100% JES(1) 20 34

7)100% (I 20 778
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(3)%& 5 (clearing)
RESE2BR/KAER  BERZEE (xylene)d » EZIFEER

EEZEH - NREREOE (parafin) N EE > FTLULESEZ D
CHFEIAHEMRARNERRD - T RERTERERE - TB

anr:
1NZHZE (1) 6 sre#
2) ZFZE() 6 /18

(4)E(infiltration)
A = AR AT DAY - SO DL T RREE R > FRElE

REAESLZER  RENENER THEAORRES2E AR

A« SERATT:
)ZEZEAE(11) 40T 60 434
2)FH(1) 55°C 30 574
cyvat-1(1) 55°C 30 s34

syrayi- 141y 55 30 8
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(5)# (embedding)

RS SR AR E P T o AR PMET TR AR
WEELESEER  BXSaEEENET L BiNdiraE
HAERRE IR E - RBRER-20CUKFE » A SR
FOEEER - BREET - BlseiaE -

(6):E Y] Fr(serial section)

B EEE RN EEY) A RRTTR A R R - el
20 ¢ m HEYTEFTEE SRR - ARTEE 5 um UIHHEE
YIF > BUFFTYIHATEEL] T - B 38°CHIK » FHsE 2
B BT BRI O L AR 11 BB o AR
HER 38 CHFZEES PR -



(7)3%f(stain)
LSRR ARET (hematoxylin-eosin) ek » H&E stain =,

fz){g% Z=() 6 &
2)—FER(I) 6 3¢
3)100%EHRE (1) 6 /g
4)I00%¥EFRE (1D 348
5)95% i 5H 6 ;8
6)80% 1 fs 6 3¢
TyR7K 30 7>
B)LAERFR AR RS 10 5348
OB TR aERERER L
10)H7k 30 534
TDUFEL Y S EE S
12)70%5E %% 30 #
13)80%E 5+ 30 #
14)90% Fts 30
15)100%E 55 (1) 6 g
16)100% &= (1) 38
17)=HZE(D) 6 74
18) (1) 6 5

(8)&f = (mount)

et BN DGR | DL 45 18188 EER T
LIRS - fr B E R SRS -
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2 ~ AL mEEL PKC ~ py21 ~ MEK -
ERK -~ INOS ~ ¢c-JUN -~ ¢c-FOS -~ c-Myc &
EREHFRR
(). EBEAEEPRERT A BEACTHEE 56 CrUMEEHIR

ggg °

(2). B EINEWI U] Fr - IEE PR MG — F 2R - REENEAT - 95%
RS A6 -

(3)- ] LA oA 434 -

(4).57] 72 = Tris buffer(0.05M > pH7.8;NaCl 0.15M Ffjp A
1ml Triton X-100/1000ml)sa 7 534 - |

(5).#% citrite buffer LIS B INZAE g -

(6). K E T 2RIV R R R PRy citrite buffer - FARREIN
BFLIT6E -

(755 B RRE =R -

(8) KB U = F A -

(9). i Tris buffer JiEfisr 8

(10).F8 3%y HO, Mk A E 708 -

(1) 38 Fr AU B A= R

(12).F8 Tris buffer yhb 78 -
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(13) 423K _EMMAE—RYTEERHE 20 25 40 5345 -
(14) H 35 P B DL =k -

(15). A Tris buffer yhge 5768 -
(16).4EH 5 EMASS —RIBEIE 30 4% -

(17) B85 F U ) J ki

(18).F Tris buffer Wk 708 -

(19).455% & A Biotin ligand & 30 434% -

(20). FRFE A BN R DA R

(21). 8 Tris buffer yhypt A 4388 -

(22).7mA DAB EEH7E IR N BT -

(23). A= RAE B AL 8 -

(24).710A Hematoxylin DIZ¥E & » (HEERRENEEE—D
o

(25). A= RKIEBE AL

(26). 1K TR ERTER Fr R 95 %R -

(27). 153 FrE BB E L s LUK -

(28).5635% - | xylene
(29). HE FBAEF -
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FHEERGR

