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Current Challenges  Future Achievements in Gastroenterology

1190133910984 Prof. Bouchier 8nA 13udrlusonalszag
Jrmstazsiil 2540 waziimidefivhaulalu siides fio
1. Helicobactor pylori
1.1 How to diagnose, H.pylori infection
® At endoscopy
Biopsy urease test 95% Sensitive
? Specific
® Screening urease breath test
@ Serology
1.2 Who to Endoscope
- Patients older than 45 years with recent dyspepsia
- Patients younger than 45 years with “alarm” features
- Patients younger than 45 years, H.pylori + ve
13 Should patients with dyspepsia be screened for H.p prior
to endoscope
® Should young people who are H.pylori + ve have an
endoscopy
No- Saves resources

Yes - avoids unnecessary treatment for many patients

pAm TN S LY IR e IMISIMIYsEme Iy, QUNTRNT. 2541 11



14 ® Dyspepsia affects 20-40% of Community 25% of these
consult a doctor
® Only 50% of Non-Ulcer dyspepsia are H.pylori +Ve
® In West incidence of gastric cancer is falling
® Do not treat H.pylori + ve gastritis Non-ulcer Dyspepsia
- Not beneficial Symptomatically
- Not clear if it will prevent cancer
2. Irritable Bowel Syndrome (IBS)
21 Diagnostic criteria IBS:
® Pain relieved by defacation
® Frequent loose stools at onset of pain
® Abdomian] distension
® Passage of mucus
® Sense of incomplete evacuation
2.2 Treatment IBS
® Good history and examination
® Limited radiological investigation

® Active supportive psychotherapy

12 gam s moAMMRsTYInAve I aszmA ng, quaiug, 2541



Dicyclomine
Amitriptyline
Mebeverine

pepermint oil

® Start at 50 years:- annual FOB-+flexible sigmoidoscopy

® If positive family history: earlier screen with colonoscopy

@ Possibly: Once only colonoscopy at 60 yrs (assuming

Diet Loperamide
Fiber supplements Cholestyramine
Osmotic laxative lactose H2 breath test
Cisapride
3. Colorectal Cancer
3.1 Screening and Surrveillance
® Family history
@ Faccal Occult-Blood Testing (FOB)
@ Barium Enema
® Flexible Sigmoidoscoy
@ Colonoscopy
3.2 Possible Recommendations for Colorectal Screening
negative investigation)
3.3 Flexible Sigmoidoscopy

® High diagnostic yield in that part of colon where most

cancers/polyps occur

QamsmnAuungTL ULMaANo NI T EmA Ing, quaTiuS, 2541 13



® But will miss about half of cell ‘neoplasms if used with
out FOB.
34 Colonoscopy
® The gold standard for screening
® Low incidence of adenomas 5 years after initial
negative screen, therefore interval between
examinations can be 5 years (Rex et al 1996)
8.5 Primary Prevention of Colorectal Cancer
® Reduce fat intake from 40% to 30% calories
® Increase amount fiber intake to 25-30 g
® Increase amount of fruit and Vegetables
® Supplement Carotene, Vitamin C, E, Calcium--->

no value

uonvIntudad Speakers DNWAWNIU 1TU Prof. V. Heatley 210
UK. Prof. J. Scholmerich 910833y Laz Prof. Ken Kimura vIndjiju
dau aunauve 3 laimi 1ATuFeldidiu Speaker 1 State of the
Art Lecture L?EN Diagnositic Peritoneoscopy "Aﬁﬂﬁ Slides @289 LINNYWD

] g 1 A i -
'Nlﬂuljﬁxill‘b"uﬂﬂ'NtldG'lﬂfﬁJ'l‘]fﬂ"l!Laz'Nﬂ'lil.lW‘i‘lﬂTlU

14 QM MAAMINNE T YUMIUANO TN sEmATNY, QU AT, 2541



midszaulvgilssitlvesmnana senieiui 2123 wasa
A g ]
2541 FeamuEUBHAIINIYeITIIFNuazFellows  laagunanin
4
AUTBYNITUMTHAWYIUIUHOMIAR  msuaasussoodunmudingy
¥
nalszsmuardse s waaoasuddnomduiulunuunsdszyuly
v
UITHMIAYOIUIINA AR sammemsiaueuiunwng (Stides) Tuzl
uuuiiaean  wesiunamdmuailudnanauazeaugeynssunsda
AURANUMITITOVOY Fellows g IasuiaTadi 3 v fe
1. Wennndguva uduesey
2. WOUWNEsIUA Fmwuniny
3. weunndFuins gniin
wazdiufhdudedageniiianaua TdsznenfosdAnu
dd‘ o A = =
HANUABINMSEUDINITIV0 2 Nuwauna hhlszquinas Tsaszuu
ﬂ1ilﬁuﬂ1ﬂ1511ﬁdﬁﬁ§§ﬂ!u§ﬂ1(American Gastroenterological Association)
=} =3 o't o J o e ya' o o a
W WedIpesaus seuINiull 16-22 woumau 2541 40 185 uMosfon
tannugez ladszmaldnsnlulenadely)
clv Vo dy 4 < w 3 o w
Tagnuitldsuamudadeninuiineaair (no) $1t0 wae
vidnweidu vhingdneadudass §1va mamnnauadovevouna
virmnaz duedndalumsaiumudanauazviudiuesadeinsim
o o A = 4 £ @ t a”g« 1
n¥imsnaznIolsunnd imsaduayuruiidnluTomane i
119 Reception fiamaua Idsamaitunmsdeuivuaziesiy

= = J 4 = < R PR = P J =t n’: =
INBITALA ’r)s‘lﬂﬂ?ﬁﬂ!ﬂﬂiﬂﬂﬂ‘ﬂll‘b‘i)Lﬂ'UQ‘IJ’r]GIﬁﬂT‘I WUTNAINIDNATIAD

waTa NI YU adue s zmaing, unmivg, 2541 15



st

Prof. [an A.D. Bouchier, Prof. V. Heatley NI@93MuIINAUI Y0110
(UK.), Prof. J. Scholmerich 91Me853U 4az Prof. K. Kimura 9108J1ju
msdeuivuazamsiluiivszivlvvemuginaruudaiiuedisss

dy o o - w o o'l *
lulenatimansinsduoawnddine I mgiaa uagormsiannalomu
ladwnvesvinyauaunuundlifosannu

Tuu e IauIANId 83U0YBUAUATINAITANIANAUAS

: oAl w v « a4 .

BYNTINMIANY  Aaeavu LR 90 lAoaaznmdulin unei

= [ = ar o
Tinszimnquasmnauaduiu lawiagiszasduazdssaunnu
o & ¥ A o ¥ = a W 1 ¥ oo W
duseded Mliauaug infinnueiyimingiduuasnieniizda

= r =1 lh
MssquIPIMITEAUUIMNA  The 5 Asia-Pacific  American
Gastroenterological Association Conference 57Ufi0 AGA 1wl 1999
senedud 12-16 tunan Advelm Teodl saunity  naazidied
Y] @ s d

Hudsesunssunsiamstssg uaz seuwanms aniaatad fu

@v15n13 wihansayanes lehnawsionanuuaiivg sz

&
Uszyunial

. \
I\—’L‘;\“‘ ‘J L(‘f' (.(,/

C=] = - J - L
Maain ]'iﬁht'![l'iﬁﬂiulﬂllliﬂﬂﬁﬂ"l af HAZUUN

-

WWNAAUUNNITZUUMIAUe I TuY Y sEme Ino

16 gams mNAMNRGILULMNANE IS A Iny, qumAus, 2541



Introducing the Scond Vikit Viranuvatti Lecture
at
Annual Scientific Meeting 1997
The Gastroenterological Association of Thailand
22" January 1998
Professor Sawadh Hitanant,

President of the Gastroenterological Association of Thailand

Distinguished Guests, Ladies and Gentlemen,

It is indeed a pleasure and an honour for me to be asked to say some
words about Professor Vikif Viranuvatti to whom the Annual Lecture of

the Association is dedicated.

In fact, to this gathering and to the World of Gastroenterology, perhaps, I
need not to have to say anything, since Professor Vikit is already well
known. To me, he is, undoubtedly, one of the most outstanding Thai

Physicians of his time.

Professor Vikit had a brilliant academic record right from his school years.
Being first on matriculation natienwide, he entered Siriraj Medical Faculty

of Mahidol University and qualified with 1% class honours by being the top

= ) -
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student of his year. Post-graduate training in internal medicine and
gastroenterology tock him to the U.S. and soon after his return to Thailand
as a staff member of the Department of Medicine at Siriraj, he was sought
after as a teacher and clinician and was acknowledged in research.
Professor Vikit was unanimously accepted as Chairman of the Department
followed by the Deanship of the Siriraj Medical Faculty-the post he held

for 12 years.

