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Dr. Roland Chong Singapore
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Dr. Yap Chin Kong Singapore
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Dr. P. Chapoy France
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Dr. Yoshihiro Sakai Japan
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7. Motility Disorders. Thailand Experience

Dr. Satawat Thongsawat Thailand
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Interhospital GI Conference A¥3M 3/2540
Fugnsii 26 NN 2540 1791 13.00-15.00 .
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SWAST 1Y

Case 1 ndjalny § 019 23 T 2w UANINTINWY
od. - "lﬁ;qqﬁ'uﬁ 5 u
ol - 5 Fu nowwswiilugs mundwihaing Teinidusamnareiy
"lmmyaq ﬁtﬁfmh’inuTﬂiwnmqﬂi:q wanfiindulaoioundy e
am13 Muwianlve AT ﬁmmiﬁuuﬁsuzuazt‘hmﬁ"lmyqq Ex
N1IN.
do. - udwsad Ufas DM, HT, TB
Auman 172 nuunedu 2-3 adamedUnm 1 4 ]|
Y3 7-8 wmmetu 3 4, "hiﬁﬂsz%’ﬁn‘us“l‘;umuu"lws
PE - A young female looked acutely ill
V/S - BT 38 'C, HR 84/min, RR 20/min, BP 130/170 mmHg
HEET - Mildly pale, Mildly jaundice, no oral thrush, lymphadenopathy
Rt. cervical 0.5-1 cm x 2
Lt. cervical 0.5 x 2
Rt. axilla 1 cm x 1

Rt. epitrochlea 0.5 cm x 2

’ ]
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H. epitrochlea 0.5 cm x |
Rt. inguinal 0.5 cm x 2
Lt. inguinal 0.5 cm x 3
CVS - PMI at 5th ICS in LMCL
Lung - Clear
Abdomen - Soft
Liver 3 FB from RCM, smooth surface, sharp edge, not tender
Spleen - dullness on purcussion, No ascitis
Ext - no edema
Neuro - no stiffneck
Investigation
CBC: Hb/Hct 8.2/26.8 MCV 60, MCH 18, MCHC 30,
WBC 9800 N 24%, L 66%, M 2%, E 1%, Ba 1%, Band 6%
Plt 153,000 BUN 20, Cr 1.1, Na 134, K~ 3.6, C1 ‘106, HCO7 22
LFT: TB/DB 2.5/2/4 OT/PT 990/640 AP 1600 GGT 642 A/G 3.4/4.9
U/A: WBC 0-1 rbe 2-3 protein -ve, sugar -ve
CXR: Minimal interstitial infiltration both basal lungs
Problem List
1. Fever 5 days
2. Mild jaundice

3. Hepatosplenomegaly

3 ’ P .
24 T EauIEIS VUM ARNe ML Ing, ASNQIAY, 2540




4. Generalized lymphadenopathy
5. Anemia
6. Cough with abnormal CXR
D/DX: Fever with jaundice, hypatosplenomegaly, lymphadenopathy
|, Infecuous discases
A, Viral infections:
- DHF
- Infectous mononucleosis
- AlIDS + Opportumistic infection
B. Bucterial Infections
- Salmonellosis
- Melhvidosis
C. Fungal infections
- Histoplasmosis
- Cryplococcosis
- Penicillosis
D. Rickettsial infection
- Scrub typhus
E. Mycobacterial infections
- M. tuberculosis

- MAI

PATITANIALUNRESZIUMIAEMTHH sz Ino, nIng AL, 2540 25



F. Spirochetal infection
- Leptospirosis
2. Malignant diseases
Hematologic:- Hodgkin's lymphoma
- Malignant histiocytosis
DHF: - Denguelike illness with Plt < 100,000 and HctT >20%
- abrupt onset of fever and chill
- rash, petechiae, purpura, generalized lymphadenopathy
- hepatomegaly 118¥ jaundice ‘H'U'lﬂy
Infectious monocleosis
- EBV (herpersvirus)
- Sorethroat, fever, lymphadenopathy
_wu vwTn 50%, #U TR 10%, rash 10%, jaundice 10%
Salmonellosis:
- Fever, abdominal pain, diarrhea
- lymphadenopathy, rose spot 30%
- hepatosplenomegaly 50%
Scrub typhus:
- Sudden onset fever
- Severe headache, Myalgia, conjunctival infection

- 50% WU eschar, ¥ splenomegaly 1a

26 msmAMIIMeTS YU RAREIIIM sz Ing. nngIAY, 2540



- generalized lymphadenopathy 85%
Disseminated tuberculosis: #30 Miliary tuberculosis

. ﬁmsﬂ'ixmﬂwmﬁ;a"lﬂﬁefﬁfnw'naqiﬂaﬁimmms:umﬁﬂﬂ

onset Sn'luanau Ty sevmde ieems

- PE 10 90% #uTn 50% vwla 15% eaniundes 30% mwjﬂw

50, leukocytosis 19, jaundice 110 SGOT, SGPT iuidnuse

- CXR WU miliary infiltration (-ve 7-20%)

-Dx ﬂi?ﬂﬂﬂtgﬂsﬂﬂ‘iﬂmﬂﬂﬁgﬂn AFB Stain H?ﬂﬂ'lﬂﬂ'lilﬂ'l:l%{ﬂ
SRUMIATIFUTHIMIMOT TN Wi caseating granuloma 1u
a*?mzﬂ'nq
AIDS with opportunistic infection:

A. AIDS and Extrapuimonary Tuberculosis

- 30-60% Y83 AIDS with Tuberculosis LUAZNWU Disseminated
tuberculosis 019 36%

_ finuvosienemimdesdniay, Lﬁ'anynfmmé'nmu, Afey, 1
B. AIDS and Cryptococcom

- Hﬂmﬂ’lﬂ Subacute meningitis "l'll ﬂ)ﬂﬁiy ’E;E)umaﬂ

- pulmonary cryptococcosis flul‘lj ‘1‘6, H’E)‘]JL‘H“I.JE]EI

-CXR WV alveolar or interstitial infiltration

- Skin Molluscum contagiosum like 1}y umbilicated papules

I o
-Disseminated case ’E)WW“Uﬁ lymph node, liver vlﬂ

«
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C. AIDS and Histoplasmosis
¥

- Disseminated histoplasmosis 'luml'w AIDS ¥ fever, weight loss,
malaise, oropharyngeal ulcer, hepatosplenomegaly
D. AIDS and Penicillosis

| 4 ¥
- wumm‘ﬂuauﬁu 3 ‘llU\‘ll%Bﬂ'JUTﬂﬂ']ﬁGluﬂu'l‘ll AIDS Manmn
=

IHUD

- Fever 92%, amemia 77%, weight loss 76%, skin lesions 71%

Investigation NAN;

- HBsAg -ve anti HAV IgM -ve
- anti HBc IgM -ve anti HCV -ve
3
- anti HIV + ve CD4 count 117 cell/mm (621-1337)

- U/S Upper abdomen  Diffuse enlarged liver with homogeneous echo

- Sputum AFB +
- Liver Bx focal hepatic necrosis

no specific organism found
- LN Bx Penicillivm mareffei

WU yeast cell clustering and a possible
septatian (Binary fission) in the cytoplasm of

some hisiocyte

L - .
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AIDS and Hepatobiliary complications

UN.NBWIA Hiangny

INATIY

Prevalence
- Hepatomegaly 60% of HIV cases
¥
-2/3 ‘lJENF;I.‘IJ’JEI AIDS 1 Hepatomegaly L18¢ abnormal LFT

0 L ]

. Y 4
-78% of HIV cases ¥ liver enzyme INNYUZIDYUDBY 1 A

Cause of Liver injury
1. Primary HIV infection of the liver
nangmaduayy
- ﬁﬂ'hl‘lf:’w immunohistochemical staining W1 P24 Ag-protein
1u Kupffer cells llaiz Sinusoidal lining cells
- WU CD4 receptors UU Kupffer L1a% endothelial cells
- Kupffer cells ol storage reservoir v09125% AIDS
2. Opportunistics infections
N 34% Mméﬂwmn biopsy U2 38% 970 autopsy

3. Hepatic neoplasms

WU 12% v83128910 autopsy 1aL 0.9% 91N biopsy

A ITINIAKIMESEUYMAYe M sUNTzinA Ty, n3ngIny, 2540 29



4. Viral Hepatitis
Hepatitis B 1183 D Viruses wuﬁaulur;;ﬂ'w AIDS
50-75% wosR1law AIDS i laSuide HBV At
less disease activity but increase chronicity up to 20%
5. Drug induced Hepatotoxicity
Trimethoprim sulfamethoxazolcT transaminase,
AP >2 wh
Sulfa drugs — granulomatous hepatitis
dle Serum transaminanse 1/3 cases, reported fulminant
hepatic failure
antituberculosis drugsT enzymes
6. Other causes
n'm alcoholism, IVDU, sepsis, malnutrition, hypotension
Histological finding
1. Nonspecific histology 1ﬂyuf; granulomas, steatosis, focal hepatic
necrosis, nonspecific reactive hepatitis
2. Specific histology
Cause of hepatic disease
1. Hepatitis
HBV
- AIDS up to 95% past HBV infection (anti Hbs or anti HBc +ve)

30 gomIsawInMIIYSZYLUMIANesunssima Ine, nsngin, 2540



- 10-15% chronic carrier (HBsAg +VE)
- 20% of HIV seropositive patients — chronic HBV carrier
- HBV replicates with greater frequency
- higher levels of DNA polymerase level
- lower transaminase levels, less histologic damage
HDV - incidence up to 70% of IVDU carry HDV and also HIV
HCV - incidence of coinfection is greatest in IVDU
- 80-90% of HIV seropositive patients who acquired AIDS through
IDVU or hemophilia are coinfected with HCV
- THCV replication, higher HCV RNA levels
- accelerated progression to chronic HCV
CMV - autopsies study CMV actually ameng the most common pathogens
found on postmortem biopsy (33-44%)
- 95% of homosexual men have serologic evidence of previous
CMYV exposure
- Usually subclinical
- patients may present with fever, malaise, weight loss and
hepatomegaly
- mild transaminitis, mild cholestasis

- Dx-liver biopsy-histology

g EmAUMAZUYMaALe s alszmA Tne, nsngiay, 2540 3]



2. Granulomatous inflammation
- most common histologic finding in many study (37.2%)
- from infection, drug reaction, idiopathic causes
MAI - most common reported hepatic opportunistic infection
- Advanced disease, often history of multiple other opportunistic
infections
- hepatomegaly or biliary obsstruction resulting from enlarged nodes
at porta hepatis
- ultrasound-diffused hyperechoic liver
- liver Bx-poorly formed granulomas, foamy histiocytes lack
caseation, numerous AFB
MTB - AIDS Wl extrapulomonary MTB 60%
-7.5% Mawyﬂwﬁﬁ extra pulmonary disease Y hepatic infection
- fever, night sweats, weight loss, cough, lymphadenopathy,
hepatomegaly
- TAP U/S diffuse hyperechoic liver
- injection can occur earlier
- well formed granuloma, rare AFB
Fungal infection:
- common crytococus neoformans, Histoplasma capsulatum