— ~ VT 2B ER(EE] PKC -~ py-54 -
MEK - ERK -~ iINOS - ¢-JUN -~ ¢-FOS - ¢-
Myc -~ NF ¢ -B BRI

HEA R E R F MR ICR M/ NE B SRS

Ay ST B S (Western blotig PKC py-54 -
MEK + ERK-: iINOS - ¢c-JUN -~ ¢c-FOS ~ c-Myc ~ NF £ -B
S5 SRS PKC B AT (E 2)
TiZe py-54 BERRERE— « ERRESR « BRI
B 0 AR - 7E A R B N
3) - i MEK 2 1R e A A 2 2o I i
(B 4) - Ti4E ERK BEEIRERE—  EEEEER - (57
RS  IERE R R S - A B
A 5) - 7 NF 1 -B EEBIRERE— - —HAWEER -
ER RS - I - ARV RS - 5 A A
RS/ 6) - TT7E INOS BEBIRERE— - — B
28 ERELESES - - EEIEEEER  f£5
s B I/ NE 7) - T oMy BEBIREAE— - — e
REEE  ERNRREES U FENEREEE  EA
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W

SR IR N 8) - iZE c-JUN EE AR — =
EEEEEE  ERNEREES 1 - EEEEER - 4
5 SO R/ (B 9) - TiZE o-FOS BRI —
EEEEEE  EREYMEET = B AEREEE

Z5(E 10) -
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=~ B SeRER A R e lE
SR A B AR SR A L BB D A R B e

KL - BIFAE AT RASER PMN S5 MR(E 11) - TR
RO PRRERERES 1~ 28R/ N BRI 1 > H PMN BEL
o3 n, AR REERE P (] 12)  RESRER 3~ 4 8/ N B
AR AT PMN SR A 13) - FOURSIRES 5,6 339
/NEEIEERAEC F > PMN SEhiER S8 (8t D (E 14) -
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= BB EROER
BERFEMRERT ICR MM/ BRI AR AR E

H(Immuno-histo chemistry stain) » Zuft 222 BRI FTRIBAR 2~
f&EsaE A% PKC ~ py-20 - MEK ~ ERK ~ INOS ~ ¢c-JUN - ¢c-FOS -~
c-Myc T HHIEH, > WAEHENHES PKC FEMRZER(E 15)
e c-Myc ~ MEK - ERK ~ INOS BIfFE = - 0B BHEE E(E
22,17,18) » py-20,c-JUN ~ ¢c-FOS 7F Wi #H 1 #iE BH 58 = B (

16,23,24).
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BARR

BERAEMFRSEER AR AR - EfEEE - 855 -

BIRES « SEEE - BNILE SRR BB ESR R R - BRER -

HA - @ BRI EADERENMRES - FFhEGE—
BEENAHEE AR - ARGEBAMRTREDEZ
- R EE IR o TR IR S AT RE A IR B -

NSRBI 8348 5 [ R B R IR T B BUR R AL MR A A B
Bk > HiEEZE RS RIS ST s (CSF) » mitiF &+
Hi(young ault worm)&ifg - LSRR 2 FERESTERAIBIZY
BEJR - MR ~ MER: - R0 - REER - SHEMEE - URUMEE R S
AR B YRR R B . 55

| AR B HE stain B8 F] 28 B0 MR AL AR
EEINET 2R R M B2 (PMN) B R ETIRE AL 1E H M ERE
i - #£ 1980 £ » Yoshimura IR K= EGEEE B EIHERIE
REEIMARER R ERR M SRAV B H S £ 7T - Ti7E 1988 £ »