Although 1 have heard of this reputation and known him soon after
returning from my study and training in England in the early,60 s, it was
not until I had the pleasure of working with him, first as a member of the
the Panel of Examiners in Internal Medicine for the Thai Medical Council
and later as a founder member of Royal College of Physicians of Thailand
of which Professor Vikit was the first president that I came to appreciate
his talent, his ability and his charming personality. His achievement would
be very hard indeed for anyone to emulate. To me and to many, Professor
Vikit is a most outstanding physician Thailand has ever had. I feel
privileged to follow his foot-steps at the Royal Colleges and it has been an
honour for me as President of Mahidol University that he should have
accepted to be my advisor for academic and administrative affairs. I also

feel it is most appropriate that the Second Vikit Viranuvatti lecture will be

- ’ - &
18 AM TN NG T U UM AR UMM TzIne Ny, QuUATiUT, 2541



addressed by Professor lan Bouchier, a well known and outstanding
gastroenterologist, a Fellow of the Royal College of Physicians of London

where Professor Vikit and I also belong.
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Clinical Uses of Octreotide in Gastrointestinal Tract Disorder

HEY. ANWT NN

wiAen AN, TW.gWaensal

Octreotide  (Sandostatin) i synthetic analog derivative Y93
somatostatin  UW® long acting 8% high potency !ﬁﬂl‘ﬁﬂﬂﬁu native
somatostatin Tum3dnEmsnased luunawsiannszumlizam uas
MUAUD MG safimsnaniesnnduser MIABUAUDIVEIIINY
FatuEanolunaniud v onialdfufimly wadiafis
wulies uvdug dhodmlngaunsonun’lda fadnuerin
dszTomimamnite' Yogilu indication HeuiuilFlAniven fle

1. pituitary tumor : Acromegaly

2. gastroenteropancreatic (GEP) tumor  : VIPoma, carcinoid

tumor, glucagonoma, somatostatinoma

3. diarrhea . AIDS-related refractory diarrhea

4, prophylaxis of complication following pancreatic surgery :

enterocutaneous pancreatic fistula

5. bleeding gastro-esophageal varices

Sl lsnszUUMARUIMTOUBNN  Octreotide @19 UMM U
as [ a = d! 9 J ] ] ..
MsEnpuddsaTemIAnu AN Fe9z ldna1iae liigu iritable bowel

syndrome, acute pancreatitis, exocrine pancreatic cancer
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M3lY Octreotide 11 gastroenteropancreatic endocrine tumor (GEP)

NAMIANINYTY  islet cell tumor AT carcinoid tumor T4
primary L% metastasis 3 high affinity A0 somatostatin receptor W8
il lumsmsunmisveaiossn I(WS12IMA I GEP endocrine tumor

dulngesivnadnannseddeieldnn CT scan ey 30-70% du

qﬂﬁ'

1 4
FouudIdnafvuud invasive WUMST selective angiography HIaM3

N portal venous sampling (5801173 somatostatin receptor scintigraphy

WU’
¥iiAves tumor snudihofim AUNHINY
Islet cell tumor 20/25 (80%)
VIPoma 1/1 (100%)
Gastrinoma 10/11 (91%)
Glucagonoma 1/1 (100%)
Insulinoma 5/8 (67%)
Non functioning islet cell tumor 2/2
(100%)
Somatostatinoma 1/2 (50%)
Carcinoid tumor 37/39 (95%)

A L] L L] o a ﬂ”
dialdninnsne nun wamsiawuiludai ™

Carcinoid syndrome
3
1

fnwannihanlgfaudilweswan 100 51w saufanguid

. ¥ Y . o =
metastasis (AINUIUYBLY Octreotide UYUIA 50 Hg N 12 2119 by

40 gamsmnnmmngssyumuANe msuraYszme Ine, pumnus, 2541




500 pg NN 8 $1TNAA1NT0AADINTT flushing LAT diarhea 16 90%
Tﬂtl‘?'l 66% ‘llﬂdé’ﬂ’wﬁ urine 5-HIAA Fuilu metabolite 494 serotonin
Fuiiudimsnildifaernisanas HBNINT §9aANISNAY  5-HT,
prostaglandin 1182 tachykinins 91§13 tumor Sawdailiernsany uaz

a { o -]
fr0um 31 udihefill carcinoid crisis 1 1AWAA

- Insulinoma
UﬂlJ‘IVIE'J’d"llJ"B”ﬂLi]u l,m'mnmiﬁﬂyﬂu unresectable tumor ﬁllé’f

1) Octreotide $NHINVIIVNTIBAMITOAIUANAIIAA hypoglycemia 19

- Gastrinoma
vnumdeludau Saudin Octreotide  EEIWITNAATTAVUBA
. -} a g o o 1 t
gastrin  Twidiea  MildmandsnsalunszimizananmuuanwyINg
$nuuwaly peptic uleer a11503nE11AA29M51Y H, receptor antagonist

130 Omeprazole, proton pump inhibitor

- VIPoma

ﬁmsﬁﬂuﬂmj’ﬂw VIPoma ﬁﬁ metastasis 20 9719 Tﬂﬂi‘ff’
Octreotide Y11A 100450 pg/D WUNBIMNT diarrhea fdu Tuswitl
T NPTORY YDA, DT FPPRTNIICTRIS YRS, PREPTRRTRt T4 s ROreS
diarrhea 834 lus1w@ lifosaouaues Octreotide Havi1Idrzduvng

Vasoactive intestinal peptide (VIP) luidoaanas YegtiueriiSadadiu

pamsmnANIMEssULMUANe IS szma Tno, quATIYS, 2541 41



first line drug TUMI§N¥IDINITVEY  VIPoma lusiei launsofauld

ALNTHIRR

- Glucagonoma

UmsAnulagld octreotide vwa 100450 pgd  ludihe

] ¥

glucagonoma  #1 ldamsordald 12 518 wud1 8/12 510 e amsavy
Audvuamnsome 18 Tavewld5mfy Zine supplement uiflusqw
Ao msvesszuudIzam 19U ataxia, dementia, optic atrophy, weakness
o
f

' ' dtly
HUNDINTAN 9 AvU

- Somatostatinoma

fiseanudihodios 1 318 Tao9 octreotide 100 pg i 12 $2Tu
wudwadalifesd

ﬂiﬂTﬂﬂi’m%‘lﬂﬂfﬁ’m gastrinoma 11 979, carcinoid syndrome
33 31 , nonfunctioning tumor 38 71 314“] 3 570 591 85 3¢ 1A I¥NNNS
$nu180 octreotide 200 pg YN 8 FaTue funar 17 wuh 34 5w
40%) #o¥inlu 3 1ABULTA, 44% T partial regression , 50 % MUAY
WoRnmuransy 1 T wuh respond YD fumor 0AAY 910 54 4 %
i 38 % TeaqU octreotide  81MWARMITYAYTAVEY  tumor

'8 uawavzanaudoynyuiunaniu

42 pamsmIANIIMSTEUUMNALe IS sz ng, quaniug, 2541



M3l¥ Octreotide 14 Diarrhea
- AIDS - related refractory diarrhea 56
3 5 3/ 1 aa
1NNSANYIvBNBUNNS Cello wazamz’ Tufile 51 90 Al
, ' 1 A a = [ A Y]
diarrhea uaz lumovanesdosidull 23 51w lUNY  pathogen 1iipld
octreotide YU1A 500 pg NN 8 ¥ 1w WU 21 510 YT stool aAad
> 50% ABUMISNYT MIDNBINT 250 ml/ iU
ﬁ 4 6 [ TR
VINMSANYIVBIUBUNNG Romeu tozame® ludilw  AIDS
29 370 A refractory diarrhea 21 $10IAAIN  cryptosporidium, 1 518 910
' ) =) 4 =
Isospora ,7 518 1N waumg wui §i response AU 76% Tawdfinoy
[ Ed
aussdszwutudiiihminunndl, Kamofsky's performance gani
uaz lldiRaoinaume  cryptosporidium - 1asIweIRABI lFVIIALITIY
¥ ]
Julugrmdwadmgan sxmsfeendudiulvilu 112 fu waield
swinlUIminvenouauesldsn
L ¥
diarrhea 14 AIDS 1ufnwe1n orwfalaienindilsaes (AIDS
associated enteropathy 911 villus atrophy) n39910 pathogen A& uadin
[} [ w 9 ¥ d‘ o u’:
linovasuaussnamssnu w1 antibiotic Mimmizan faiu
. =2 d:ll. ¥ e‘ d.'l l =Y [ Y n’;'
octreotide  §43i 71 19 Tavna'lnniseongnt  WeiuAavinnmisduda
Ed
g a .. o . A
peritalsis rush motor activity n3on1suda elecirolyte secretion 3R

ASEAUNN peptide TU HIV 194
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- Diarrhea mna1mq§u 19U

: Diabetic diarrhea ’

fswanludihoiidhuumaw sia DDM @il autonomic
neuropathy 59UAY severe diabetic diarrhea ﬁ"lﬂmauauawiamﬂﬁm
UfFuznie antidiarheal drug Wuduidol¥ Octreotide ansOTN1H

US1121089 stool aABY LazALAYBININWAARAR Y

: Ileostomy diarrhea’

"lﬁ'ﬁmsﬁnmwfﬂuu 57w 'ﬁﬁﬁ'\ﬁﬂ proctocolectomy and ileal
resection (mfc'liﬂﬁﬂ 75-300 cm.) WIAABINYT diarrhea JINAUN steatorrhea
flinoudnone antidiarheal agemt 3oMzEADIMNS MAININIR
octreotide WUIINAYDY  octreotide ﬁﬂﬁ'ﬁnmﬁwm intestinal transit
time , A9 ileal output, vuasmandemsindens uinadeliffodfny
nuadta Taenuigiae 2 AuoIMsAtY ddn 3 5w udldeluving
geidameuauedlid SeagUi octreotide  o1wvxditszTomilugibe

severe ileostomy diarrhea ﬁ"l:iﬂauauaw’\"wnﬁ'lﬁ conventional treatment

: Short bowel syndrome ’
1&imsfnunludilon3idedvindlu  Short bowel syndrome
. . , g
$I 7 50 WuTNeRA octreotide 100 pg A 8 1WA ANS0AA

] F 4
fecal output ©3UwNNEIIAIRA Transit time voad 1 1diNuAY

44  yamEmvaummdszuymaANe I aTzma g, QuaTAUE, 2541



MY Octreotide 1 pancreas disorder
L‘T}ahmmmaswaumn%’auﬁwmm acute las chronic
pancreatitis lﬁﬂmﬂﬂﬂzﬁﬁ pancreatic hormone hypersecretion LAZN13S
activation of digestive enzymes muluda pancreas (84 ﬁ’dlfuﬁﬁﬁmﬁ
ﬂ‘lmiﬂﬁﬂﬂeﬂﬁlﬂgﬂmiﬂé‘i exocrine pancreatic secretion l@vzemnia
ufluannzdld el80nmh  octreotide 114 Tudoves pancreas
disorder lAun pancreatitis T]mf'ﬁﬂ, pancreatic cancer, pancreatic
pseudocyst, pancreatic ascites Ul8% fistulae UDNVIN  octreotide 9% inhibit
exocrine secretion (AN  direct cytoprotective effect Tasaanso
suppress local inflammation, induction of reticulo-endothelial system W%