- usually poorly form granulomas, minimal inflammatory response

L4 - .
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- increase incidence, often asymptomatic except fever and RUQ pain
- Cryptococal liver involvement 19% of patients with extra neural
disease neurologic symptoms
- meningitis or pulmonic symptoms usually dominated clinical
picture
- Histoplasma disseminated to liver in 16%
- pulmanary complaint usually dominate
- Bx WU yeast forms or pseudohyphae
3. Mass lesion
KS - most common hepatic neoplasm seen in AIDS
- wuuinlu homosexual men
- WU hepatic KS 1/3 11?)4!‘51]’]0 cutaneous KS
- abdominal pain and hepatosplenomegaly
= T AP, U/S -hepatomegaly
- noncontrast CT-KS lesions are hypoattenuated but enhanced with
contrast
- Dx liver Bx
NHL - commonly onvole liver
- AIDS, NHL WU high incidence of extranodal disease

- typically high grade B-cell

gAY s YU AN T S szmA Ine, AIRgAY, 2540 33



- liver involvement WU 14% 484 lymphoma ﬁ."J‘]'l‘IJ uaz 29% voy
gg’ﬂwﬁﬁ intraabdominal involvement
- asymptomatic or Y symptoms include fever, weight loss, night
sweats
- TAP painless jaundice, 90% abdominal CT WU lymph node I
4. Vascular lesions
Peliosis hepatis:
- due to Bartonella henselae (cause of bacillary angiomatosis)
- Sinusoidal dilation and congestion
- fever, weight loss, abdominal pain, hepatosplenomegaly
- TTAP Taminotransfcrasc
- histological diagnosis cystic blood filled space in liver
Liver Bx
- controversy in evaluation of liver disease in AIDS
- diagnosis may often be established through less invasive eg. LN
Bx or BM Bx
- reserved for less invasive procedures failed to yield a diagnosis
- slightly higher risk of bleeding
- specific diagnosis 30-80%
GB and Biliary tract disease

AIDS related cholangitis

L4 - .
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- Pain, fever, RUQ abdominal pain

-3/4 3 weight loss, 2/3 11 diarrhea, <10% 1l jaundice

- typical late-stage AIDS, common in homosexual men

- pathogen crytosporidium (20-62%), CMV (23-42%, microsporidia
(<10%)

- Diagnosis ERCP papillary stenosis or sclerosing cholangitis or
combinded with advanced HCV disease

Acalculous cholecystitis
- 2/3 fever, 1/2 weight loss, chronic pain in epigastrium or RUQ
- thickened, distended, acalculous GB.

- Cryptosporidium, CMV, Isospora

Opportunistic infections and Neoplasms involving the liver in 635 pts. with

HIV infection (M. Bonacini, Am. J. Medicine 1992)

No. of cases (%)

Infection CMV 91 (14)
MAI 70 (11
Unspecified AFB 38 (59

Cryptococcus neoformans 13 2.0)

Histoplasma capsulatum 8(1.2)

MTB 8(1.2)

Candida albicans 4 (0.6)

Neoplasms KS 55 (8.6)
B NHL 10 (1.5)

gamseAmmesImRye sz Ing, AsNGIAY, 2540 35



M.A, Poles, J of Acq Imm Def Synd And Human retrovirology 11:170-

188, 1996

Retrospective study of 501 HIV Pts assesss yield of liver Biopsy "luvj,'ﬂ:w

1 ¥ 4
fiilvannnn 2 o, hepatomegaly, LFT abnormal mean CD4 count

= 150 cells/mm3
Diagnosis No. Pts. (%) Subtotal (%)
Granulomatous hepatitis (37.2)
MAI 87 (17.4)
Granuloma without organisms 62 (12.4)
Unidentified AFB 28 (5.6)
MTB 14 (2.8)
Other infections
CMV 5(1.0)
Histoplasma capsulatum 1 (0.2)
Salmonella 1¢0.2)
Neoplasm
Lymphoma 12 (2.4)
hepatoma 3(0.6)
KS 2 {0.4) il
CAH 60 (12.0)
Cirrhosis 31 (6.2)
Nonspecific finding 165 (32.9)
Normal 14 (2.8)

Diagnostic yield = 64.3%---> 48.1%
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M.S. Cappell, Am J Med vol 88, Feb 1990 :

PJ“IJ")EJ 26 510 HIV + ve —>Liver Bx (IC - Unexplained fever 83%,
abnormal LFT 89%), 20 50 (56%)
DXAIDS now biopsy

Wa Liver Bx was diagnosis 18 310 (50%)
Mycobacteria 15 518, CMV 2 778
Schistosoma 1 318

- Diagnostic yield lﬁll"lfuta - Diagnosis AIDS fiau'fn Bx (75% vs

25%)

- more elevation of serum AP

- Liver Biopsy vlﬂv diagnostic yield mnn:'n BM Bx liag aspiration n3o

lymph node Bx Tumsidedy Mycobacterial infection

- Histologic examination sensitive Y1NI1  culture Tuns  detect

mycobacterial infection

N. Bach Seminars in Liver Disease vol. 12 No. 2 1992
CMV - most common organis in liver in AIDS
- Disseminated disease
- Histology large intranuclear inclusions 1u bile duct

epithelium hepatocytes, surrounded by a halo “owl's cyc”

gamsmnANIMYsEYEMaAueIsUMlszme Ing, nsnginy, 2540 37



Mycobacteria Most COMmMOoN Organisms u AIDS

MAI Numerous AFB seen, noncaseating poorly formed
granuloma

MTB few to rare AFB, well formed granuloma

KS most conimon intrahepatic neoplasm (autopsy) in AIDS

13 ‘IJNP;‘IJ‘JB cutaneous KS 1 hepatic involvement
NHL high grade Bcell

extranodal involvement wu'lﬂ’ﬂau Liver WU 14%
Hodgkin's disease mixed cellularity 50% or nodular sclerosis 40%

Liver involvement 25%

more aggressive, POOTEr prognosis

M. Cavicchi Cli. Inf. Dis March 1995
HIV 24 cases Fever 2 3 days, AP/GGT T >15m,
- ve septic workup, CD4 1-74 cel]/mm3
+ve 1324 (54%) - MAC 5, MTB 3, CMV 3

Y ¥
a31 yield T 01 selected u"ﬂw

4 - %
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Workup Algorithm:

Evidence of liver injury

Sonographic or CT liver

!

Guidecj liver Bx Signi*'lcanﬁ AP E£CP

Focal hepatic lesion Norr*al Dilated Bile duct

Percutaneous Liver Bx

- Histological examined with special stains for
mycobacterial, fungus, viral
- Cultured

Penicillivum marneffei:
- Disseminated infection Wiy 3rd most common opportunistic
infection in Northern Thailand
- Dimorphic fungi
- mold at 25 ¢
- yeast at 37% divided by binary fission clear central septum seen
- First isolated from a lesion in liver of a bamboo rat (Rhizomys sinensis)
in Vietnam in 1956
- endemic in Southeast Asia; Northern Thailand, Guangxi Southern China
infected route: skin, inhalation
- Common presenting signs fever, anemia, hepatomegaly,

lymphadenopathy, Molluscum contagiosum-like lesions

gamsauInuEIMysLUNIANe MIsnalszimA Ing, nsARIAY, 2540 39



T.A. Duing Clin. Inf. Discase 1996

Sites of Culture-positive infection in 155 reported cases

Site of infection No. (%)
Skin 96 (61.9)
Blood 85 (54.8)
BM 44 (2849
LN 5228
Liver 26 (16.8)

Lancer 1994

8.9y

92 cases Disseminated P. mamelfei

Symptoms

Signs

Lab:

Yield:

- fever 93%

- skin lesions 68%

- cough 49%

- Anemia 78%

- Jaundice 8%

- Gen. lymphadenopathy 58%

- hepatomegaly 51%

- splenomegaly 16%

SGOT 122 (4-650) U/L SGPT 43 (5-194) U/L
AP 226 (38-755) UL  Bilirubin 26(3.2-138.2) umol/L
Skin Bx 45/52 (90%) LN Bx 9/9(100%)
BM Bx 26/26 (100%) Liver Bx 1/20

40 qnmsmummmnus::uumuiuammmnl:zmrr'lm, nINGIAY, 2540



Interhospital GI Conference A337 3/2640
Tugnifi 25 nIngIAN 2540 1381 18.00-15.00 w,
o Tsausaloaniunnines njumw4

UN.WINANE NADAASTIN

WA

Case 2 310 InoTam 25 7 ognasua nyumwa
od. - Fwaun 1 u
o, - 4 Su newwsw, Lluquunﬁu hamlauqiiselnsern m
mane Jaanzgensumdesvy mdv ifioamns T oD IW.9H Imp.
Alcoholic hepatitis Rx paracetamol 1 YU f;aumsw. Fua3 vlaveu
1o. -1 1 oluene intoxication with transient C,-C, myelopathy
-aun 10 1 @nu 1 4
- g 13 uuumeIu ynduuy s 9
PE - A young man looked acutely ill and stuporous
V/S - BP 150/80 mm.Hg. PR 120 min"
BT 40 C RR 32 min"
HEET - not pale, markedly icteric
dry lips and collapsed neck vein
no cervical lymphadenopathy, no OC, no OHL
eye grounds normal

Heart - PMI at 5 ICS in LMCL
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normal S1 and S2, no murmur
Lungs - clear
Abdomen - soft, not tender
liver 3 cm. from RCM, spleen 3 ¢cm. from LCM

no ascites, no liver stigmata

Ext. - no edema
Neuro - grossly intact except stuporous

CBC : Hb/Hct 12/36 MCV 72 MCH 24 MCHC 32 RDW 16
WBC 9450 N 79% L 10% Mo 11% Plt 82800
PG 85 BUN/Cr 26/1.5 Na' 132 K’ 5.7 CI 99 HCO, 15