Sugaya ORI BRI IMARRBBAIEHEERE T - HIERERDE
RERTEN -

2T LB EE % PKC - py-20- MEK- ERK-INOS -
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c-JUN » ¢-FOS ~ c-Myc EHXIR © FELLE B PKC AR
BURSGHN SR > T py-21 EHEMESR > T cJUN - ¢
FOS - c-Myc RIFEE M =2 - it stain /%407 ICR f#iE/Ng
BRGSO &5 [ PKC /Y EJT e receptor
tyrosine kinase FERE R » i MEK ~ ERK 7} - 3 H #7/%
pisE— I TSR LR TR
= 4H MEK - ERK - iINOS RIETEE IR - ERR

T~ TSR R T R B3 N A S R TP RN R =

-
i

5 - i stain G EAEAIREM L R EBE S LIRSS -
EEEIE - 750 stain th8KT > EE—  TEETHEEDSE
MR BR BBy SETAE2RE  KEREY)
FoREE > ERAHS  WREEIREES - EREES
%o

MRARS » FRr— EREREERY > RIREEE
SRS TR (L - TIZES ~ VO3 Stain S EAWREE
GIFARE » TETE - AEEE TR AT 1 (1)E S
BEHTCHRTY - QTEEEENRSELEAD R
EHEEAEREISS TS  AEEE R
B -
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FHPE TR B E R PKC AR BIRHENEGEER
c-JUN -~ c-FOS ~ c-Myc 2% EH/ERME - PKC & -FEF] cyclic
nucleotide fERANY 2 IIRERER > Fr— BT IL T RUAELRIE
AHERHINERY Cytosol - — i B RIS 2058 5 R - Al
T 8 X membrane-bound HYTE(LIEE » FFEMFTRIIEUR
PKC Etd metastatic potential 5k, 5t PKC FOEHES » B+
Ay - AR  RETER A SRR A AR 2R
Fl #% B B % & 2~ Phospho-lipase C (PLC) % 7K f#
Phosphotidyl-inositol-4,5-biphosphate (PIPZ) E 4 inositol
phosphate (IP3)}: diacylglycerol (DAG) - IP3 y&EARIE LA
TEHE R RIS RE TRk s Il P #58E IR R - BliETE
) DAG HIFAEME I - i MRE AR PKC & # [
membrane-bound RYIEMETE Fi B BB HIMERR F AR RA 7
2 o & PKC B F%@ e AR E < R BB (LT
5 BRI AE R BR S -

FREEERGT - % PKC R/ SR 5 | #HEH
#% - WIS CFOS 5 SiFFERSIBEIIRE - 1l TRE B
TPA response element: i {EfdE c-FOS [WFEIH &0 H PKC
Al c-JUN JEHRY c-BHE LI c-JUN FUZRIREIRIN > HEifn
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L, FOS-JUN Hygatefete - e SR » 1] c-Myc
FA (R A (transcription) T A BY RIS A TS BEAR G GRS 1T
&% (proliferation)f AN/, differentiation);;:& &L RERIE
AT c-JUN % c-FOS 752 BIRIME: - (6 B th 1T H &
(Transcription)t T/ » I BIMARRE A EL S S AR LEOVEAL, -
HLEEE A5 S AP-1 binding site | - SRTIEHF & HE Y
promoter |- EH—EIRES. AP-1 FEGHIFI BN
R B A B E © SEERRSRRIEL o
JUN « c-FOS TR PKC fIE(L > IR s
KRS -

148 Dang /£ 1994 ZEFR{ERORIZESD » 6 \EHY E Bk
i PKC 2% » BLAEEARHERY PKC isoform FIig A REE
T8 - FEERRE = isoform fIIE o ~ B ¢ TEALRART
ISR T LIZE cytosol FHIRIIENEIE » MAESE T
phorbol ester R % - GEHGE=RE isoform {EFEARIIIE
fLRBER cytosol BTEIE/LAEN particular 1 « 5 EEATHIE
{19 PKC isoform {80 i 8 EEe I%[EHE PKC
80-kDa I EEL -