(N phagocytic activity Y84 monocyte PN

1. Acute pancreatitis

ﬁmsﬁnmvj’ﬂw 31 70" Miilu severe acute necrotizing
pancreatitis #1450 octreotide 100 114 fa l‘(’l"llﬁlu'lqﬂ 8 F21u9 nda
fin IMoUAL 46 570 matched cases control A1 IN1A octreotide Wyt Tu
nquRle octreotide I 70 U mortality rate 30% HivUAUNGY  control
il mortality rate 50% wanANesNITsd YN NADA

a ﬁ 4 1 ) ¥ =; 4’ =)

onmsfAnEmiy’  wuluiielsunafigadu A 200-500 pg

»
IUAT 3 ATY WTTWIT0AA  complication score LH, 0f mortality rate

910 14.8% u control 1 8.3% ’lunq'nﬁ"la'f' octreotide

gamsmanKmngsZyTMasue NS semaIng, quaius, 2541 45



M3ANYT placebo-controlled trial YBIUBUWNG  Beechy'? 11u
placebo-controlled trial 1up§1'hu acute pancreatitis 19 iU Tﬂu'lumiuﬁ"lﬁ'
octreotide 9 101401 250 pg § AlARIMTamNAW 0.5 pg Aehr.
Wudu wuhennsaaamsld  analgesic Gafludmou mg veq
Pethidine) 1BUAI UAT indicator @M35U poor prognosis A
usmsaanieiuiues Het, serum calcium, albumin itz PO, BUN

hlodrigniada

2. prevent pancreatitis following ERCP and other endoscopic
procedures

fauddn Wy acute pacreatitis ndamsm ERCP luvesmin 2-
3% uAfiiun1ziil potential life threatening Hmsfnudthe 63 1
fiva  BRCP” niSvuiiioy 29 AuR1R octreotide 100 pg @ AldRIMT
fewih uaz conol 34 510 W14 octreotide NEgHARBARBULDZ
w1 procedure WU 90 waz 180 Wt ndah ERCP Tunguit 18
Octreotide ﬁﬂmﬁuqqumizﬁu lipase, amylase WOUNT MGy
control ANfUBENITod ity

fnsAnnfiludtheiwmnannds 2,102 5w i ERCPY
1851 Octreotide AOUUAEMAMI ERCP nfSvuifivufy control i
18 WUNENNIIARTEALYB serum amylase TRpgwihivddy ooy

funguit 18 Octreotide
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UONIINTIGINUTN Octreotide  §9011150AR  risk of pancreatic
complication MUHUAY  pancreatic surgery 14 91MsfAY1 Randomized
controlled multicenter study YOMUWNG Freiss”’ Lagnmy 111:;{1}10 247
) 'IU“?imN'W‘fﬂ major elective surgery fMTU chronic pancreatitis WuNU
complication ﬁwu"lé’uﬁ death, anastomotic leakage, pancreatic fistula,
abscess, fluid collection, shock, sepsis , bleeding, pulm. insufficiency, renal
insufficiency 1l post- op pancreatitis i overall mortality rate 1.2%
Tiuansedulu 2 ngu uAnud post-op complication lunguiild
octreotide WU 16.4% 1GURUNGN control WY 29.6% UANANAUBL
ﬁﬂi‘?‘lﬁ’ty Taoiame complication ﬁlﬁﬁ pancreatic fistula 1lag collection

ANNUDIITAIIU

3. Chronic pancreatitis

i pilot study finu1lu  chronic pancreatitis 91 910 ﬁ'lf!l'%"l.l
octreotide VMR 40, 100 AL 200 pg A AlARIMTY Y 8 F2Tua (fiou
fU Placebo 1HUa1 4 wks. WU YUIA 200 pg ANNTD BN pain 1A
ffiggn Taemudilungy constant pain ABUAUBIANTY NGY  intermittent
pain 1iieifivuiy placebo

Snnsfinumils #lugilae  chronic pancreatitis 6 51" ¥29 1

4 o H
wk usnia placebo IN®§ baseline assessment naanmiuld octreotide

s ] I .
yeaImaaummessyumuAue msurszmeIne, qunius, 2541 47



[ J

»
100 pg # alaRimisTuas 3 afe duner 3 wk udrAamugdn 3 Juse

o o

W WUNANTOAR pain score L@T analgesic use avld ﬂtiwﬁﬁ'ammy
4. Complications associated with pancreatitis

- [] . e . < J 9/

UN5U1 octreotide M1 195w pancreatic pseudocyst anuinla
warimalagunisdnyveauouwnd  Gulle uazamz” Tuau'ld 7 au
mavUIA pseudocyst Wiy 7.8 cm.  Taold octreotide vuIA 100 pe
3 aldRamis yn 8 $31ue Wunm 2 et wudl 4 919 vinaves

3 ¥
pseudocyst AAAY Uzl 42 % ANY pain MNRaUNTATOUT 1A wasms
Aourein” luau'ld 14 au Al pseudocyst YHIA 5-14 cm. 1850
Octreotide wwnA@udluszoznar 1 da wuhil pain we'l
complete 8 510 (e ldtfafiny 2-5 Fundainyr mBevuia pseudocyst
A ar o

a3 21% oAy 1 da

uenINHGNNAngMaduayU octreotide  nalunisiam
psendocyst N refractory ABNIM external percutanecus drainage UQAZEY

¥
dinsofvanmsndues gastrointestinal hormone warmstiuaIves

1 4
P o ¥ 3

q»i‘l-'i‘lﬂ HAIYNNTSAUAW jejunal feeding Tunu'ld pancreatic pseudocyst
imsi Octreotide w114 ¥nun pancreatic ascites 10 510" Tau
19 Octreotide 100 pg # alARIMIY NN 8 FaTua ww 11- 41 u sy

31 total parenteral nutrition nunld complete resolution YD  ascites

48  qamsmoaumbssuymaduensuralsseIng, quainus, 2541



9/10 570 partial resolution 1 53 lagrauRdvindUAUDIRDMITANIABD

22 U

B. Exocrine pancreatic cancer
lmjﬂwﬁsﬂu advanced pancreatic cancer 1NAWIATNMIAW
(Y v o <N o A A a a
mardalanundimswensalTsafilid - snenudeiii masSyiy
»
TaveauziF slud us oulug nnsedulae  growth factor uaz
¥
gastrointestinal hormone UAYINIIZ Native somatostatin §131350GUTINT
N0 growth factor AN 19U EGF, TGF-CL 182 GI hormone 181N
gastrin, secretin, CCK 93iimsnaaoni1 Octreotide 1% tunymanea
Q0 inoculated @30 human ductal adenocarcinoma of pancreas WU 3
&anindald Octreotide HiszdAuves DNA, RNA U@¢ protein content
YB3 tumor cell DAAY (UBLDA tumor growth TABdNITud iy aia
ﬁmiﬁﬂuﬂulﬁ'ﬂﬁﬂ advanced pancreatic cancer stage IU-IV"
4 ]
149U 10 57 Taeld Octreotide 100 pg Juaz 3 afa MyvuAyn 9 1
@ I'4 9} a a’: [ b TA
dlani sulduuiagaga 2000 pg Suaz 3 a5e wuiludihe stage I
i median survival 9 10U UOT stage IV 5 o Taviidile 4 10hd
Quality of life score Woumny healthy control wazahminda lu

waouulag
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m3l¥ Octreotide 4 Bleeding gastro-esophageal varices

HAUDY Somatostatin M1 1HiAANITaA gastroesophageal collateral
blood flow 1AMV IAINA splanchnic arterial vasoconstriction LATNS
i\ resistance T collateral circulation #MTMsEinIIAnMIFouifoy
Y09 Somatostatin U vasopression ud MU somatostatin 313
Uszninwiia uaswaumsndouriosndn

Octreotide é»ui‘lu Somatostatin analogve 'ﬁfi half life 817

ansaldiuniSouieuiu nsi sclerotherapy Tuau'ld 100 16™
wuhnguitld Octreotide 4110 50 pg & AUdUTUR Ak 5 pg 0
fhr w48 $2109 @107130 control bleeding 14 84% ieieuiungu
M1 sclerotherapy @14130 control bleeding 14 9%0%

U Variceal bleeding IM3finuuSouiioun1s1¥ Octreotide M
1371 balloon tamponade 'lmj'ﬂ'w cirthosis 40 AU wuiwa liupnaA
fu ondulunguiild Octreotide a5 IAILAINGT

aSouifivy Octreotide AuMs 1 Glypressin $WAU  Transdermal
nitroglycerin lﬁﬂ control variceal bleeding22 WU "lunfju Octreotide
#1150 control bleeding # 12 $alus 1éAndifle 78% Tuvmsziingn
Glypressin AU nitroglycerin control bleeding 14 59% mounindiou
Wy survival veaaaeanguiuanmafu

dmmsle octreotide "luvjﬂwﬁmﬁ"w upper GI hemorrhage 911

peptic ulcer Woudumsld H, receptor antagonist wun ludianunanai

30 pamsmOANIARG sy YMNAe IS s A Tne, QuaTRuE, 2541



o
Aulufu rebleed, MsrRANTOORTINY ATUA MY UGH hemorrhage

L4
NUHA TUATSIMNEDIMNTHUUNLINYEY octreotide BIS1NADY

Side effects of octreotide”
1. local reaction l%]J]J?l’Jﬁlﬁﬁﬁm
2. GI discomfort 1Al N/V, Abdominal pain, flatulence, diarrhea
wild 13 vesdlferilide suTushausn eamainermeluies udld
Suvme
3. Impair post prandial glucose tolerance
4. Acute hepatitis WU Idiosyncracy H310amgihe 1 57
5. gallstone W04 1020 % Tumeil¥onszezenn Ainuinidly
cholesterol gallstone ai‘uwmnnnﬁuﬁ'wmqnfﬁaam ileasinmsan
3 YD3 cholecystokinin uaglims supersaturated bile, abnormal nucleation
S1hiTiSEdeafu dmdumstauusudersuiingg
YUIAUITFY  Ampoule 1 ml : 0.1 mg
TNV THNE 545 UM