LFT : TB/DB 8.4/7.2 SGOT/SGPT 2612/1157 AP 409
alb/glob 2.0/3.3 PT 20/11

UA  : sp.gr 1.025 prot/sug 1+/-ve RBC -ve WBC -ve

CXR : normal

ABG : pH 7.43 pCO, 24 HCO, 16 BE -34 pO, 75 O,sat 95%

Problems

1. clinical sepsis, jaundice and RUQ pain

2. hepatosplenomegaly

Further investigations

U/S the upper abdomen emergency (day 1)
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liver cirrhosis with portal hypertension, splenomegaly
repeat CBC (day 2)
Hb/Hct 10/30 MCV 72 MCH 24 MCHC 33 RDW 17
WBC 16070 N 85% L 13% Mo 1% plt 111000
Malaria -ve
CPK 4520 Ca75 P22 Mg09 amylase 886 lipase 3170
antiHIV -ve
Hemoculture
Enterobacter spp. x 3 specimens
sensitive to gentamicin, ceftriaxone, ciprofloxacin
repeat U/S the whole abdomen (day 5)
hepatomegaly with inhomogenous parenchyma
no space occupying lesion or intrahepatic bile duct dilatation
small caliber of portal vein with bidirectional blood flow
enlarged spleen with splenorenal shunt
very distended gallbladder without gallstone
normal-sized kidneys with increased echogenicity
normal pancreas, urinary bladder and prostate
Imp. Cirrhosis with portal hypertension

Bilateral renal parenchymal disease
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repeat LFT (day 7)
TB/DB 8.0/6.7 SGOT/SGPT 214/211 AP 663
A/G 2.2/4.3 PT 16/12
gastroduodenoscope: mild antral gastritis no EV, GV and PHG
KF rings -ve
serum ceruloplasma 38 mg%
CT the upper abdomen (day 7)
normal-sized liver with mixed iso-and hypodense lesions
splenomegaly with dilated, tortuous splenic vein
and splenorenal shunt
cavernous transformation of portal vein
antiHAV I[gM -ve HBsAg -ve antiHCV -ve
repeat CT the upper abdomen (day 21)
cystic dilatation of intrahepatic bile ducts with central dot sign
Imp. Caroli's disease
ERCP & PTC compatible with Caroli's disease
Liver biopsy:
noncirrhotic liver

with histopathology of Caroli’s discase and mild chronic cholangitis

L4 I~ .
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apl

111'5101?1'11114 Caroli’s discase#«‘ﬂﬂ uncommon disease '?imﬁ;'w
typical presentation \Iﬂﬂiﬂ'ﬁﬁﬂ ascending cholangitis with liver abscesses
Hazing septic complication (sepsis, rhabdomyolysis) A1NNY uﬁﬁﬂiym
misleading (ﬂnﬁwu“l:u' common) ANA ultrssonography (U/S) '-'?\'Ilﬂu
operator-dependent procedure lfl‘ﬂ retrospective review film f;:d‘lduﬂ wm'1
Wi Us way CT luamnsovenlauiganil cirhosis iieasinluil
nodular surface ‘l.lEJﬂ"lﬂ’LﬁfN'ﬁﬁ portal hypertension mmmmaz"lsuan
Vll;"lﬁ’ vllll‘IN‘U thrombosis v‘i"ﬂu splenic vein W@i¢ portal vein !Wllfl small-
caliber portal vein with cavernous transformation of portal vein wioidu'ly
"lﬂyiwmmmﬁﬂmn periportal fibrosis fiwulu Caroli’s syndrome ulpiie
10 cirrhosis 39TUT0H Liver biopsy TUWU cirthosis uazTsaiivnez
preserved hepatic function ?;’J'u albumin 1@ prothrombin time ﬁﬁﬂﬂﬂa
ATIRAIN sepsis Marztidedaa luwunndudalnd film CT nds
uinﬁwu liver abscess n,m"h;azfﬁamlztﬁu tubular structure ag:mﬂu
abscess L@zl central dot sign (hypodense cyst ﬁﬁ contrasted portal
branch oylavsey) winzdlu underlying duauMATNBa ascending
cholangitis 1A% liver abscess BaiNTTay1IHMTITIRENN imaging Tu
¥usn $udunsterdonsdany imaging Slused sty

» ] L v
Caroli’s syndrome 910 CT 331 2 tudulaais ERCP uaz PTC Tuswil
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¥ ] L] 1 4 [

larlseSansouniaunuduniendanueanedu Caroli's syndrome 1¥u
- o i <
funazafamumsinei lsmennagmasnsa

r .J » [ .
97U amylase uae lipase HVUT (u'lil1a 2 svefe Tunaseuidu
. ‘a 4’ o -}

pancreatitis (n512 Tulio1M3ves1sATiuAzNIN CT pancreas 1@ w3von

[ Y s

iflu subclinical pancreatitis 11vaiz il low blood flow stage HABINGIN

910 pathology mniy

o’ - '
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Caroli’s disease and Caroli's syndrome

UN.WINANE NAQAASITY

TH.QNIANNTY

¥ L ) ]
Vachel U@z Steven 'lﬂussmm;uﬂ'wﬁﬁ cystic dilatation of
» ) L)
intrahepatic bile ducts ATIAlL WA, 2449 waz 50 AnilaeuAe ..
1w *s A H i 22 sl e il
2501 Caroli "lﬂﬂ\ﬁiﬂlﬂuﬂiilﬁﬂ llﬁ:ﬂﬂﬂﬂ“l!ﬂﬂﬂ]ﬂﬂiiﬂu ‘]Nl!lelﬂ
-1
i 2 types fi9
type 1 simple type %30 Caroli's disease
e . ;. il < o »
TTLR) cystic dilatation of intrahepatic bile ducts ¥I033INV Todani s
scheme type V
type 2 periportal fibrosis-associated type %38 Caroli's syndrome
E ) | 4
Grumbach V55610120 type Tlidunuusn Taewy cystic dilatation
of intrahepatic bile ducts 7 AU congenital hepatic fibrosis, portal
hypertension #U hepatic function unezlng
¥ ]

"3 2 types WulunsOUNSARLINUIAZDINY renal disease TINAU
TasmnIg renal medullary spongiosis (60-80%) 14a2 renal tubular ectasia
2y % i o o
Tuil w.et. 2522 Barros  1Afinu1T3A%i04 46 510 119 hepatic histology Hag
biliary tree study 'ﬂ‘lJ’J‘If! Caroli’s disease alone 13%, Caroli's syndrome
alone 35%, Caroli s disease + extrahepatic cystic dilatation 22%, Caroli's

syndrome + extrahepatic cystic dilatation 30%
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l‘f;ﬂ‘;ﬂim{lﬁﬂﬂ'm ductal plate malformation éqmiﬁwnaﬂma
wugnasudelumswuisa unduua Tuueziilu autosomal recessive (@310
JTUNWU autosomal dominanta) wu”lummﬁ]ﬁumﬁq ﬂ'num,'mm':zumn
woulaonmz cholangitis 14¥2q early adult (80% mquauniw 30 i) ¥4
oA liver abscess 'l wonsntuuaabaisasudoene
cholelithiasis 14§12 cholangiocarcinoma lﬁnﬁu 34% uaz 7% MUY
MiIdefe

aoail high suspicion 'lmjrﬂqumqﬁau wieilse fAnsouniauies
fulsnil Mnen cholangitis #31z019'luMY cystic dilatation Iasan
911 ultrasonography N3 computer tomography 114‘1'5'){1!151'1 Tﬂﬂlﬂﬂ‘lxlﬁﬂ
5 liver abscess TUAIY MITAAAINAIL imaging fanansrnudnumsi
wrlalunaeein Swwpedudualn ERCP vie PTC
MIsnm

UDNIINMITAYY complication fiReduuad MsmnsEEao I
Ta ifloaniniisasudanamsiia cholangiocarcinoma

t;"llﬂ‘u unilobar lesion A3 lobectomy

t;uﬂu muliilobar lesion awn’a\ﬂﬁ’ chronic antibiotic therapy s:'m
fil hepatojejunostomy HAZWIVUII OLT “lusw‘?ﬁmm naa OLT
8905 WUNITNA cholangiccarcinoma "lﬂv‘

» v ] v
MIMSKIAR AT cholecystectomy JIUAY xﬁa'lmna

continuous bile flow AAN151AA infection LAY malignancy
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Caroli’s syndrome mﬂﬂunquhﬂmwﬁnﬁu choledochal cyst
) » .
i31zlu choledochal cyst WuluM@auinnnwe uenvIMiuGIRIIN

a 2 =
polycystic liver disease fi®

Caroli’s syndrome polycystic liver disease
inheritance pooly defined autosomal dominant
biliary communication yes no
size smaller larger
portal hypertension occasional rare
prognosis liver kidneys
malignancy 7% 1.3%
References:
1. Caroli J. Disease of the intrahepatic biliary tree. Clin Gastro

1973;2:147-161

2. Barros JL, Polo JR, Sanabia J, et al. Congenital cystic dilatation of
the intrahepatic bile ducts (Caroli's disease): report of a case and
review of the literature. Surgery 1979;85:589-592

3. Tsuchida Y, Sato T, Sanjo K, et al. Evaluation of long-term results

of Caroli’s disease:21 years, observation of a family with autosomal
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Helicobacter pylori

’A qf v
UNWIVANT NANAASIIN

INYWINNTD

Background

i 2436 Dooley wunuAfiSozuindedlunszimzomisveagiiv
dhunfausn’

i 2526 Marshall Way Warmen culre 13071 lANAZAIIEN
Campylobacter-like organism (CLO) zmmﬂﬁumﬂu Campylobacter
pyloridis, C. pylori uazitu Helicobacter pylori (H. pylori) A 1@ 18U n’?m
mnf}mﬂnﬁﬁﬁnmnﬁr’aﬁlu genus Campylobacter”

uanmnﬁ’thﬁarﬁm‘iuqf}ah;tﬂu animal model fip H. felis Ty,
H. mustelae 1u ferret , H. heilmannii , H. cinadei , H. fennelliae

H pylori lunuefifs Aaunsuduas quinden vounnziidl
2ONFINUUDY VA 0.5 x 3 um ndou'lnalane flagella il 4-6 Su
mﬁﬂa;iaﬂum;auq"luﬂi“mvmmi 154 mucous RAAMY epithelium
Tﬂummm antrum, pylorus pramszlianmiiminzauie pH 1lunan,
aaﬂmmuuau uanmnuumwuﬂi"ﬂﬂu'lu heterotopic gastric mucosa 'n
wapReMIT (Aou 50% 1y Bametr wazuesuinlu non-Barrett),

duodenum , Meckel's diverticulum 8% rectum
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Epidemiology'1

A 50% vesuszans TanwudinsAnide Taomnlunquilszang
fimuuuy anmmansugied WoRBsuAmeY (UaTeanun
nﬁui'iyuﬂﬁqmq 50 de1mmI1ziAa gastric atrophy ﬁa“lﬁmmzo;amm?mu
ﬂjmtf';a)
Modes of transmission’

ﬁﬂi'l‘i.llh‘li%ﬂfllﬁﬂﬂ direct oral inoculation m'nfu fio endoscope
L1ag volunteer ingestion z{m fecal-oral , cral-oral route Eul'dub.'IﬂWﬂ'iﬂulﬂr

reservoir finnnn'lafitius infected human ﬁnuﬁ’m%‘uqﬁwm%af’:
Tafie unauazdunasiiaus luannseranengala
Clinical relevance