S HESEE AN PKC HE (el — SRR T4 o

55



FOS - c-JUN E A proto-oncogene HIZEH -

HE—EEARERENMEEEEEENEREE
NADPH oxidase #/E{( 1 bE e THSARITIEE -

= NADPH oxidase #75/E-_L catalase F9/EH » (ERE(E
HARRRA H.0, FIRBLEIENN - SEARMBERPRFMFTERN
western blot By GFREEAM TR PKC B2EEHIELEIER
% BT FARTTETERIA o form « BFITLIES] PKC K a-
form pyZRIREIGTN -

T HoO, fEREARIER TH - BITHRIBEWTHEL - EM
FERE H0, 2 BEEN » TR R EE S E R RH TN
15 BB c-FOS J c-JUN RyREREIGNN:

{52 DAC USRI &G SRR PKC - il PKC 3E{ER
BRSBTS BI R (LT3 — 568 c-JUN & c-FOS %
AR BB ERE -

H,O, &l PLA, FyEM: 7 arachidonic acid B
B0 EmRE PKC #97EM% » B2 c-JUN K C-FOS ¥ -

H,O, th & #iE phase | BUfEZF4T » 8 monooxygenase-

Cytochrome p450 system JE1L  sE2{EEE L A]RER] 2 c-JUN AY

56



R -

HItEEZT - PKC Y& EFHIBE - i c-JUN ~ c-Myc »
c-FOS HIfEsE= - M ~ IBEHHEN EFRE - KILaJS#EEHEA
EEER ¢-JUN ~ c-Myc ~ c-FOS EByE R T LR 5E EMHA
FRTIER » WA ERE PKC RIBEHK -

AEEHPE /7 se R E ] py-54 ~ MEK ~ ERK ~ BUZRIREIE
HAZ0ERE T cJUN ~ c-Myc ~ ¢-FOS 2 EGHERMR - |
receptor tyrosine kinase & RHIRERURE - MR - F4E
&M LI o AT B e AR R E R AL AR 82 B E B L
AT B —ERAELE MER R EEREE—E
proto-oncogene £11 ¢-JUN ~ c-Myc ~ c-FOS EEiE{L. > Tt
fi, oncogene Hy— B R -

REBRNERAE RGN B RS — - ENR R
HEE - HREAEE= -1 - WENEBEREHERA -
ASENEN SO R - It E RS MR R AR 8
AEEERER L - EIE L —E BB - FrlfeE—53
BRFEN LT MR RS -

REPE 7 2B LR py-54 M INOS RURIREL BB 1H
Bt B EESREE/ B RE R MRS R R

57



FREE= -~ Y~ IIEARARERY 7T T INOS A #EpE -~ MiERY

BE LT RERESRAREE py-54 B9RGUHE—H -
FHEEAS SR T HEED ) BRI E R AR &R 1R - HR et ]
BERIEL INOS By EF - e NO 1t » B —EEFER T

(proto-oncogene)4[] c-JUN ~ c-Myc ~ c-FOS B S hmEss

oncogene -

FFEU EMSEEEE R SA ICR M/ E BRI
FEMBRERTR - H A EBER YRS - 8 MEK ~ ERK ~ INOS 1§
M BTt E—{# c-JUN » ¢-FOS ~ c-Myc BYTEME EF » (H2E

A7 PKC EFGAE R -

58

R 7 ATDAER R A aa (B SR AL MMARER)  WIE INOS



HUMAN
INFECTION

et -

infective larvae, which are
ingested by the rat, migrate to

AY H
the brain and reach young adult- i i

hood in four waeks, Then they ’

migrate 1o the puimonary artecies |

and aller two more weeks {

start faying egys Eggs hatchm the i
lungs and the voung | {
first-stage larvae ;
= 1 are expelled with the -
faeces of the rat N ¢