Wl luswueit 132391u310 pregnancy, breast feeding

permnaumaIzIIMANe NI IEmA Ing, quamig, 2541 51
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Management of Adult Patient with Ascites Caused
by Cirrhosis
AASLD Practice Guideline

woy.ognsil dminduv
w.e.un.ey¥a gneyns
wo.ungimd @voruun

MUWMUAN M, SHATZINNGINGD

A% ascites unMIzININGOURGNQYEY cirrhosis  A13TiE
ascites !ﬁﬂ‘ﬁu ﬂ»ﬁyﬁqmaz decompensated cirrhosis uaxﬁmi‘lu indication
pouNile dMFUNMIM liver transplantation Uszanud 50% weedihy
compensated cirrhosis 93IAA ascites Jumelunm 10 1 uazidleiia
ascites U1A2 dasIMsogsoanulu 2 3 sxiiszanu 50% i

unmmfﬂﬁuBummami%’ﬂmé’ﬂw ascites 910 cirrhosis 5]?4
(SUU58901910 guideline Y99 American Association for the Study of
Liver Diseases (AASLD) éﬁ’mi’m]ﬂﬂ Bruce A Runyon ﬁﬁmﬂu

Hepatology 1998;27:264-272.

Ascites
3t o 3/ 3 o A
r@,ﬂwwmmﬂ ascites HU 80% ILINAD1N cirrhosis YUEN 20%

l‘lcj‘u non-hepatic cause |%¥U peritoneal carcinomatosis, tuberculous

56 gamsmANImMEsZYLMNANe IS szima Tno, quanius, 2541



@l = 9/} ar & a g
peritonitis WUAU MIT5NET ascites 92 Idnadsuduvzdesldsuasinse
ﬂl 1 A! or Qrey e d’ ey
uduou  annnmsdnlszia  (Teemwizdseiamsaugs, dszia

Thfadudnau), M5ATI19919M0 LazmTm diagnostic paracentesis

Recommendation

9/ 1 Y 3 I -

AeNT new onset ascites MN310 TN lunTenenlsmeruna
A23M diagnostic abdominal paracentesis sauanninee Idmsiteteudn
10-27% 83019a59nuMsAne lureaiassudie

MIATIINUIG  dullness  VIMITAIZNINA LS 19U DIN D9
Mool ascits Tifeonin 1.5 L lunsdinlufl dullness Tonad
I ascites 19 921(0OAT1 10% MIN1 abdominal paracentesis 113D
= ' o ) t 1
ANTEAMAUMAUDY ascites ADENTIATWMAzA 910 TNuma wenon
gy . . vy
HUITINITONTIIND unexpected infection laae

¥ . L= =

NAUNTNFOUINNITNG ascites WUNINNBEINAAD sz 1%

. L) b3  t A =2
(abdominal wall hematoma) MTOLUNINLHIN bowel LL!J’.)W:WU‘J'IQﬂ‘JUfN
71% % abnormal prolong prothrombin time uAnNMSAnYINLIIMT I

1 1 . 1 o &
blood products ¥4 FFP B platelets 19U paracentesis lifianuduily

A4 a n’: 1 F N E=3 9 Y
Tasmwizidlenosaanm leveuas Tomaifanaunsndoy  onduly

asdloMsuUTAIuIY DIC (disseminated intravascular coagulation)

£
o

ﬂﬂl;‘:ﬁﬂﬂﬁﬁ‘l’l’ﬂy‘a NuonFaRuN prolong coagulation parameters mla

39137391 paracentesis
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Ascites Fluid Analysis
Recommendation

1. initial ascitic fluid analysis U52N0UAIY cell count with
differential count ILA% serum-ascitic albumin gradient (SAAG) 01 serum-
ascitic albumin gradient > 1.1 g/dl (11 g/L) 19104 portal hypertension
vmsfisedy SAAG < 1.1 gd Uadedihoes1i1dife ascites 90m3il
portal hypertension HazA2I5INANN 19AUDY peritoneurn 84 (accuracy
97%)

MIAINTI cytology l'ﬁ'ﬂﬂ malignant cell 'If'l.l dua5i e luse
'ﬁﬂw‘lﬁ"ﬂ ua lanma positive i1 loiieq 7%, sensitivity Y03IN1T smear €
mycobacterial bacteria (ou 0%, uA sensitivity 999 fluid culture §IMTU
mycobacteria G483 50% ((10991N tests meriiinnume fafunisds
ﬂﬂﬂuﬁﬂmﬁmﬁ'ﬂﬁammt{u

2. 1uﬂiﬁﬁﬁd bacterial culture A15 18 ascitic fluid 10 ml. TuvIA
blood culture Vfﬁf:ﬂ‘lj’jm’li culture ascitic fluid ﬁfl PMN count > 250
cells/mm3 f’ﬁﬁmﬁ culture Tﬂtl “Conventional” method Tﬂﬂ1ﬂ1W13L§6
Sufiu s0% iWedousumsdaluvia blood culture T lomamiziioiy
03 80%

81l ascites Uszanai 5% fvsfiaungueamsiia ascites 1N
AN 1 967 miuvi’ﬂw cirrhosis ﬁﬁ carcinomatosis peritoneal n3o 0193

SAAG > 1.1 g/d1 14

s a ' .
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Recommendation in Treatment of Ascites
AP 4 o ] T 4 Y
1. Tunsdifidihofumdr uuzihlivngady nuinsvgadumé
“lué'ﬂ’w alcoholic liver disease 92815011 reversible component U4
0 a . 1 :l-d” ¥ =] b 9/
alcoholic liver disease UNAMATUTS uariinald portal pressure 1””..
vvesenaugUnduasnig ascites ITAdUTUBIABIIATU
2. ¥ sodium restricted diet (198031 88 mmol/day MIeIMIA
NaCl 2000 mg/day) 320U oral spironolactone 4@ furosemide HI9

UsEUIW 95% LADUVAUBIADNITIAY

ANIMNIBVBIMISNEIAL IR urinary excretion 483 Na* 11AA
78 mmol/day (88 mmol/day of Na' intake -10 mmol/day of non-urinary
excretion) @M3U  diuretic A5 1W spironolaclune 100 mg TUAU
furosemide 40 mg Tuguenurlsemu Taolimewdhifiondadior msld
i ladanitufivedudvmanmsinyes ligvmsIiiasss Tunsdl
fimsnovauodid sruiuviIne1dauie spironolactone 400 mg/day
WAL furosemide 160 mg/day Tae1SATIEI 100:40 FINUT ratio YA
ﬁvnz‘ﬁws"ﬂmﬁm]atfﬂjm Potassium 1¥UnA ﬁluﬂiﬁ‘ffiﬁ renal parenchymal
disease M3 1A spironolactone 'Enilﬁﬂﬁ’ﬁ“ﬂiuuﬁ‘lﬁm hyperkalemia 81991
fhudosnlaoudiu Amiloride Failsimumandi oz effectiveness 1oonT
fa'laifidoagufimineudmiy daily weight loss Tudilofiil ascites ualy

1.4

seiN 1l edema, daily maximum of weight loss AI5USTV W 0.5 kg.

2
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o ot r

[ ¥
niolunsainiiviniwdie ovenlfiiminanadldiuay 1 ke A7
HQﬂ‘lﬁl diuretic 5193’.'{]3015@ encephalopathy, serum Na' veenil 120
¥,
mmol/L 182 Iinouaupnen1s91ia1i1AN M50 serum creatinine NIAAT
2 mg/di
red o 3 & @ : I'd 1
3. liianuiuiludesdridmin &1 serum sodium wINAM 120
mmol/L ondu immediate pre-liver transplant setting NAI595Y correct
N1I% asymptomic hyponatremia Tﬂﬂﬂﬂﬁué”m:'ﬂ'm cirrhosis naz Taifey
10T U04 hyponatremia MNN serum sodium 1BYNI1T 110 mmol/L
o [ o
N305LAY sodium aRAIBE1ITIATY
4. Bed rest 84108 data 910 controlled trials Glﬂ"]ﬁﬁﬁvﬁlgu’h
A . . Yt
13 bed rest BE1ABINTIIVAA ascites 1AA
5. lunsdifiliedl ascites W @wW150W1 large  volume
1 4
paracentesis 18 nssaz 4-6 L Taolusuiludealw colloid transfusion Ma3
¥
o o 1
inﬂuuﬂﬂ’J'Uf'}lJTﬂU sodium restricted diet 1l8% oral diuretics sold
6. 14150 1% urine sodium excretion Lﬁ’aﬁﬂﬂmﬂ compliance Y93
L A 1 T
117018 (24-hour urine specimen 92100 18AN1 spot urine) 13U Tu
qq']ll ar R 9 1 °N o
nstifigthedy sodium sonmailaendz’ld > 78 mmoliday usivimings
[} -] ° o 4 1 ) a
Tiaaas  AarseziddwunihiFesmsquindeluems  uaddiedu
» [
sodium vonNaa1s1d < 78 mmolday waziimiinluaafalseziiu
VYUIAUDY diuretics

7. fihoiimeuaussdemsidoduilaaiy (divretic sensitive) f
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A1351 1A sodium-restricted diet (402 oral diuretics 1NAYTAY serial
paracentesis