H. pylori dunumlu pathogenesis YaIMIINA duodenal ulcer (WU
H. pylori 90-95% ), gastric ulcer (WU H. pylori 70-80% ), chronic
gastritis (superficial and chronic active gastritis (type B) WU H. pylon
oY 100% ), gastric cancer (WU H. pylori 60-70% Faveuihu class 1
carcinogcn'z) , MALT lymphoma (11-! primary low- graded B cell gastric
MALT lymphoma WU H. pylori 92-97%")

uﬂﬂ%‘lﬂ'fﬂ‘l'\‘l CONLroversy 14 association AUMIAA  non-ulcer
dyspepsia (NUD) IWiwgwy H. pylon 60% ua:ﬁwaﬁa motor
derangement, gastric emptying abnormality” Lw;fl‘lly’aﬂwmﬁ NUD % chronic

gastritis 3IUAY 30-70% waz JulinNUFUNUETZHIN chronic gastritis
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il NUD symptoms uoAnNiwiilesny H. pylori #ad gastitis

i ; : y lad e
resolution A NUD symptoms & Inay lau@diy
Pathogenesis

o ,w d’ H’ ] =t

naannlasuwedl Tuwrausneedl acute inflammatory response
(PMN infiltration) ﬂammmunzﬂ chronic inﬂammatory changes @141
u lymphocytes lJ'lﬂ‘lI'u monsnmq serology wmm 1gM w"lmmusn
mnmmu IgG, IgA disease outcome ﬁmaqnn bacterial pathologic
determinants, host susceptibility , environmental factors Lag mqmsu:ﬁ
infection

1. bacterial pathologic determinants

- cagA : cytotoxin-associated gene A

70% YB3 H. pylori strain ¥ cagA gene Fuiluaaumilaves 30 kb

» [ 1 [
island 1JY genome @314 120-140 kDa protein #dalumsuunumauda
X a_ o d' dl. d. ! =¥ L b=y L
meﬂtymﬂu marker UD3 gene DUNNDYVU pathogenicity island 1RYINU
[l 14 » v
ﬁani:qu'lmnﬂ epithelial neutrophil infiltration 1¥U picA (permits
v [

induction of cytokines A) , picB (!ﬁ‘mﬁﬂ cagC) Tﬂunsmumu IL8

- vacA : vacuolating cytotoxin A

¥, v [ ¥

UUNTINES 40% Y83 H. pylori strain M4 cytotoxic WuIianuA
¥ ]
11 vacA gene FITAT19 vacuolating cytotoxin vacA alleles 3 mosaicism

[ E A .
U 2 regions D signal sequence (UsENBUAIY sla , sib | s2) GIND

11U the best predictor YD strain's ulcerogenic potential 1ag mid region

VA ITAUINUUNNYTSVUMNALO MU MR NG, A3AYIAY, 2540 53



(ﬂisnavﬂyw ml, m2) Ta® in vitro cytotoxin activity WU sla > slb >
s2 Uaz ml > m2

ﬁmiqumu phenotype £ﬂu 2 types fio

type 1 v cagA LAY vacA expression

type 11 ‘hlﬁ cagA UaY vacA expression

wn'iﬂu type I 928 risk atrophic gastritis LQi¢ intestinal metaplasia
qa“l’:u 6 w'nuaz risk gastric carcer qa*ﬁvu 3-6 Wi‘l ﬁuﬁ’uﬁlﬁa intestinal
type Ha¥ diffuse type @aing study fanmly diffuse type) oty
HWamIuu191N superficial and chronic active gastritis ﬁ!ﬂgﬂu"lﬂlﬂu
chronic atrophic gastritis 1A fertile field ‘?lfl epithelial cell proliferation
iazifn carcinogenesis Tuigalui 1520 Tnou”

- iceA : induced by contact with epithelial gene A wulu type I 9%
express 28ANIMEI91n1 adhesion YDA H. pylori bl gastric epithelial cells
N uﬁuﬁlﬁu peptic ulcer disease Tﬂupimmq cytokine

- ability to activate neutrophils Taonsa

ﬁiﬂﬂﬂﬁvﬁﬂaﬂlﬂyﬁﬂ inflammation 3 mucosal damage Gl'liJlJ'lﬁ;'JU
GU uaz6a3ima block normal inhibitory mechanism 910 antrum 5 gastrin
cell 1ia parietal cell region 'ﬁﬂﬂyﬁ increased gastrin release 1182 impaired
inhibitton of gastric acid secretion ifif duodenal acid load Haz DU a1y

14 V=

[ s 1
™ Wesnyudeiinaian relapse rate lavin 70-90% 1ilu 0-25% A 1

: Y 4 7.25.27
3" azan rebleeding leuiiol ulcer recurrence ™
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2. host susceptibility 1u mouse model wu:ﬁ mouse genotype Ri
determinantlumilﬁﬂpeptic ulcerHﬁ'ﬁﬁﬂlé’ﬂm’;ﬁﬂ"hjﬁHﬁ‘ﬂmul‘l;uﬁyuluﬂu

3. environmental factors 1AGINNIZ smoking wnhﬁa'mi'm‘lumi
1A peptic ulcer "lug;ﬁﬁ H. pylori

4. mqﬁfs"uﬁmi‘?a Tamamzodneedl risk galumaia gastic
cancer lwi"lliﬁﬂaﬁiﬂmilﬁﬂ peptic ulcer

WenYIATiNG) 538l mechanism duqsnfe
1. M5AAB9Y8Y vitamin C u gastric juice

Feluaunsn comect 1aA20 oral vitamin C 29 Tuaansodida
H. pylori ‘lﬂ’ éﬂlﬂu"lﬂ"lﬁ;’lnﬂ '.;1 scarvenger function 1UN15A9A reactive
oxygen products eiamﬁu‘lﬂuaz"lﬁﬁnuﬁutfqmsas’N nitroso compounds
2. Epithelial tumover U@ apoptosis (programmed cell death)

wvinf'iaﬁ' H. pylori infection 9% apoptotic rate nﬁ'ui{umn 2.9%
iy 16.8% wozanautiu 3.1% defia 1. pylori lanas Saormiiann

- overexpression YB4 oncogene bel2 1A bel2 family members m}u
belx

- Nitric Oxide synthase expression édﬂﬂ’i]ﬂ‘izﬁfuﬂlﬁlﬁﬂ apoptosis
1u gastric epithelial cells ¥9an32AY

- ammonia ﬂiw;u‘lﬂylﬁﬂ apoptosis TAKIMAT A3

monochloramine
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- cytokines n;u TNF-alpha , IFN-gamma LL@%W‘U’h%jIﬁH’J‘JﬁNﬁU
p33 ?atﬂu tumor suppressor gene
3. gastric acid suppression ﬂy?ﬂ PPI

nszq’u‘h;nﬁﬂ gastric atrophy Ertunazniunlumandi b
pylori (annual rate 0.8% v H pylori negative U812 6.1% Tu R pylori
positive) ﬁa&u%’aﬁvjuuzﬁflny?ﬁnm H. pylori @) Tumniaosla
long-term strong acid suppression

#7U mechanisms MIAA gastric atrophy g lumsuunda erdy
Ulﬂ"lﬁ"’ﬂ lipopolysaccharides 493 H. pylori i Lewis y uag x blood
structures "'l;fi beta chain Y894 gastric H' K" ATPase il Lewis y epitopes
ﬂz'lj:u anti-Lewis y UAT X ‘ﬂqim‘nnl‘lﬁuﬁ proton pump ‘ﬁﬂﬂylﬁﬂ parietal
cell inactivation , gastric inflammation (aziAA atrophy “11117;?(@1

14 MALT lymphoma MALT (mucosa associated lymphoid tissue)
numnnely Gl tract TABawiz Peyer's patch ualaeialuezluidly
stomach UﬂL’Jy‘u children 170 young adults mechanisms milﬁﬂﬂ?dﬂ]ﬁﬂﬂ
wimm}ﬁ}aﬁmmﬂumn chronic antigenic stimulation idei} chronic H.
pylori infection Tﬂﬂﬂizé’ulﬁlﬁﬂ B-cell hyperplasia ‘?J infiltrate
epithelium ﬂy‘JU small cleaved 1130 centrocyte-like cells (lymphoepithelial
lesion) HAZINA autonomous proliferation 11117;?(5128 % in vitro study W‘U';l'l

low-grade primary B-cell gastric MALT lymphoma v proliferative

response ol non-neoplastic T lymphocytes waziiior cells matiiaon
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1 WU response Timaluase §3u T lymphocytes wnefiauddy

E 4 '
o

HBNIINTIBANLNIDIREIVOIRY gene Am DCC uaz APC locus 1o
eradicate H. pylori lmv’J lymphoma Y regression "lﬁi; 74-90% uﬁ'fll.ﬁm 45%
I.'ViTlfu‘ﬁﬁ monoclonality disappearance uazll recurrence V04 lymphoma
Lﬁﬂﬁ reinfection ‘lrﬂ’dqﬂﬁdﬂw;,miﬂ long-term follow-up study ﬂE]vhJ
Diagnosis

ﬁ‘ﬁd noninvasive L1812 invasive tests ‘;}Q approved Too FDA

‘U'Iﬂﬁﬂinj’h H. pylori lﬂuﬁ’m;w gastric urease mnﬁqﬂ éﬁ
AMN0008 urea ladarums

urease

(NH,),CO+2H,0+H ——— 2NH, + HCO,

2NH,+HCO, +OH _—___,  2NH,OH + CO,

»
=

qumall 3040 °C szyvis Uiz
I. noninvasive tests
1. H. pylori antibody
highly antigenic molecules fio urease, adhesion molecules il6i&
lipopolysaccharide29 ﬂizﬂvuclﬁylﬁﬂ Ab ﬁl:d IgM, IgG, IgA msaﬂwu"lﬁ:v;w
7% ELISA ¥30 Western blot uanmﬂﬁyﬁqﬁ commercial kits c?aﬁiu

seroepidemiologic study UAY cross reaction A1 Campylobacter 1n

pamsmnnmmmeszyumaAue sz Ine, psnginy, 2540 57



2. urea breath test (UBT)

13 "C we "C tag U urea TiMathAUAIATIY “co, v3e “co,
maauniels Yo "C i natral, non-radioactive m3293AR3 gas
chromatograph isotope ratio mass spectrography ’n’ w “c iy radioactive
IJE;E]U beta-ray @13 ‘J'B"fﬁﬂ,"w scintillation counter

false positive WALBEUINIIN mouth urease 0 1w TAuilsaunpY
M99

false negative wuulﬂ"ﬂy’lulﬂy antibiotics , proton pump inhibitor n3n
bismuth salts wnouniwlu 4 &AM, rapid gastric emptying Uaz
previous gastric resection”