First-stage larvae infect a

molluscan intermediate host

and reach the infecuve {thicd]

stage in about two weeks N

}» Digesuve
7 wract

PLANARIAN E

. e SRR TS 3y .- ;
\ » r"}‘ﬁn‘z? . :
hN i |

I

N . e VEGETATION ’,'

Bram

B 1 R AT




01 2 3 45 6 (wk)

PKC — | cum s s sums ey s

B-ACtin —> s . - - - -
3 PKC
.
P mimalal
o f .4-_,,5 i p 2
3 ﬁ ?}‘ Sl B R
my . aete ey R el v R
e, LB o B B B b

0 1 2 3 4 5 6

Weelks

B 2: PKC expression in Angiostrongylus cantonensis—
infected ICR mice by the period after infection ° The

PKC in mice brain tissue were partiarlly purified and
then were analysed by Western blot - R-actin as internal

standard °
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B 3 - Py-54 expression in Angiostrongylus
Cantonensis—infected o Angiostrongylus Cantonensis
worm were ingested ICR mice for indicated time - Mice
brain tissue was excised and partially purified protein -

The py-54 expression were analysed by Western blot >
B-actin as internal standard -
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B 4 : MEK-1 expression in Angiostrongylus
Cantonensis—infected - Angiostrongylus Cantonensis
worm were ingested ICR mice for indicated time - Mice
brain tissue was excised and partially purified protein °

The MEK-1 expression were analysed by Western
blot > B-actin as internal standard -
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B S5 : ERK-2 expression in Angiostrongylus
Cantonensis—infected - Angiostrongylus Cantonensis
worm were ingested ICR mice for indicated time - Mice
brain tissue was excised and partially purified protein -
The ERK-2 expression were analysed by Western blot »
f3-actin as internal standard -
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B 6 : NF x -B expression in .Angiostrongylus

Cantonensis—infected - Angiostrongylus Cantonensis

worm were ingested ICR mice for indicated time > Mice
brain tissue was excised and partially puriﬁed protein °
The NF k -B expression were analysed by Western
blot » B-actin as internal standard -
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B 7 : iNOS expression in Angiostrongylus

Cantonensis-infected ° Angiostrongylus Cantonensis
worm were ingested ICR mice for indicated time - Mice
brain tissue was excised and partially purified protein o
The iNOS expression were analysed by Western blot >
B-actin as internal standard -
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B 8 : c-Myc expression in Angiostrongylus
Cantonensis—infected - Angiostrongylus Cantonensis
worm were ingested ICR mice for indicated time - Mice
brain tissue was excised and partially purified protein °
The c-Myc expression were analysed by Western blot -
-actin as internal standard -
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B 9 : C-JUN expression in Angiostrongylus

Cantonensis—infected - Angiostrongylus Cantonensis
worm were ingested ICR mice for indicated time- Mice
brain tissue was excised and partially purified protein °
The ¢-JUN expression were analysed by Western blot »
B-actin as internal standard -
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B 10 : ¢-FOS expression in Angiostrongylus
Cantonensis—infected - Angiostrongylus Cantonensis
worm were ingested ICR mice for indicated time - Mice
brain tissue was excised and partially purified protein -
The ¢-FOS expression were analysed by Western blot »
B-actin as internal standard -
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B 11 : Histopathological examination of uninfected

Angiostrongylus cantonensis mice brain section obtained
from showed no inflammation. (H&E stain ; x200)
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B 12 : Histopathological examination of
Angiostrongylus Cantonensis infected mice  brain
section obtained from the infected mice showed

inflammation.(H&E stain ;x200) ; A.infected 1 weeks ;
B. infected 2 weeks
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B 13 Histopathological examination of

Angiostrongylus Cantonensis infected mice brain
section obtained from the infected mice showed
inflammation.(H&E stain;x200); A.infected 3 weeks ; B.