= o . . L . . d'd

8. AITWIITUINT liver transplantation lurdﬂ'w cirrhosis U

¥

. ES S : 4’& Vo ' 9 ) et
ascites 01 Wildove  Meililesnnhdanmsegreavedilomariiil

o1 50% Tu 21

Refractory Ascites

Refractory ascites MYIWANNDINIE fluid overload ‘?llvlﬂ response
A0 sodium-restricted diet 11a high dose spironolactone (400 mg/day) s
furosemide (160 mg/day) Taw luifilsz Yans 19ungu NSAIDS Taud §f
110fifi refractory ascites (daiiedmsmenseivealsn'lia BRI INT0Y

=9 -} =4 T :
T0A U 1 11 zmaeiied 25% miu

Fafiazueno failure of diuretic therapy

1. Minimal to no weight loss, with inadequate urinary sodium

. @ .. 4 a4
excretion ( < 78 mmol/day) ‘Vld'ﬁ"lﬁ’ diuretic 1AUALA)
& o o o . ' = -

2. U complications UDARI51Y diuretics 1uUMTAalaw nio

electrolyte imbalance
r W .\ . 4 . v
dszanun 10% mmr;l‘ﬂ’w cirthosis N ascites 92 refractory #19

standard medical therapy

pamismnAImEszIIMA eI sz Tny, QuARYS, 2541 6l



Recommendation in Treatment of Refractory Ascites

1. Serial therapeutic paracentesis Nl 2 dla Taelaisuiludas
i post-paracentesis albumin infusion fueIzeontaon 5 L !ﬁﬂdﬁnﬂllli
{ioyaiigniiims 18 albumin 9z0a morbidity 150 mortality

Sodium concentration 1U ascites fluid TndiRgafnlu plasma ﬁu
fie 130 mmolL §191z fluid 11 6 L = 130 x 6 = 780 mmol AthwiiAy
sodium 88 mmol, 8191 Na™ 1 non-urinary losses 10 mmol/day W31

cvhuman Na Tusaniodn 78 mmol/day Frumsfng fluid 800 6 L

MAVNISYY sodium ‘ﬁlﬁle‘N 10 7 lunsdl large volume paracentesis
a19f91501 1% albumin replacement Uszinm 50 g (RAY 4 g vea
albumin A9 1 L Y84 ascitic fluid H1912080)

2. W13 Liver transplantation “luﬂq'miﬂw'?i refractory @@
medical treatment

3. #9150 Peritoneovenous shunt unsdifi igunsam Liver

-

transplantation wag luenuisan serial therapeutic paracentesis ¢ e
14 1 1

Wiz d it eannliUseIar Wand Meanneuy  1iseninnuyin

Peritoncovenous  shunt ¢¥waad I Tufieglulsmeuia, aavua
. B =a ¥ i o ) A o

Y04 diuretic 719 8619 1sAmwezlidynuTesnisgaauved shunt Tuszoy

» 1 .
0172, 31NN, MIAA DIC, MIAMTD 1az iWudnIIN150yI0n 1o

LﬁUUﬁ"!J medical treatment

Spontaneous Bacterial Peritonitis (SBP)

62  gaamavmummdssuymuAue msud iz In, quaniug, 2541



SBP iilunnshiil positive ascitic fluid bacterial culture Teet

ascitic fluid 31 PMN > 250 Ct:lls/mm3 Tﬂtlhll‘lﬁﬂn: intraabdominal 118

Ada

. . 3 b = 1
surgical source of infection Tunsdiniionms 14, thades Aliawnse
sfunelAvnaumadu Andsiims¥nyuuy SBP ul¥i PMN vifount

= = i
250 cell,’mm‘1 ﬁmu FAUTUTNNIZUN Bacterascites

Recommendation for Treatment of SBP
A 4 v .
1. fihoifu 3 luTsmennadodes ascites n23185UMSH
. . A A e '
abdominal paracentesis 1Az IUATARNDINTHTR LUl Mmsuans ua
oIminTenamins 29Il §iansidh 148y infection 1 18, 12a
‘Y’I’BQ, =§'nm, acidosis, leukocytosis, renal impariment A7I39EVNINTIO
ascites AAAINHDN
LT .. . ' 3 ¥
2. §1oW ascitic fluid PMN count 410031 250 cells/mm’ A75 14
Ju empirical antibiotic therapy {%U Cefotaxime 2 g- IV %N 8 hr. sz
5 U FIINIT0ATOUAQN common pathogens AUA E.coli, klebsieila
LAY pneumococcus (114 RCT WUEZANT ampicillin + tobramycin) A9
nanaeans I aminoglycosides
a Y1 ' dy ¥ 3/
Tunsdl alcoholic hepatitis Atl2onquiin1nudw'ld, leukocytosis,
1 t 4
abdominal pain Fandwadady SBP UATWU PMN 14 ascites qﬁu Tu
nstiinsinudThusu@onty SBP sundwm culure nAUIN dumwiz

4 yod
e TivuTangan
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3. 1ol ascitic fluid PMN count < 250 cell/mm’ waziie1ns
HALDINMTUTAIUIVONIIN  infection AITIASY empiric antibiotic
treatment (150K culture MITLTOIINNUT Tudithosswezanse
$1393NWY infection Tﬁ'ﬁfquﬁszﬂz bacterascites stage ﬂ'ﬂ‘uﬁﬂ:ﬁ neutrophil
response N3N SBP 910 secondary bacterial peritonitis (free perforation
of hollow viscus 130 loculated abscess lao T perforation R
perinephric abscess) ﬂluﬂifﬁﬁ’ ﬂijn secondary bacterial peritonitis NANUN
ascitic fluid 928 PMN > 250 cel/mm’ (@7UNINMAI1WWU), multiple
organisms $IAUMIATIVNY 2 Tu 3 Sodo il

Total protein > 1 g/dL.

LDH > upper limited of normal for serum

glucose < 50 mg/dL

&3 criteria mai ww'ld sensitivity 100%, specificity 45%, 1
18N secondary peritonitis mﬂmsﬁﬁ perforating viscus llﬁiﬁ,‘lﬂdn non-
perforation, sensitivity WA 50% ﬁufu'ﬁqﬁ'aﬂ%’mi follow-up Tuns
uen Taungu SBP naq'ld antibiotic 48§11, ascitic fluid PMN count

[ » 1 4
9z nAay ‘llm:‘f"lﬂf]ll non-perforation peritonitis eIANAY
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Follow-up Paracentesis

111@:1]3&1 SBP ﬁﬁ typical symptoms, typical ascitic fluid analysis
(total protein oA 1 g/dL, LDH wounh upper limit U84 serum,
glucose NN 50 mg/dL) typical single organism 121 typical dramatic

¥
clinical response ﬂqummﬁ"lnﬁﬂmuﬁuﬂuﬁm repeat paracentesis

Possible Oral Treatment

imsAnINLN oral ofloxacin MW@ effective 111 parenteral
cefotaxime J1UNII3NY1 SBP “lurj’ﬂauﬁﬁ'lu non complicated SBP fin'li)
bacteremnia, UGI hemorrhage, hepatic encephalopathy U@2 normal renal
function 8614 lsimwAsieITENATINMSANURNLRREEUE AT T

»
o s
IPU

Prevention
Risk factors 1UN510A recurrent SBP 15znoudie
1. ascitic fluid protein < 1 g/dL,
2. variceal hemorrhage

3. 1AENA SBP 11n9U

Prophylaxis Recommendation

1. ¥ short-term inpatient quinolone iwetlosdu sBP rluélﬁwﬁﬁ risk

factors

- low ascites protein ( < 1 g/dL)

PATIIUIBUINNGSE UL AT U 52 Ty, QuATAE, 2541 65



- variceal hemorrhage

- prior SBP

Tao1¥t norfloxacin 400 mg/day 7 AasRe15an 1A intravenous
antibiotic prophylaxis 111&'1“’]8 cirrhosis ﬁﬁ ascites v"imﬁ"w variceal

hemorrhage Taommizdrdeai endoscopic sclerotherapy
2. Long-term outpatient prophylaxis awﬁmsmﬂmj’ﬂwﬁmuﬁ SBP 11

ud? uansI¥ oral ATB dhunannu Tusemy survival tageiuiia

quinolone resistant gut flora 1182 fungal infection 14
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Antituberculosis Drugs and Hepatotoxicity

un.gqmod wdUssauso
HELUNIORNR nuE
wAunIEHAN [Busnars
HUWNNIANDINIT, THATI I+

wwwszuumuAunele uaz s lsn, sw.AT 19

[

Hagdutalsnduiluilgmaddguealsamalnouasvealan

»
a &

»
Taoawizluganiimsaade HIV %119 incidence 484 berculosis U

1of e

Wuediann  uiinedigasmitidsz@niamlumsiomildwa Auadil
] dl. L] 1 o 1 g&
wadReainylAtios hepatoxicity Huilymininnu drigetimila
& = . . = ¥ - Var o}
11199910%31897U incidence 19 10-25% Yol 1ATuy1 wazunoil
R A s 9 4' a as C 9
anuguIsudeiiald  Woannmsiniulsn  Tuilogtiudealden
) 1 - 1] e e A 4 -
wawsiiaswiu  msszydiedaladmilafluaumng iudeS aves
v
@ A L )
hepatotoxicity WU a1 lRennuaziitedl hepatotoxicity udndalan
& aad e o b v d’
suimalriandanudmivmsquadihenguil
Antituberculosis drugs lm‘lJT]ﬂﬁJ’JEJﬂlgu Streptomycin  M1T0M
Thifa hepatotoxicity 18 uadafifitlymlunmlfiideseafe Isoniazid

( INH ), Rifampicin ( RMP ), 182 Pyrazinamide ( PZA )

v - . [
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Hepatotoxicity of Individual Drug
Isoniazid ( INH )
Incidence

1. Subclinical elevation of liver enzymes wu'ld 10259

16-9]