II. invasive tests
379 gastric tissue 910 endoscope H3o surgery Tay biopsy tissue

¥ » » [)
aasla 57 Fuduly (09910 H. pylori distribution 1wty patchy)

ayasian 1

% - |
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i e : b = T4 g
ATNN 1 VIUIU biopsy tissues fins laension H. pylori

Number Use of biopsy Location of biopsy
Essential
1 Rapid urease Antrum, along the greater curvature
2 Histopathology Anterior wall of the antrum
3 Histopathology Posterior wall of the antrum
4 Histopathology Anterior wall of the mid-body
S5 Histopathology Posterior wall of the mid-body
Optional
6 Culture Antrum
7 Culture Body
8 Phase contrast Antrum
9and 10 | PCR Antrum

Tungiaesiuiies 2 Jufio anterior uag posterior wall UB4

antrum YN0 pyloric opening 1-2 <. FUNY sensitivity ¥1AN7 1 ¥u

1D 90%

1. rapid urease test (CLO testR

hpfastR PyloriTek II' )

se ﬂﬂ‘lJﬂ'JU urea (0N urease Uﬂﬂlﬂﬂ ammonium hydroxide lJt]‘Vlﬁ

ifhua) g phenol red (i pH indicator isuAnamavathuas e

i{lua1e) 723 warm 91 3040 °C VEAWIRY sensitivity HAT positive 1N

£ o
YUMUIATAIAIT N 2

]
=1

#3190 2 % CLO test positive N1721A199 U

20 minutes

1 hour

2 hours

24 hours

75%

85%

90%

95%

?ﬂﬂ]iﬂ'ﬂ]ﬂﬂﬂﬂﬂﬂi.‘!ﬂﬂ"?ﬂﬂUﬂ?HTﬂle“U’ﬂ I'HFI’TT!H AINHIAN, 2540
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false positive 'mJ'lF; 10% u Campylobacter-like organisms guq
1%u H. heilmannii™™

false negative ﬂn\lﬁ:’t;ﬂﬂ’ antibiotics, proton pump inhibitor bR
bismuth salts snounwlu 4 dlam
2. histology

910 smear LAY tissue Tﬂtlﬁ fresh 910 phase contrast microscope
n3o Jﬂu Gram stain, H&E, Giemsa, Warthin-Starry silver, PAS, crystal
fast violet n30 Gomori-aldehyde fuchsin-alcian blue 919WU H. cinadei,
H. fennelliae, Flexispira rappni, Gastrospirillum hominis éaﬁ:ﬂ%unayw

. »

fumTeunAfamun H pylori B coccoid form e leiiaily
contamination '-']af\l‘f'l’:d 2 ﬂitﬁﬁ:ﬂdtl;ﬂ‘liﬂﬁ:'w phase contrast microscope,
immunocytochemistry N30 transmission electron microscope Tumsuun
°'§»1 coccoid form ﬁ’"lu'mwﬁqmmﬁﬁmuuﬁ%'ﬂ 84 controversy 'smmﬁu
resistant form, form Wil11u199533A M50 degenerate form ilpanrnmum
ﬁn'lu viable
3. culture

environment ﬁﬁﬁﬂ warm (37°C), humid (>/=95%) and microaerobic
(5-6% O,, 8-10% CO,, 80-85% N,) uaxﬁﬁmﬂums transport Lﬁmmn
viable 11 saline W83 6 hr. l.w;i:ﬂfhu STM (Stuart's transport media) 92
viable 6 hr. ﬁ >/= lSoC I8z 48 hr. ﬁ 40C incubate U 7 U (I.W;E;’Hﬂwi

L ¥ £

1 ¥ » .
$SAMIAIS delay MM 10-14 W) illoiFedunadfel identify #0AY

L4 4 J
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biochemical characteristics ﬁﬁ urease, catalase UDT oxidase uanmm‘i’ q
UBN antimicrobial susceptibility 1?1-61”.10
wenINg §i358u9n 19U in situ hybridisation , PCR
nn%‘is"la;'h:v‘fq diagnosis 1A follow-up gnY H. pylori antibody
1 follow-up @ 1#l04970 1gG level SagalUmiuesiaes 12 deu

AU NN 3

#13191 3 % M3aARVDI H. pylori antibody WAIMITNE MM 3, 6, 12 iADU

NAMaITnm 3 months 6 months 12 months

antibody aAa3 26% 43% 55%

Dy

[ " (] v L
A7 sensitivity & specificity Y9AaLITABUYIIE Inafpafufg

d 15
LLEAIATURITIN 4

MINTA 4 AR sensitivity LA specificity ¥09ITMIATINN H. pylori

test sensitivity (%) specificity (%)
urea breath 90-95 90-95
H. pylori antibody 90-95 90-95
biopsy urease 90-98 90-98
histology 70-90 90-98
culture 90-95 100
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Treatment
definite indications

1. duodenal ulcer

2. gastric ulcer
potential indications

1. gastric MALT lymphoma

2. long-term strong acid suppression

(] [ ¥
1u NUD §aluil data support lumisinwua ovelvumssou H
‘e 'dd" or % sy dll

pylori 1ao1 luAYU1AITTANT NUD #0350

14 chronic gastritis w30 prevention Tu gastric cancer #alunuzin
Tumssnm

4 Yoo a - 4 ¥ o S Ll

iieaninasafnunlulFunanmisaieleaduluauussinaziae
gastric cancer
Regimen

. i 'S 4 ] Y

multi-drug combination therapy INTUUN effective 25 Ao
1. triple therapy

- bismuth salt + metronidazole + tetracycline

- proton pump inhibitor 1 &7 + antibiotics 2 A7

s ] ' 1 4 [
WM 1 89 2 wk. uadue regimen Taounaz regimen Mnauana

[ . )
e 'Ju'lmgn:'la eradication rate > 90%

L4 3 )
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bismuth 3K inhibit urease activity 1A% coat ﬁ”uﬁ’;’ﬂﬁﬂﬂyﬂi}ﬂﬂﬂﬂ
910 gastric epithelium

omeprazole -ﬁmﬁu antimicrobial activity U®9 antibiotics, w“iu
antibiotic stability, direct anti H. pylori activity, autotoxicity Y94 H.
pylori ﬁ neutral pH , overgrowth Y94 bacteria 5"“"]'16
2. double therapy

FDA approved 2 regimens ﬁ eradication rate 70% 119
- omeprazole + clarithromycin
- ranitidine-bismuth citrate (RBC or Tritec) + clarithromycin

1ms ﬂﬂaﬂﬂ‘; urease inhibitor f© acetohydroxamic acid lwlma'h:lﬁ
nazdl toxicity N Lﬁ"ﬂﬁwﬁ'm%a"lﬂyuaymmﬁnaﬂ ulcer recurrence, QA
rebleeding lﬁﬂﬁ ulcer recurrence, cost-effectiveness ﬁﬂ’.;'l standard therapy
lauﬁ1ﬁvl.ﬁtl~1 antisecretory  agent ’?Qﬁﬂﬁ:ﬂﬂ'l; retreatment LA
maintenance therapy uazvm'hﬁ reinfection 'L:BUiJ‘lﬂﬁﬂ 1-2% V;E)ﬂ 'luﬁ
regimen 1ﬂulﬂvﬂﬁ 100% ﬂﬁlﬁﬂﬂi{ﬁdﬁﬂ‘limﬁ eradication rate, cost LlQg
side effects
Problems in treatment

aamlngy (BRI noncompliance” Fauin side effects (BaWY 10-
30% u.‘c;ami‘nﬁmmm), cost, dose frequency, duration @& reinfection
(‘N‘U'l;ﬂtl o 12% #.1 D) MENIINTIEBNIRANN drug resistance 11184

NNUMIANYINY drug resistance 1HHADANAABY AWAITNA 5 lag
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resistance 910 MIC,, , MIC,, 14 serum (éqﬁ'q"lu'ﬁ in vitro testing 1?\17'1
il standard 'lumsuanﬁ’ﬂ resistance tHBe cut off level ﬁi'ljﬂﬂ resistance
"thﬂ‘ITIQ"l;ﬂm serum level I.wiﬂ’ﬁﬂ'ﬁ local gastric concentration Tag
mwiz 1 mucous layer s wiiufiogues H. pylori Faenniiezninnle )
1u metronidazole resistance fl'ﬂh; MIC,, ﬁ 8 mg/l ag MIC,O‘?'I 32 mgA
i cut off level (09N INGUNUTAUAY serum level 1Ea911A standard
dose U metronidazole ™" &m‘i‘imsmnﬁwaw?ﬁ%u agar dilution ,
disc diffusion , Epsilometer (E) test émuaﬁ E test nﬂﬁ%ﬁazmn”ua:ﬁ

LY.

‘o Py X e A . i
mizduRusiunah lalaods agar dilution

M15197 5 antimicrobial resistance rates

Agent Mean resistance | Range Origin of population
rate (%) (%)

Metronidazole 20-30 <10-90 | Europe <10-50%
North America 25-30%
Australia 10-20%
South America 30-70%
Central Africa 70-90%

Ciprofloxacin <1 <l Europe <1%

Ofloxacin

Erythromycin 5-10 <5-15 | Europe,USA <5-15%

Clarithromycin

Roxithromycin

Clindamycin <5 0-27 | Europe,Australia 1-5%
USA 27%

v - 1
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TuTnefimisfnuda sensitivity, MIC,, , MIC,, %83 antibiotics &

AIR15139N 6

A17137 6 LEAAY Resistance (defined by lack of inhibition zone)

antibiotics MICW (mg/) M[Cm(lgfl) resistance (%)
ampicillin 0.016 0.046 o
augmentin 0.016 0.032 0
clarithromycin 0.064 0.250 13.3
erythromycin 0.094 0.380 20
metronidazole 4.00 >/=32 51
norfloxacin 0225 0.50 28
tetracycline 0.105 0.250 16.6

1 1] 1] A
in vitro resistance NMU819 1WL4D4 in vivo resistance 1181910 MIC

A ! o (W o
Tu serum HWBNDA in vitro resistance 819 WAWWUBAURY MIC lu

gastric mucus QY fimsfinyawumun seAvelu gastric juice 1A

'  d » » N
1114 serum W0 UBAVINMIULIAILL 1ARAR in vitro HABIY instable

u acidic pH (ery’r.hromycin)‘l W30 antimicrobial activity asad U acidic

3 oA g ] 3
pH (quinolone)4241 1HBI9INYINNY resistance ijii’[ﬂﬁﬂ metronidazole 20-