infected 4 weeks
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B 14 Histopathological examination of
Angiostrongylus Cantonensis infected mice brain
section obtained from the infected mice showed

inflammation.(H&E stain ;x200) ; A.infected 5 weeks ;
B. infected 6 weeks
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B 15 : Immunocytochemical examination on the PKC
expression in Angiostrongylus Cantonensis infected mice
brain section obtained from infected and control mice
were subjected to immuno-cytochemical examination
for PKC expression using mouse ployclonal antibody as

primary antibedy and biotin peroxidase dictating

system (x200).; A.control; B.infected 3 weeks
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B 16 : Immunocytochemical examination on the py-
21 expression in Angiostrongylus Cantonensis infected
mice brain section obtained from infected and control
mice were subjected to immuno-cytochemical
examination for py-21 expression using mouse
ployclonal antibody as primary antibedy and biotin
peroxidase dictating system(x200).;A.control; B.infected
3 weeks
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B 17 : Immunocytochemical examination on the
MEK-1 expression in Angiostrongylus Cantonensis
infected mice brain section obtained from infected and
control mice were subjected to immune-cytochemical
examination for MEK-1 expression using mouse
ployclonal antibody as primary antibody and biotin
peroxidase dictating system(x200).; A.control;B.infected
3 weeks
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[E 18: Immunocytochemical examination on the 1
expression in Angiostrongylus Cantonensis infected mice
brain section obtained from infected and control mice
were subjected to immuno-cytochemical examination
for ERK-1 expression using mouse ployclonal antibody
as primary antibody and biotin peroxidase dictating
system(x200).; A.control;B.infected 3 weeks
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B 19 Immunocytochemical examination on the ERK2
expression in Angiostrongylus Cantonensis infected mice
brain section obtained from infected and control mice
were subjected to immuno-cytochemical examination
for ERK2 expression using mouse ployclonal antibody
as primary antibody and biotin peroxidase dictating
system(x200).; A.control; B.infected 3 weeks
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[E 20 : Immunocytochemical examination on the iNOS

- expression in Angiostrongylus Cantonensis infected mice

brain section obtained from infected and control mice

were subjected to immuno-cytochemical examination ?
for iNOS expression using mouse ployclonal antibody as

primary antibody and biotin peroxidase dictating

system (x200). ; A.control; B.infected 3 weeks
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& 21 : Immunocytochemical examination on the NF x
-B expression in Angiostrongylus Cantonensis infected
mice brain section obtained from infected and control
mice were subjected to immuno-cytochemical
examination for NF x -B expression using mouse
ployclonal antibody as primary antibody and biotin
peroxidase dictating system (x200).; A.control;
B.infected 3 weeks
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E 22 : Immunocytochemical examination on the c-
Myc expression in Angiostrongylus Cantonensis infected
mice brain section obtained from infected and control
mice were subjected to Immuno-cytochemical
examination for c¢-Myc expression using mouse
ploycional antibody as primary antibody and biotin
peroxidase dictating system(x100).; A.control;B.infected
3 weeks
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H 23 : Immunocytochemical examination on the c-
JUN expression in Angiostrongylus Cantonensis infected
mice brain section obtained from infected and control
mice were subjected to immuno-cytochemical
examination for ¢-JUN expression using mouse
ployclonal antibedy as primary antibody and biotin
peroxidase dictating system(x200).; A.control;B.infected
3 weeks

-
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B 24 : Immunocytochemical examination on the c-
FOS expression in Angiostrongylus Cantonensis infected
mice brain section obtained from infected and control
mice were subjected to immuno-cytochemical
examination for c¢-FOS expression using mouse
ployclonal antibody as primary antibody and biotin
peroxidase  dictating  system(x200).; A.control;
B.infected 3 weeks
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B 25 : Activation of NF k -B through protein tyrosine

kinase but not PKC in Arngiostrongylus Cantonensis
infected mice brain
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