2. Clinical hepatitis WU'l# 0.5-3% “” 910 meta analysis WU

0.6%""
3. Fulminant hepatitis WU'lA 0.05-0.1% fla 5-10% veadiluiil

. . [1.26.1112)
clinical hepatitis

Characters
- dwlnaidhuuuy hepatoceliular (90%) d@annfouiilu mixed
hepatocellular and cholestasis (10%)[”
- onset inlARauA 6 dUawi-1 T usidaulng) falu 2 ideu
usn™ wazerunaiFanelu 10 W8 115wy Rifampicin
- 3inTipIMSUVY flu-like 4z GI upset Wnnneu", jaundice 13
sign ﬁwumn'ﬁqﬂ AIUANYUZYDY hypersensitivity i¥U fever, rash,

arthralgia, eosinophilia n Tuwy™

Pathogenesis
-y dl Y & w ) [ [] & ] . ﬂ .
na'lnmaifanuiesadalinsunida usmi¥omivzilu direct

' A
toxicity nnpiuiu hyper-sensitivity 1H839111

) o &
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- Incidence B4 liver dysfunction Wu'ldAsudragaiuni
ity hypersensitivity

= ﬂ'ﬂ"lzjwu allergic-like reactions 15U "l“l,]l, rash, arthralgia,
eosinophilia

- nause rechallenge 18Tae laitfia recurrent hepatitis an

]
= =

na'lnfigeiuunniigafor iy metabolic pathway v INH

ﬁquﬂ[lo,M.IS]

INH

Acetylation

Acetyl isoniazid

| Isonicotinic acid Hydrolysis

Monoacetyl Hydrazine

(MAH)
Acetylation Oxidation
(Cytochrome P-450)
Diacetyl hydrazine potent reactive hepatotoxic metabolites

(DAH)

Liver cell necrosis

QamIsANIRMUIETZIUMIALe TSI TEne Ty, QuTAS, 2541 69



Predisposing factors of INH hepatotoxicity

1. Acetylator phenotype

¥
o a4

= g at ' = = J
UUDYAMINAUUAYUIN fast acetylators NANUAUIUINNIT

[16,17) 20}

A 1 A o 1 [18- [
Hion Slow_ acetylators UAIIWIEAYIUINAIN wpvayaIzes

1 4

ndq Tnamsane lngqasUan acetylator phenotype laitima “

[19,20,30]

2. Elderly

3. Female (e

[2,19]

4. Black

00 9,20,23
5. Malnutrition [ :

[19,23-25)

6. Alcoholic

[26.27)

~1

. Pregnancy

o

B2 dnsAnunszezwaniinua hily ™

Hepatitis-B carrier

[25]

8.

9. Abnormal baseline LFT
Poor Prognostic factors 2l

1. Onset Y®4 hepatitis MAa 2 iAoy

2. Bilirubin > 20 mg/dl

3. 14 continue INH HADININABINITYDY hepatitis
Rifampicin ( RMP )

Incidence

1 4 [
hepatotoxicity 990 RMP 1iuvenldutiusudeuden tisann

Aheinld RMP sy INH hlduenlduind hepatotoxicity (Ha9IN
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»
INH, RMP #50910919 2 @7 isimsudannumneraiuilu RMP

4 a 9/ T 9 ] 9
hepatotoxicity Tuszozusng™’ FaTequda1d INH Swes dauveya
Ja ¥ v a o ay [32-36]
sy RMP dadeniu ddeouin
Characters

.. A Y [14] ] 1 '
1. Hepatitis 158U 1¢ rare " iws1z5109medmIngjves RMP
1 4
hepatitis HU

14 INH 52578

=)

- 811414 INH 52udae  awudhilidoya baseline LFT ua

¥

aa o o J @ .
NUANTITINGNIL hepatitis Auangnaiuly

wihen meta-analysis WU incidence Y99 RMP hepatitis~1.1%

» ]
o aRndediiadenantieiy Aniudadlidiyedn RMP hepatitis WU

Yy ¥ ] L. A a 43 P 9 v [ u’: a
Ilﬂ uay HANTIE hepatitis mﬂﬂ‘uumﬂﬂimnu INH Humnan ns

AT¢AU  Cytochrome P-450 310 RMP 115 aagiWy metabolism 104

» ]
INH (7@ toxic metabolites 104U A munugiinnga luds "% i ld

incidence Y04 hepatitis 1ia1% RMP $2ufu INH q:i‘fmﬂu ~ 2.7% 1oy
80 0.6% el INH #ader ™

2. Cholestasis : WU RMP @ W1503) competition A1l bilirubin
excretion MIIAA  cholestatic jaundice llazan BSP 5151?»1 reversible ‘18

ndamga

AT AU IAUUNNGTZUUMIUALO IS5 A Ing, QUAIS, 2541 71



Pyrazinamide ( PZA )

Incidence

Hepatotoxicity 110 PZA 1Juiidsnfuiiuedied  naandinms
i1 Pza wldEa lussezusn (1950s) 1914 dose qada 40-50 mg/kg/day

WU incidence Y0 elevation of SGOT,SGPT~20%, clinical hepatitis

(141 ¥ [39.4041]

10% UASWLU fulminant hepatitis 4
1 ar = [] 1 o

uAndannimai PZA w19 Imailu short course regimen Taw

W dose A1 20-30 mg/kg/d WU hepatotoxicity anautiueg1an (East

[15.42)

African / British Medical Reserch Council 1969,1973 ) Tuszozusn

SuBoiimsl pza saufu INHRMP lihidiAe hepatotoxicity 170
funi1 INH+ RMP Tao'hifi pza ™5
o6 lsAmluszisnds SudTwaun PZA low dose i M
¥ incidence v®4 hepatotoxicity Tu regimens ﬁﬁ PZA ﬁguqanﬁ
regimens ﬁvlliﬁ PZA ™ uazwuniz fulminant hepatitis 910 PZA low
dose 1@ 1"
UA incidence Y09 PZA hepatotoxicity ﬂ?ﬂ‘]‘lfﬂﬂﬂﬂ"lﬁﬂ‘m
msrzumy liifideyaild Pza iy monotherapy 1ao Htharneswani
incidence ~ 1.25%"

Characters

(P dose- related hepatitis
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Hepatotoxicity from Combinations of Antituberculus drug
1. INH + RMP

' 1 4 v
' a o4 r - 3
WU incidence UBY hepatotoxicity (WU nuuely INH

(14,32 ]

FUAUI90FAY  AOWY  abnormal LFT 20-35% Woufy 10%

[14]

iold INH aufvd™ wogwy hepatitis §9 2.7% 1fivuiu 0.6% ialy

INH auded™”
aunA¥o185UwIN RMP A52RAU cytochrome P-450 13314
metabolite U9 INH fio Monoacetylhydrazine { MAH ) ﬂmmﬂu toxic

v
| [10,14,15]

metabolites 41NV Aauginna hiuds
2. INH + PZA

] 14
WU incidence 84 hepatotoxicity ANTW  uavenlulaiuia

910 additive effect NIDAN enhance toxicity Fanuuazniu

3. RMP + PZA
[ a9y :{ a ] ¢'| 1 [} = ‘:'I [ a
m"luwagamﬂﬁm um‘m1”lnmi1:uwaqnnuuazﬂu 3 | P
PZA 3 metabolism HIUN microsomal deaminase Gl pyrazinoic acid)
(A% xanthine oxidase (1AA 5-OH-PZA Way 5-OH- pyrazinoic acid) i

18r1mn14 cytochrome P-450 '?‘I‘H:Qﬂ induced 1#@28 RMP"

4 - ' -
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4. INH + RMP + PZA
17 recent studies WU incidence Y83 hepatotoxicity 0

»
combination HAINIIN (AALUDI910 reference 49)

Reference Year number of  Hepatitis % Raised % drugs
pts. transaminase terminated
50 1981 330 3.0 . 30
51 1982 1027 2.0 30.5 2.0
52 1984 213 2.8 13.6 2.8
53 1991 240 25 26 33
54 1991 1386 23 - 1.6
55 1991 310 0.6 - 0.6

Overview of Hepatotoxicity with Combination Antituberculosis
Therapy & Rationale of Management
] ¥
1. INH, RMP, PZA FHuuii g hepatotoxicity 184 3 @2
uAFo31 RMP 109 rare NzM1AIAA hepatotoxicity  ANwuIvzifianIn
] 3 .
msnszaquiu INH wnnahilymifissdatiudie wudill hepatotoxicity
Y oA
LHaInfe
.. eoa a a
- duilu hepatitis YuIAAIN INH (+ RMP) w50 PZA W3
¥
910 Y19 INH (+ RMP) 1iag PZA 571U
- iy cholestasis 17n Tuneudiuilym vnziinds RMP Hirou
{14,56]

o .
2. 810U hepatitis 1UWUI 2 patterns Nozwy'ld

1) Early onset : dnifianolu 2 dilavindannldiue &oe

74 gamsmRummdssyumuANesuaizmaIno, quaniug, 2541



119217A910  RMP enhance INH toxicity WU recover 18137 uag
prognosis e
o o s ) @ o o
2) Late onset : Nnifanmonds Lieundsnn1dsue (o
MNLIHRNN PZA hepatotoxicity nuNdl prognosis 107 flowy hepatic
failure az@uFIn 1 1420
0610157 M314 duration of onset W 1duenefiuaumg

¥
LY

i liensadedeld wivowmue dniududa hepatitis 3187
masngaenita 8 d e (42

3. whmdnn18ueh 3 fud flhodaunitseniuus
transient abnormal LFT ugilderunse prediet 141310 laeeidluun
transient 5161995 progress  JuUINANAUTBUMINGS 14T Lo e T
INSIERUN poor prognostic factor ﬁﬁﬁ'tyfiqn VoIMIAA liver
failure ApM3lATY um'a"h]ﬁ"qq?'uﬁn hepatotoxicity &2

S my abnormal LFT figuname  asmgantiiasde1inon

1ue

4. Cut off points YB33LAU transaminase AT bilirubin f‘ii]:
nyao wumanaliu ludud e Wy

- Transaminase level ﬁﬁ‘ﬂ‘ﬁ'ﬁ 3 tMYDY normal upper limit o
s ™, 6-8 ™ uadwlngjinl$i 3 o