[ ¥
30% (Winonugada 519 ueidueifisingn waviufvwensy

3 =1 r A - '
1o S9limsfnuIiuLInlu metronidazole resistance ¥INUIUNANNAT

3 ¥ »
¥ (17-40% VS 4-18%) "7 @mwitipaninmslsertivinlumsinmm

pelvic inflammatory disease) dunusnu smoking habit un lufoaveady

7nrrmrummmnaszuunmﬁuommmnli:mfﬂnu, ASNNINY, 2540
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" _ 2 E .
age , alcohol consumption , gastritis score LA bacterial load Tuunnag

L
4

* fiMa primary (l8i¢ secondary resistance

F¥HMINY ulcer LAY nonulcer

44,45,49,51-54 -56

[ ¥ L4
FEMINMISAYY T therapeutic trials Nasnivayu uazfann’

' v .
MHANITIAYIAIY  metronidazole-containing  regimen aﬂm’luﬂqu

metronidazole-resistant H. pylori 1HiosuL metronidazole-sensitive H.

pylori MUMI WA 7 uaz 8

A3 7 uﬂmﬂnmsﬁﬂmﬁﬁﬁumuﬂ in vitro metronidazole resistance NWAND
in vivo H. pylori eradication TavifSouNioy eradication rate Y1119 metronidazole-

sensitive H. pylori L1a% metronidazole-resistant H. pylori

studies regimens metronidazole- | metronidazole-
sensitive (%) resistant (%)
Rautelin 1992 BAM 91 63
Seppala 1992 BAM 89 61
Bell 1993 OAM 96 75
0OA 48 48
Noach 1994 BAM 91 68
Midolo 1996 BAM 68 17
Gisbert 1996 (Abstract) BMT 87 25
Peitz 1996 (Abstract) OCM 100 82
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1 [l » ' [
MINT 8 UARNANIANYINIARAINN in vitro metronidazole resistance UHAAD in
vivo H. pylori eradication TrotSSouiivy eradication rate 3¥M719 metronidazole-

sensitive H. pylori (18% metronidazole-resistant H. pylori

studies regimens | metronidazole- | metronidazole-
sensitive (%) resistant (%)
Whitehead 1996(Abstract) BAM 77 74
OAM 75 75
Moayyedi 1996(Abstract) OoCT 90 93
B = bismuth salts, O = omeprazole, A = amoxicilln ,

M = metronidazole, T = tinidazole, C = clarithromycin
mechanisms Y84MIINA resistance 53 Tuiduninswuuda uawun
[ [ » )
Tuuufieadunms uptake w30 metabolisms ludauFe”  uazdeluil
] »
standard regimen Jauuztiuliowudymii I monsunignees
[ ] v [
metronidazole resistance WAGY IUNIIWTINANIITANY ABITEMIANYIAG
1 L1 1 i
Tasszvenladennuduiiulug culture & sensitivity neunsidenlnen
. d 58
Vaccination

» b4 | 4

Helicobacter 11 genus HNAFITNITOAII urcase 1A Taunumnil
WAy subunits ‘ﬁﬁ‘;Ni]m gene ﬁ;N“] fio ureA, ureB {agdn 5 accessory
genes ﬁfﬁyN ureE, ureF, ureG, ureH, urel uazwu:ﬁ urease flﬂ"’m’cf”lquﬂg
Tums colonize u gastric mucosa uaﬂmnﬁ’ﬁqwn HspA (H. pylori heat
shock proteins iy homologue U484 E. coli GroES protein) “l?wlﬁ C-

1Y

terminal N15£ABUAIY 27 amino acid sequence N1 histidine (1A cysleine

4 a ’
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serics 1A luwulu bacteria GroES proteins uq unzfidiud gy
urease activity Vi‘l ureA , ureB , HspA , HspB G;I'Nﬁﬁﬁ'iylumi colonize
w04 H. pylori sathunhwmunefiddaylunisnia vaccine

Tuil 1993 Hmsnaasaly mouse model 'N'U’:l‘l crude bacterial
extract (sonicated H. felis preparation + cholera toxin é@ﬁ‘lﬂlﬁﬁlﬂu
mucosal adjuvant) wuﬁ]’aaﬁumi colonize U893 H. felis 'lﬂ, wiam’lu
mouse model l‘llluﬁu ‘W'IJ’:'I‘I vacA + urease + E. coli heat labile toxin ljﬂﬂ
fumsaaidola a1 HspA 42 HspB AnymieafumsAaize H. felis
14 mouse model "lﬂ’n'mﬁ'u uazﬁmsﬁwmﬁ;emlﬂu recombinant sub-unit

[ 1 » [
vaccine 4NV lanana prophylaxis {i8% therapy 14 mouse, ferret uaz

cat models §3ABI5aHAN13ANY1IY primate 1182 human model #8'11/
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Helicobacter Pylori as a Risk Factor for Gastric Cancer

L4

L L4
UW.ABWIA MITHGAY

an
INATIY

= a 2
June 1983 Marshall BJ' 181271 WU curved bacilli ¥HANY

dluibe
4 =& = ! a & a
PYATTINIICDTITVOINY Y Faonianlumanalsndunannms
NI LYDINTZIWISDINTT 1¥U peptic ulcer, gastric cancer
v [
June 1994 International Agency for research on Cancer’ "lﬂﬂqﬂ'n
v [ »

Helicobacter pylori fiawnelnia gastric cancer

n15ﬁ1iﬁl§ﬂ§1uﬂ%qﬁuﬁatﬂu"3‘indq1un1s1faqﬁu cancer
Epidemiology of Gastric Cancer:

Gastric Cancer uns§sfiduaumgmsmesudy 2 TuTan

ﬁﬁm’mélﬁu%?mnﬂ gastric cancer 620,000 autuil 1985’

¥ . .
fimsitievonaeInuludl 1985 s 775,000 au’

¥
W e e

] v . P )
dhulsamumnluggeely  dnfugiansvealsnuissgaiuiie

S
AulioYIUIVY
Yo Y, A o e 1.0 o
aledanmunalsnlull 1985  wmdmmeziinndo¥inen
gastric cancer 94 870,000 Aunadluil 2000
- Geographic Trends
Gastric Cancer WU 14 Eastern Asia, 1ian13una Isamaeluse

d1junesziia 90 aoszsins 1 uaunumell
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ynuzfily North America UQ¥ Australia WUMBERIY 15 AUAD
Uszynsuaununei’
- Demographic Trends

- - Lo £

wunasluaueguesn 30 1 uandnmiununniunnely g
galunugeeny Menends mdu 2:1 luaugaeny’
- Socio-Economic Trends

wumn'lumiu Lower Socio-Economic Status
Type of Gastric Cancer:

Tuil 1965 Lauren’ ﬂi'u‘ltl’h gastric cancer 12 histological forms

1. Well Differentiated “Intestinal  type gastric cancer ﬂ‘U'l.llthl'lumﬁ
¥, nﬁuéﬂwqu

2. Undifferentiated “Diffused” type gastric cancer WUY8YNI1 1M
ﬂq'umqu’au, AT IERLIMI AN
Multistage Model of Gastric Carcinogenesic:

il 1975 Correa Uaznue’ 19UD Multistage Model Y8M3IAA
gastric cancer 1Ag Intestinal type Gastric Cancer Aadulalynamasdy
1 iunameqavesmanl@oulasnn  Superficial Wil Chronic

Gastritis AIWAUNISIAA Atrophy, Intestinal Metaplasia, Dysplasia Loz
L
nwga cancer

Chronic Atrophic Gastritis 0% Extensive Degeneration U84

] v 1 »
Acidsecreting cells nelwinAn1Y Hypochlorhydria ‘?Qlﬂuﬁimﬁligﬁﬂﬁﬁ
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nnznméummzﬂu'h;lﬁﬁ bacterial colonization 19: LAY bacterial UN
¥iA® W30 reduce nitrate (U nitrite waz catalyse MIINA carcinogenic
N. Nitroso-compounds waﬁﬁ'mmszvfun}u aspirin Aezdimsn/feuntag
neTsn

i 1990 Correa" 1;ﬁ1miﬁnm Cross-sectional study Tu

(o 1]

Columbia “U’J'Wj‘l]‘w 95 'J"Iﬂﬁfl gastric dysplasia 92N1e Intestinal
Metaplasia Ia¥ chronic atrophic gastritis i' ’Juﬂ"w um:ﬁ@'ﬂ'w 447 3w ﬁ
31 Intestinal metaplasia 3In122 chronic atrophy a0 nawnhlidoda
mm;ﬂwo;o'lﬂ Tmﬁmmiuusqfumn gastritis 11ty chronic atrophy
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Evidence for A Role for H. pylori in the development of gastric
cancer
A1, Geograpitic studies (msnﬁ 1)

m’ﬂgaﬁﬂﬁumuwuim?nmﬁﬁ Gastric cancer 410 3 Prevalence

U Helicobacter Pylori infection 3

pamsmnmnessyUmMaRNealszmeIne, asnginy, 2540 81



A3 1

Country No. No. Gastric cancer rates  Prevalence of Results
Areas Subjects  (per 100000 or %) H pylori
Colombia 2 78 26(F)-150(M/F) 63 & 93% P =001
Costa Rica 2 282 20 & 49 72 & 66% NS
Italy 2 930 16 (F)-70 (M} 44 & 45% NS
China 3 690 8-60 13-63% P =001
Japan 4 1815 48-136 (M)l 50-60% NS
40-117 (B’ 41-60% NS
Japan 5 624 2.2-5.7% 63-86% NS
China 46 1882 0.3-6.9% 28-96% P=0.02
13 Countries 17 3194 0.3%(F)-9‘9%(M)2 8-89% P = 0.002

2 3
]Standarized mortality, Cumulative mortality rate 0-74 years, Cumulative mortality rate 0-
64; F, females; M, males; The sex is stated where the group with the highest or lowest

cancer rate only one sex. NS, not statistically significant.

9. Case control study M3 2)

MSANYININKAWHUEE WU seroprevalence Y93 H. Pylori Tu
¥ ‘; ¥ [ [ J L4 o =
wihofdly  gastric cancer 1A MUMBI9ATIV WL lanendadl

LS

severe atroplty, intestinal metaplasia M3® Cancer ua2’ 1Y false

¥ L} »
negative 81909 Prevalence ﬂﬂ@ﬂ‘liﬂﬂﬁtﬂuﬂﬂ’w Cancer 1n
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M50 2

Country Cases No. % Controls No. % Odds ratio
+ve +ve (93% CI)
LiSA All 69 52%  Volunteers and 252 38% 1.6 (0.8-3.4)
patients (non-cancer)
Non-cardia 37 65% 2.7(1.0-7.1)
Finland All 54 7%  Other cancers 84 51% P <0.05
Greecs Non-cardia 47  72%  Healthy subjects 50 68% 1.2 (0.5-3.0)
Japan All 29 83%  Outpatients 58 67% 2.1(0.7-6.4)
Non-cardia 19 %% 38 63% 6.0(l.1-34)
< 70 year
Portugal All 80 70% Blood donors and 80 82% NS
outpatients
Sweden All 112 80%  Hospital patients 103 61% 2.6 (1.4-5.0)
Non-cardia 93 93% 103 61% 3.1(1.5-6.3)
Holland All 116 77%  GI patients 116 79% NS
Taiwan All 148 62%  Health check 92 62% 1.0(0.6-1.8)
participants
Janpan All 213  88%  Asymptomatic 213 75% P <0.01
Japan All 282 76% Outpatients 767 74%  1.0(0.7-1.5)
(cancer free) 17 (1.028)
Japan Age<dlyear 105 89%  Hospital/Screening 203 39% 13 (5.3-36)

" After adjustment for PgA/C as a marker of chronic atrophy

NS-not statistically significant
1. Prospective study (M5199 3) \
- ] ] a »
Specific anti-H. Pylori Antibodies #5291 lufassadeadiiiuls

PBUUINANIE Cancer UG 24 11 Risk Y04 Gastric cancer Mv

v’ a i
1AMIANIAUINMETE VUM TIANE TSNSz Ing, ATAGINY, 2540 83




= ; y < 4 ia
vay H. Pylor Infection wnmumﬂwmmzuzna1ﬁm‘-\mu LASNY

oy 9 udanndsain i 1s 4°

s 'Nﬁ 3

Country Sex FU No Cases No. Controls é Odds 95%CI

Mean/year H.pylori +ve H.pvloni +ve  ratio

United Male 6.0 29 69% 116 47% 28 1.0-8.0
Kingdom
California Both 14.2 109 84% 109 61% 36 1.8-7.3
Hawaii Male 13.5 109 94% 109 76% 6.0 2.1-17
Taiwan Both 31 29 69% 220 59% 1.6 0.7-2.6
Norway  Both 124’ 201 NR' 402 NR 18 1226
China Male 24 52 58% 156 55% 1.1 0.6-2.1

' Median follow-up
* Not reporteed
Patterns of Gastritis and Cancer Risk:

wv'imnun'a'?;ﬁ high rate Y94 H. pylori infection uﬁwn gastric
cancer éim]ﬂ mmuﬂuméa H. pylori infection lﬁﬂ‘ﬁi inflammatory
response Lag acid production ?fuﬁu Host factors 59404 Genetic , Age,
Nutritional status , Intercurrent infections 1482 Environment factors l.‘l;u
Diet, Virulence 903 Infecting Strain 994 H. pylori

nq'uff;lfl Acid Lﬁui'fu 92NA Antral Gastritis L2 Duodenal Ulcer

»

» » ) o
(NuAYULAY Inflammation U8 Corpus U8y, INA Cancer UBY

- - ’
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nq'uﬁfl acid @ABY 3 Transient hypochlorhydria 14 Acute Phase
483 Infection MBS Pan - Gastritis, Atrophy ¥®4 Gland qnn'wnﬁﬁ
Metaplasia #a$ Cancer 1117;11?!”

Genetic Alterations in Gastric Cancer:

Chronic Atrophic Gastritis (CAG) (W Precursor 489 Cancer
#IM5U Intestinal Metaplasia (IM) ‘Iz}lﬂmﬁueué Precursor Y84 Intestinal-
type Gastric cancer uvi&'qzﬂu Direct precancerous lesion 1UNSaI
Incomplete Subtypels'lg

Type I tlag 11 IM 130 “small intestinal type” éau type III IM
n39 “Colonic” Type

'ﬂ‘u‘.;‘l Type 11, Il IM ﬁuﬁuﬁ'ﬁu H. Pylori Infection 1|1ﬂﬂ‘)l120 Lw;
WNSNUNYD type T IM 11R3e) B Pylori Infection amas'la waz
WMBLAIBANIN Dysplasia 470"

Metaplasia ﬁ'l‘lﬂylﬁﬂ Repression 11082 Derepression Y84 Genes '-"l?d
i:ﬁ’iwlfuﬂwflmiﬂﬁ’?:u Oncogenes 31'la -

-10 % YB3 cases IM. U P 53 uaz Kras Ovc:rexpression”'22 Tay
P53 Overexpression WUUsSu1al 50% v Cancers 11;’31 Histological
Type 8215 ras mutation Wuuyﬂﬂﬂ’.;"l 10% 14 Well Differentiated Gastric
Cancers

-Cripto gene ({]U@1%nv89 Epidermal growth Factor (EGF) Gene

Family W13 Overexpression 14WIn Well Differcntiated Gastric Cancer
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_ Nakatsura WazAmZ WU APC gene Mutation 26% 1 well,
moderately differentiated gastric cencers

- Oncogene C.erbB-2 mj‘ind.l overexpression 14 well-differentiated
gastric cancers

- Mutation U8d P53 Tumor suppressor gene 9 inactivate GI
checkpoint, bypass lilﬂ'l'i‘l;’ﬂmwu DNA damage LI0¢ apoptosis 'V'iﬂ'l;
s-phase division 4035 DNA damage BQ.
Damaging agents: bacterial products and carcinogenesis
1. Toxins

- Vac-A gene wu’lunn strains Y93 H.pylori uwi product Y9y llF:
uﬁ 87 kd vacuolating toxin Wulszu 50-60%, Toxin ﬁﬁ‘llﬂ”lﬁﬂ cell
vacuolization in vitro ='§4wu§mﬁu vacuolization U931 Gastric Epithelial
cells in vivo

- Toxinﬁy @14190inhibit human gastric cell Na+/K+-ATP activity vlf:

- Cag-A gene; 120 KD cytotoxin-associated protien Tl 1993
Crabtree LASAMS W'lj'sﬁ prevalence Y84 antibodies 9‘;0 cag-A qﬁ:uiu
gastric cancer Ha< Kuipers F‘]‘N‘U’QW cag A-positive H.pylori strains Hanu
ﬁnﬁuﬁ'ﬁuE‘J"m'nﬁ'mﬁqq‘ﬁmmnmﬁﬂ atrophic gastritis 1@ intestinal
metaplasia23
2. Urease {161¥ Ammonia

] v td
- Urease ¥t/ v H.pylori colonization (@ Survive la

’ - .
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- Infected patients 'ﬂU‘i‘lﬂ intragastric ammonia concentration lﬁu
Hlszann 0.015% Frowina cytotoxic o

- wanuAnuzusndsivesaucs T indeaqluledwaidoves
ammonia
3. Bile reflux

- Ladas unsAuiz”  Anwamum  Hopylori  erwmlwida
Duodenogastric reflux Tn wazerwihiniia H.pylori gastritis 39 cancer
AU
Damaging Agents. Products of the Host Response:

- 87 KD cytotoxin, cag-A, Heat shock proteins (a2 Pro-
inflammatory mediators n;u platelet activating factor, urease Q¥
lipopolysaccharide (LPS) antigen méﬁ’nszofu'h;lﬁa immune 1A
inflammatory reaction 1u.gastric mucosa YiNNIY

- Polymorph infiltration 910 chemotactic, macrophages accumulate
VIAHAUDY  cytokine production 1Ay activated monocytes (ar T-
lymphocytes

- ﬂﬁﬂ?mm’ﬁ"lﬁyfiﬂql‘r’lylﬁﬂ superoxide radicals 4@ hydrogen
peroxide

- Reactive oxygen metabolites (ROMS) 'ﬁ‘ﬂﬂylﬁﬂ oxidative stress

HaUANUAUNUTAUNIIINA cancer
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- Superoxide dismutase iy 0, scavenger i 2 forms, cytoplasmic
copper/zinc (CuZn)-superoxide dismutase 1112 mitochondrial manganese
(Mn)-superoxide dismutase ’T}G Mn superoxide dismutase nzrﬂu cellular
defence HTNAO cell injury FIINMISANEINEY Gotz wazAme” Wy
enzyme ‘vﬁﬂf:qﬁ’u“lu inflamed corpus {18 antral mucosa

- Nitric oxide (NO) NO 9zaaw@ufliiled O, 1w Nitrogen
oxides LGBE potent N. nitrosating agents =‘§m M50 form endogencus
carcinogen N.nitroso compounds "lﬁr 'N‘U’;ifl NO synthase activity tﬁ'u?j'u
Tu gastric mucosa uaqv;ﬂuaﬁﬁaﬁ;a H.pylori
H.pylori and Intraluminal nitrosation. A potential source for
genotoxicity

- Muliifocal atrophic gastritis i risk ¥04 gastric cancer LAY
°uﬁu'ﬁ'ﬁ'u H.pylori infection

- Progressive corpus atrophy ﬁﬂ‘lr;lﬁﬂﬂ’l’lx hypochlorhydria gl
nitrosating bacteria Tu gastric juice lﬁ:l.l"l’l’u é« dietary nitrates wqmﬂ?iuu
144 nitrite Tao bacteria ma'n“;

- WUNANARNAYBY trp-met rearrangment Famuueelu gastric
cancers ﬁmmﬁuﬁuﬁ'ﬁu N.nitroso compounds
Ascorbic Acid:

- Ascorbic Acid, Reduced form 983 vitamin C MNUYBYANN

v [ v v
521N INEINUIDNEUBIUMSIAA gastric cancer 1A
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- Ascorbic Acid @190 reduce nitrous acid llﬁ:JﬂQﬁun‘lilﬁﬂ N.
nitroso compound "lﬁ’

- Concentration Y84 ascorbic acid 1 gastric juice 1ﬂuﬁ1f‘imun'§1

ansadesiulinlaniely

- Ascobic  Acid g0 secreted  W1lunsTIMIZEIMNITING
concentration EIQﬂ'iﬂ'H plasma lfl\a gastritis H?Bvlﬂ'm%mﬁﬂ
hypochlorhydria (PH>4)ascorbic acid concentrations w:aﬂm:ﬁamﬂuﬁuu'

- Farinati oznme™ mn'1 chronic gastritis 1182 H.pyleri infection
vl vitamin C lelvels 14 stomach anaq

- 31 oral supplement 489 vitamin C WA WATOINY ascorbic
acid concentration 14 stomach ulﬁ; n,mwi eradicate H.pylori ﬂ")ﬂn'“
Hpylori and Cell Proliferation : Mitogenicity Facilitates
Mutagenicity:

- Fox unzaae® fowmum Hfelis hlmda hypertrophic
gastropathy lunwff’a loss one P53 allele Aamuldu 1 1 fl'ﬂlilﬁﬂ
cancer m;i'i proliferative index sﬁn‘f;u

- Fan unzAws” Anu Direct uaz Indirect effect 484 H.pylori 70
cell kinetics U8 Gastric epithelial cell line Tﬁﬂ‘; Flow cytometric
analysis W‘]J’.;'lﬁ cell proliferation tﬁluﬁu q‘?camﬂu initial step lu gastric