- Bilirubin level Wn14f 3 mg/al

W TMOAAMETEIYN NIANe IS sEina o, quaiug, 2541 75



5. Frequency of LFT monitoring
d‘ o g -y d' al
IUBIINNIT detect NNIT hepatotoxicity Tﬂfjiaﬂmmi Hioluol

jaundice wdrhmundumsdr @wuly  maeueari hepatotoxicity
tudunnweauninuds  §ofu carly detection  AARYARENITATIO
LFT dluszazq Taedanudveslunsassuandaiuiludiboudaz
$70 ﬁﬂ [14.57.58)

1) YATWATISATIY baseline LFT foUTUMITneAte)

A lsn

]

2) §ilaw#ii) baseline LFT 1n@ uaz 131y high risk groups
¥

=t

919A329 LFT 91 mwiziolie1n1s aads

3) §ilo#iill baseline LFT AmnA  w3eiilu high risk

D+

=

groups  MienaIMIinyuSuil LFT Hamlnduduadsliwnteszdvi
3/ d'dv ] ar I'd a’d’ o 1
doamyaor A75A5I9 LFT DA 1wy dilendazads wiomnnnd lag
1 a [v LY & v Y
mrzedwoaly 2 iAeuuInHdIMIsTaN  FINudATIMIING

hepatotoxicity § aﬁq f

Recommendation for management of Antituberculosis Drug
Hepatotoxicity

1. neulinarsefunelddihonsudaTemamsifanadiaufiog
1 o A a a o’ [} & A 8 ) o
ADAL  UAININDINIINUITNTY 1FU  (URDINTT, ﬂau"lﬂmmuu, 7

=] A ¥ ¥y A '
aDdn U any GlH'MQﬂ!l'll.!ﬂ'.)i‘L'.ll‘l'H'lu'll‘l‘l(ll’.i
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2. vanidomSonyadumdn
3. @579 LFT ﬁnuﬁumﬁnumnsw
4. Identify high risk groups el closed monitoring LFT 1y
nguilldud
- Pre-existing liver diseases éﬁ')uﬁi cirrhosis, chronic
active hepatitis A
- Alcoholics
- Malnutrition
- Old age
- Pregnancy
- HIV
5. fihofiiiu high risk groups luitluderwmenis o1
’3"!';1117?111‘:»1 3/ uafea closely monitor LFT
6. vﬁﬂuuﬁﬁ abnormal liver status ag'n'au p19IMsl5y regimens
msfmnldmnzaniluneg 1 ududanuguisives underlying liver
diseases LIATADY closely monitor LFT
7. fthoiidu TB tver  W¥msinudaoodndaTsnldn
Und  LET w@tundal@msine udans closely monitor LFT
8. MINDITAUMYAL
1) M3Yigae INH, RMP, PZA W 8 63 it

A ege
- U2 IM IV hepatitis
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- SGOT, SGPT = 3 i
-8 synthetic function failure fie albumin My,
r_}
coagulopathy Y30 hypoglycemia
2) A2IME)A Rifampicin 1 bilirubin = 8 mg / di
9. wawnnganduiulsn  Addeliiulsafiguuse wu
advanced pulmonary TB, Disseminated TB, TB meningitis Hudu A9
of L 1) "l A i ) 1 Qs 1
WS aurtulsaldn sus¥nsndwendun iiinodody iy
Ethambutol, Streptomycin, Ofloxacine pgioy 2 @7 WA
- 4 . -
hepatotoxicity STHIUA  uazIleANNTD rechallenge o Ta TaniRy
Y o 1 y 3
ndudanldflumadide Saneongaounariily1x
»
mindaulsaliguuss  szwhaildlidufludealiordmiulse
1ﬂ‘_l[57,53]
i - . 2
10, 1iiee9nnalnmsiia hepatotoxicity VoAU TIANG 3
 J
o [ Y 1) t af L A o -
&1 falunswiniueu  Antuile LFT nduuuiluln@uda (scor,
14
SGPT< 2 i1, bilirubin UnfA) S9aN5anAany rechallenge 819nn3114
@nAuTus1wNAA fulminant hepatitis 1AAITNOIWIN rechallenge Mitn
= 4 ) A 1 1 1 ar
arsnaniaes U 1Fonguduilill nadedulting)
1 9 1 [ 1
wuiithodming (-93%) @unsn rechallenge 1A iduma
gulqy P
11. A27 rechallenge UIAWEWL 9O INT  hepatotoxicity

incidence A1 uazll efficacy A noundamuddufio INH —> RMP —>
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52.58,61]

PZA

47UIBM35 rechallenge &ut‘fﬂﬁﬁ Standard regimens N 3
rechallenge é’mwme‘iv] fou nﬁ'm'amﬁuﬁm’hq %39 rechallenge
full dose Tthae  1i{oa9nnalnves hepatotoxicity vowwAazANiY §a

o

Tinswdaou  AniuItiasadu 1N rechallenge  ApvUIAAT 9

fOU LATADY 9 Wudh q srtasadunit™ ™ gnfieady
39U 3 33U 39U
Isoniazid 50 mg.—»100 mg.—>»200 mg.—> 300 mg.—)l‘i{:.l Rifampicin
33U 34U 39U 39U
Rifampicin 150 mg.—>300 mg.—»450 mg.—»600 mg.—>(31 Pyrazinamide
3% 39u 39U

Pyrazinamide 250 mg. —)500 mg.—>» 1000 mg. '—)1500 mg.
LEL 5""'1“!"\']59\5']% LFT N 3 u 'H‘ID luﬂﬂﬂ'\ﬂ'l'i

»
12. M0 rechatlenge 1ndUAU1ATIMue IMldganduae’ll1a
1 = V. & [ LY da ¥ (o
VUATY UANING hepatitis YU HAIN rechallenge twlA ATy
. [} =l dl o 1 1
regimens M1 Taondnideasidiainar2ly wu
1. M0 rechallenge INH, RMP 14
- 919 rechallenge PZA A8 f1duieldqns 2 HRZE+
4 HR
-019'ly rechallenge PZA on uﬁ’ﬂ':’r'qm 2 HRE +
7 HR
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2. WinuN INH
-1¥qa3 2RZE +7RE
3. MR RMP
-1¥qns 2HSE + 16 HE
(H= INH, R= RMP, Z= PZA, E= Ethambutol, S= Streptomycin )
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UHHTIHIMIINIGUAaT¥INIL Antituberculosis Drug Hepatotoxicity

I LFT foumiing |

1
I—__hlﬂ SGOT, SGPT < 3 M1

Bilirubin < 3 mg/d! |

$GOT, SGPT > 3 M1

18 Bilirubin >3 mg/dl

LFT ieweiilod
anIALSnTY
wie naludnglay

pFmwmmg hil4

- LFT nffla 2 nia
»
- LFT nélad 3 afa
o S A oa
- mdanniuilell

st

I

1. 91 HRZE ud
closed F/U LET
2. 01914 2 HRZE+

paaImAnIMGTTIIMaAue st Ema vy, quaAs, 2541

7 hr. Ui closed
F/U LET
3. ee v 2 HSE+

16 HE

1. 919} SEO rasa !
(>11)
2. 9191 SEO Tuneu
& LFT A%y Aeuiiin
H Whnmuni
3. oWd 2 HSE+16 HE
&1 closed F/U LFT

- LFT 4N 3 4 vunsy 2 ddand

-LFT 90 2 filand 3 afa

WATY 2 1AEY

I
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Abnormal LFT 9ineniailin

|

1

< 3 mg/dl WinAe 1) ua closed FU

> 3 mg/dl 1My Rifampicin

<

im -3 1M

LET 0 2 diland

SGOT, SGPT
[_]':» ERCETIATIRF I.

LFT yn 1 dlad

[
BWaAY W LFT
»
nn 2 dand 3 ads
MWATU 2 (AOU

HEIINIUGA B IS

[
|n'|u =2 1111| |< 2 u'i'll

82

2-3 1M1 un...lil-l
Bilirubin > 3 mg/dl

|>_3m1

] LFT 0 2 il |

[ YA I{NH RMP, PZA ]—

¢ B liguusa

Fihidea o iulinlaq

&1 TB quusa Avisenld seo
starioy 2 A hldeu

|

SGOT, SGPT < 2 In
Bilirubin Un#

|

Rechallenge 01 1#sifinsd, 419
A1 protocal, closed F/U LFT 90 3 Ju

31U Regimen illowumitiiiumumnsg
01 rechallenge 1Anun 1M ¥gasiay
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Idiopathic Portal Hypertension

HALNW.55 WiYIqns

MUWMIAAYSINIG, SH.AIYAINATUNT

Idiopathic Portal Hypertension (IPH) (d uTiﬂﬁﬁmw
presinusoidal portal hypertension “luvjﬂ‘wﬁ'lﬁﬁ cirrhosis, primary disease
of the blood, parasites 0 occlusion Y9N main pertal vein 'ﬁﬂvlﬂuﬁ UMY
48 portal hypcrtensmn 114118\111!9‘11\1“']61%)1‘11 terms auqﬁummu IPH
(¥4 noncirrhotic portal fibrosis, hepato-portal sclerosis’ (/a2 Banti's

. 6
disease

Epidemiology

dngvewdihe 1PH swaunndszmadude”™ Uszanm 25-
30% ﬂlmwﬂatmum':.., portal hypertensmn ﬂ"lﬂiumimwﬂme
sclerotherapy ’luﬂsumﬁaumvuuwmuﬂu PH”! uaﬂmnuﬂamwam
wudiheldnoudosludsemadiu’ uazdusn™” dwmiuly
szmelng PH wu'liveothuue reported cases FaadiBovioadtld
swau IPH 91n Tsanenunaasvaruniundlvilase