¥
carcinogenesis 1a
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- Moss Hazae"  fAAwmumn H.pylori induce epithelial apoptosis

g - . ia 4
in vivo 4 apoptosis (Programmed, Non-necrotic, cell death) ANuTY 919

l’ » 9
aznszguInd  compensatory  hyperproliferation  saziliua Tumily

preneoplastic response 1u chronic H.pylori infection

¥ [
- Correa uazAME 1AV510M 1I0ANNATINN Environment LAY

dietary factor I¥M excessive salt (NaCL) intake D19INY rate YD gastric

14 [] [ 'HA
cell proliferation a @811 Koster nasame wunilnnuduiusiing

¥ oy [ » ]
mwiz lugiofidade Hpylori mmin

!
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Management of Primary Tumor of the Liver

munaiad Aaziun
INATIY
Management of Primary Tumor of the Liver
- Primary tumor of the liver
Benign Malignant
- Etiology of human hepatocellular carcinoma
- Imaging studies in HCC
- Liver biopsy in HCC
- Management
Surgical resection
Transhepatic oily chemo emobolization (TOCE)
Ethanol injection
Transplantation
- Summary and conclusion
- Cases presentation
4 cases
Primary tumor of the liver
Benign Malignant
Adenoma Hepatoma

Carcinoid tumor  Squamous Carcinoma
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Hemangioma sarcoma

Lipoma Hepatoblastoma

Focal nodular hyperplasia
Etiology of human hepatocellular carcinoma

Hepatitis B virus (HBV)

Hepatitis C virus (HCV)

Hepatitis B and C viruses

Alcohol

Metabolic disease

Cryptogenic HBV

Estrogen,s

Anabolic steroids.

Fibrolamellar HCC

Smoking

Clinical carcinogens?
Clinical presentation of hepatocellulor carcinoma (HCC)
Abdominal pain, swelling, weight loss
Tumor rupture (acute abdomen, hemoperitoneum etc)
Unexplained decompensation in cirrhotic
Paranecoplastic manifestations

Asymptomatic (incidental, screening)
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Imaging studies in HCC

Relative sensitivity

Isotope 1-3 cm.
Angiopraphy
0.5 cm.
@ CT/MRI O Ultrasound
0.2 cm
© Lipiodol CT

Liver biopsy in HCC

Prior to therapy

Increased risk of bleeding

Possible risk of spreading tumor

Larger needle preferable, fine needle more practical

Biopsy surrounding liver

Treatment of HCC

1. Surgical resection MsWAMTYNANGR ouderdala wu Audy
avizylsEms

» " ] ¥ L4
1.1 neulalufu 8 o, uazeylnavouvesdy iuviuden

1.2 1l luiioIn13ve hepatic failure

¢ - .
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ﬂll C -} L Ei ¥ L4
1.3 a1 Ive s eAmunz fumsfivemda
1.4 uazAaguwnonilssaunisuain
1.5 nANIABINITNT liver biopsy NOUNIARA

o v

1 ¥

1.6 U o lasunuguseNveIlY

2. M3M1 TOCE (Transhepatic oily chemo-embolization)
o A o P Yoo o ]

wanmsfemsaamaeiiidarumaaudeoauasii lUvas@es

¥ » ¥ b4 ] E
UShaneuiiiesenlaoass  waznwseufuiuansoivzgaduauion

) » 1 [ » L2 ¥ V¥ » »

ynaunsenaruai llvesdsuinaniuals  vilvnewiissenlasy

) ¥ » E 9 T »
mivasidosuseas wisuiu lsmsniitinianssdudainmsniyaulaves
y ¥ »
neauLiIeMmi
3. Ethanol Injection

¥ d, LYl = bt 1} dy

ABULIIDIBNYY necrosis NYHAINIIAA alcohol ATIUTIIUNDUIID

[ ] » )
1on Tavo1fy ultrasound guides aaulvgazdanisazluiu 5 3% uas
00 S e D VS g
aunsoignla fe 6 ash dnezdilugilennewiissonraiuneu 1se
o ' C ' a ' Aade e ¥ a L yd -
Auvuaveanau lumngfumsmda  wieasdinduimmni lulanun
o i Ad:{ ’ & o 0 d Y i ¥ d&
Tunduisiineuslasads uazeiheinulanenis awveidenne
» s ¥

o199z Innsznsveuraaiiosen lumanszualana

4. Chemotherapy

v v 1 i 4 t
FanitiTammaduiRsasnIuUrS eaBLazABI 1¥E IUIUNIN

» '
AL ER RN "lﬂuﬂ alkaloids, antitumor, antibiotics, antimetabolites,

¥ . L]
platinum derivatives {8% procarbazine Wuauauramssau lunse@tin
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5. Liver transplantation
' ey o [ ¥ : ¢ l‘l u.:
msrdaasudumnzdimiunewiieten  nizaeliione 2
[ . }
lobes umtunszowliuendy ‘lawaduin  lundives  fibrolamellar
hepatocellular carcinoma

¥

] »
Wonffoumeudiy Surgical resection ladatl

Resection Transplantation
(N=60) (N=60)
Survival (3 yr) 52% 499
Disease free (3 yr) 27% 46%

6. Hepatic Artery Ligation

. 2 g 4
vanminaemaygneudsauad ligduTasass  Fame A,

o »
a

gngua naandlY 1aT AUNINL AN ST INUZUANENNEN
FTUUNNIAUD NS mﬂ'ianmqimfm; uazmnivfasenans  Aue
unnomaasAssmona Jeduaizusn #laduintaomst luns
wmm:u%’numzﬁqﬁuﬂgnqﬁﬂmuun
Treatment of cholangiocarcinoma

Cholangiocarcinoma m%wﬁﬂmmﬂ small peripheral intrahepatic
bile ducts (peripheral cholangiocarcinoma) nien large bile ducts 'ﬁd
L:i'ﬂﬂfh hilar cholangiocarcinama W@ extrahepatic bile ducts (bile duct

1 ¥ ' ' 4 »
carcinoma) iugaisuAuvaalsadana) aaune1s1uludy 18 Clonochis
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sinensis {AE Opisthorchis viverini s‘mv‘:"q intrahepatic cholelithiasis v
unumﬁﬁtytﬁmﬁunmﬁﬁwmiﬂmmmﬂsnﬁ’
vounnn 12910 HCC fie
- o ¥ X A

- MIARATIVAUNISAVUTIVOINOUIHBIBNTT WUUBENIN

- lufinnuduiusdy HBV nie HCV

d nnzmﬁawzﬂﬂnq'l;ﬁmm'h

- #u Taounnd lunesla nieiTa

- maznoan wy'laves

- 'hlﬁ signs YO portal hypertension

- MINTZYBBAUDNAY 1Js1nq1¢|,1:aun‘i1 HCC

_ hilar cholangiocarcinoma HAMEAY NI A MmNy T
GLEE

- 113"5#\ alpha fetoprotein

- lfl‘ﬂ hilar cholangiocarcinoma ﬂi‘lﬂg'ﬁ bifurcation Y93 common
hepatic duct 13 'Iﬁllﬂ’;‘l Klatskin's tumor

- Hilar cholangiocarcinoma Nalﬁdﬂﬂﬂi;'lﬂﬁn obstructive jaundice
i; U peripheral cholangiocarcinoma and HCC 9 UANYULNN ultrasound
waz  CT  sowdu  anmmduansimdalule  woz  hilar
cholangiocarcinoma ﬂ:ﬁ"nﬁumwaﬂm"lﬂ;mﬁnfh peripheral
cholangiocarcinoma, 11391 biliary drainage L biliary stent mw:i;'m

- ¥ ¥
annzmasavedyiela

L4 r
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Hepatocellular Carcinoma
Summary and Conclusions
- HCC is most common in Far East and Africa
- Chronic viral hepatitis most common underlying cause
- Chronic HCV Infection may lead to HCC
- HBV vaccine effective in prevention
- Role of interferon therapy?

ﬂmmﬁ"mmaéijau 4 0
1ef 1 v_;ﬂ'mnu 01y 54 1]
2535 A Liver Biopsy watsngauilu Chronic Active Hepatitis
HBsAg = Negative, AFP =3.8
AntiHCV = positive
SGPT =114
12539  C-T upper abdomen AUNBUIHBTNA 4 x 3 W aéu‘s‘nm
lateral
segment VY94 left lobe gﬂﬂ?ﬂﬂ'ﬁmﬁﬂ left lateral

segmentectomy Y04 left lobe

nanwenTimoutu Hepatocellar carcinoma on top of cirrhosis

L4 - .
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12533 - C-T upper abdomen NLNBUIABIBN YUIA 6 x T B,
- alpha-fetoprotein 200 ng/ml (normal 12)
- HBsAg = positive
- 1;§"ljﬂ‘lﬂi‘lﬁ'ﬁ partial hepatic resection
- woduijerdu Hee
: "lﬂ’ﬁﬂmunnﬂ AIBMIT C.T upper abdomen
_nfagame dedeudemay 2539 dsngn
- no recurrent tumor

ilae alpha-fetoprotein = 29 ng/ml

- saihuran 6 1

----> Line of resection
> mass
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i 3 wihuoidhunds e1g 64 1
fsz3atalesTuu fomnlsnnszgnan 1 4
2528 - wunouiiisenvIIA 4 x 3 . AFUNGUE LAz
HBsAg = positive
_lajunsmidaionewiioenoen
_ wananordine (i Hemangioma on top of macronodular
cirrhosis
R LR
il 2537 -lavh cT upper abdomen W11 UNBUINOIVNYUINA 3.5
iz 5.0 . Aamdvesiunauen
- alpha-fetoprotein 36.8 ng/ml
- HBsAg = positive
- laFumsmdn partial hepatectomy ¥8IAUNAUYIN AL

- WM NI Inen iy Hepatocellular carcinoma

/T\_,/"\
5.0 . O\

-ij O

w > Line of resection
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swi 4 dunds o1g 53 1 SuszSanuodesfunszgoy Yszanw 1 1
WAs9319menalyl
IJ'.i'Iﬂf,]’h - HBsAg = negative, AFP = 3.4 ng/ml
Alk.phosphatase = ind
SGPT =1ind
- Ultrasound #ag C-T wni1§r§auu’fman YA 45 0. A
d 3 -

’; f [ »
o @ ar g L] A
pduane SalasumsmdaoinauiiiosenosnnsoufuaagniiA tHoann

L Y
Uhwazquhatmuisess gy

7 --> Line of resection

!’ --=> INAass

\\9/ > Gall bladder with Stone

snmsastomanesineusu  Nodular  hyperplasia 1z
¥
Micronodular cirrhosis, early #azquiin@ (flu Chronic Cholecystitis tazil

Gallstones A0
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