1PH 37n9sWu U young adult $33981g 25-30 T uatiswaun
IPH 0193@84 peak age of onset AT 21-25 1 AUFI9 3640 TI° IPH 12
wuludane ldvesnidnda (M:F = 2:1 84 4. au'lduIng el

low Y130 middle socioeconomic background
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Etiology
awnquaznalomaia 1PH dludluiinsunida udiivens
hypothesis finaovuaunguanangundslimida

® Exposure to trace metals and chemicals M3 chronic
ingestion Y®4 arsenic M iAa fibrosis of intrahepatic portal
vein’ Vakili et al”’ $100uwuse3A pica of clay luRthw
IPH g4n31 general population U811 (46% vs 10%)

® Infective agents ims speculation 91 IPH 1A91D
thrombophelbitis (10 repeated embolisation i 1T portal
circulation 91N15915 abdominal infection ¥ IWIARAMTD
Su@in’™ Kono et al”” 18v11015M@a04R@ dead non-pathogenic
colon bacilli W11 portal vein veanszAwudIWIIIAAMS
wlavunlasndrofinulu 1PH

® [mmunologic and immunogenetic hypothesis Hﬁﬂpl&ﬁ‘dﬁﬂ
W hypothesis ﬁyﬁﬂ

@ 509U non-compressive myelopathy HAIINHIAN
11 lieno-renal shunt 11493’1']’)8 IPH”

an 1N15NARDIVDY suppressor lymphocytes (T8) Ha
ul'éﬂuuﬂaﬂu helper/suppressor ration (T4/T gy

(IIDH WMTOAAIVDY cell mediated immune status Tu 1PH”

udot1elsdmude lnsumiimsnidoumaandni

&
uaunaniadlunaues IPH
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® Increased blood flow G 1PH dnsziidhulauing uasms
1 14

ﬁﬂBmN‘]W‘U’N splenic 118 hepatic blood flow INUINNUY
T PH® ualidhiudu primary event wiaifluwanndil

increased portal vascular resistance

Pathology
o a M A ﬂ 9 1

gross : fuovszUnanenialidnumziilu nodular surface 19 uA
1 ‘2 a rey . & 1 R .
drudnasluvosiues lulidnyme nodularity ¥9A199IN cirrhosis portal
vein 921 prominent A% dilated branches 590N marked sclerosis wall

Microscopyn'w‘m : hver histology 9¢WU marked endothelial
thickening U904 large 1la%¥ medium size intrahepatic branches Y93 portal
vein D19WU organised thrombi with recanalisation 14 terminal portal tract
57UA1L obliteration Y84 portal vein radicles AnYME histology ﬁﬁ1ﬁiyﬁ'i)
WU varying degree of fibrosis u portal tracts 147 lobular architecture 4R

hepatic parenchyma 11n@

Hemodynamics

Intrasplenic 1L@% portal vein pressure ﬂ:nﬁuqqﬁumnh PH" Ty
‘Umzf’ll wedged hepatic vein pressure (WHVP) 221)nANT o moderately
increase’ . IPH 12 pressure gradient 5214 intrasplenic iU intrahepatic
pressure ‘-‘?dﬂd’hﬂ presinusoidal block uaﬂmnﬁvﬁqﬁ gradient JTHIN

intrahepatic fu WHVP datiadenne pensinusoidal resistance fo flow
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Y84 portal blood ™"

Clinical manifestation
AI 1) 0 o 1 q' -~
ﬂWﬂ'li‘l’l'u"IEj.ll'JU IPH WINUUWNBUBUNGA D  recurrent
X o ' . = -
hematemesis Wdﬁﬂ?ﬂuﬂi]: tolerate 918 upper Gl bleeding 188 Vakili et
al" SIWUNY documented esophageal variceal 14 84% 'UENF?!"L'J’JU 911139
AnuldtooninBnernsnilsfie abdominal discomfort 110 huge
splenomegaly  IPH dinvziifhuTaning vasiwernTaida pelvis Ailuidn
92¥AVIN  blood loss H30 hypersplenism Tﬂﬂﬂﬂﬁuﬁ‘?ﬂrﬂ’m%ﬂﬂﬁ
jaundice waz Tl signs of chronic liver disease or liver failure 8A3UB1Y
wu'ld transiently Y194 GI bleeding N304 terminal illness
&4 o '
Ascites wu 1avisuTu 1PH Fafnozifu mild ascites sy

WU mild ascites vl?’f 25%"

Investigations
Fi‘l'_lw IPH 2imilu pancytopenia 910 splanic pool of blood n3o
hypersplenism
o) A 1
IPH 939U prolonged prothrombin time ®¥4 Vakili et al 376914
wu'ldne 81%
ar 1 s - | - o A - v é ar
LFT dnetlunusivnanielinnuAalndifisudniesdiadndu
transient HA9 GI bleeding

4

Upper endoscope WU esophageal varices 14 96%

- . o
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Splenoportovenography v:uﬁﬁﬂﬁtﬁu patency Y93 main portal
vein 4@zl dilatation Y83 portal AT splenic veins 59UV collateral
circulations

Liver biopsy HAAIGNY S histology ﬁﬁﬁmﬁa portal fibrosis

570f1U normal hepatic parenchyma and architecture

Diagnosis and differental diagnosis

Clinical clues ﬁmﬁwuﬁﬁﬂﬁ‘ﬁﬂﬁl IPH A9 clinicals ¥84 portal
hypertension (recurrent variceal hemorrhage and huge splenomegaly) Tu
young adult ‘?Q look well $3ufulaufl clinical signs U3 chronic liver
disease or liver failure

Differential diagnosis

® compensated cirrhosis in the young

® extrahepatic portal vein obstruction

tropical splenomegaly syndrome (TSS)

schistosomiasis

Treatment and prognosis

[

o o [y { o
'mqﬂixmﬂhmﬁnm IPH #idh tyﬁﬂ control lIa% prevention
] ¥
of variceal bleeding i options fail
® Shunt surgery #1ldwalums conwrol 30 prevent variceal

bleeding 143" incidence w®4 shunt occlusion, chronic

r r o
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portosystemic encephalopathy (1188 rebleeding WAy shunt
surgery wu'ld 109 mortality 14 elective shunt surgery wu'ld
v 34
HAYUIN
. ' ¥ a
® Endoscopic sclerotherapy wuN lAKeR TUMS manage acute
variceal bleeding LY prevent rebleedingm39 incidence Y94
variceal recurrence WU 1@ 22% a2 rebleeding nu'ld 3.1%"
® Propranolol Kiire' 3w9wdimsiouidioe 1IPH A
propranolol ®14130QA variceal rebleeding rate ¢ (20% vs
89% of rebleeding rate one year after propranolol therapy)
® Splenectomy U510UN splenectomy p1amea 1y IPH
13,14 ¥ a
. @130aA portal venous pressur M LUBZI1097U lANDA TY
selected patients ua Taoyia Tahinm splenectomy TIUALY

esophagogastric devascularization

10,20,42

Taona 11 1PH & benign course with a very good prognosisg'

Nundy et al™ 57997 five year survival M4 lieno-renal shunt ﬁﬁﬁd 87%
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Current status of prevention and treatment for

hepatitis B virus infection

Ding-Shinn Chen, M.D.

Department of Internal Medicine and Hepatitis
Research Center National

Taiwan University Hospital,

Taipei, Taiwan

Because hepatitis B virus (HBV) causes significant diseases worldwide,
effective control of HBV infection is desperately needed. In  both
prevention and treatment, considerable achievements have been made in
the last decade.

For prevention, hepatitis B vaccines have been used extensively, especially
in hyperendemic areas. Up to the end of 1997, a total of 95 countries in
the world have adopted the WHO recommendation to add hepatitis B
vaccine into their national immunization programs. Mass immunization
programs are implemented early in some countries in Asia and Africa, and
appeared extremely successful in preventing the spread of HBV. The
effects can be seen through seroepidemiologic surveys by showing the
drastic decrease of HBV carriage in the young generations covered by the

immunization program. Most excitingly, a recent study from Taiwan, one
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of the earliest country to launch a hepatitis B mass vaccination program,
has revealed a remarkable decrease of hepatocellular carcinoma in
children. It is anticipated that chronic hepatitis B will decrease by >85%
around 2010, and cirrhosis and hepatocellular carcinoma will also decrease
to the same extent around 2040.

Althrough HBV infection can now be effectively prevented by
immunization, the existing 350 million hepatitis B surface antigen
(HBsAg) carriers will not be benefited by it. Therefore, effective treatment
for chronic hepatitis B is also needed. The primary goal of the treaiment 1is
to decrease or avoid the morbidity and mortality caused by the persistent
HBV infection. The morbidity is usually associated with active HBV
replication. The resulting hepatic damages will eventually lead to the
sequelae of cirrhosis and hepatocellular carcinoma that cause most of the
mortality in the carriers. And thus, it is clear that the HBsAg carriers
needed to be treated are those who have active replication of HBV. An
effective treatment will not only decrease or avoid the morbidity and
mortality in these HBsAg carriers, but also decrease the reservoir of HBV
so that sources of HBV infection diminish in the population.

Currently, the only widely accepted and licensed drug for the treatment of
chronic hepatitis B is interferon-a, which has immunomodulatory and

antiviral effects. The recommended dose is 5 MIU thrice weekly for at
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least 4 months. The remission rate is ~40%. A brief pretreatment with
corticosteroids before interferon therapy has yielded conflicting results.
The responses to interferons can be predicted by the existing elevated
serum aminotransferase activities and lower se;rum HBV DNA levels.
During treatment, a further elevation of serum aminotransferase activities
heralds the remission that is accompanied with a decrease of HBV
replication and subsidence of the hepatitis activities. The remission, once
achieved, is usually sustained, only 5-10% will have reactivation of the
infection on follow-up. Serum HBsAg frequently disappears in Caucasian
patients, but this is rare in those with Chinese ethnic origin.

Long-term follow-up of patients who responded to interferon treatment by
clearing hepatitis B e antigen showed improved clinical outcomes.
However, whether the treatment also reduces the risk for the development

of hepatocellular carcinoma remains to be explored.
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