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llaca Bagh Karaciger Hasari (IBKH) Tanimi

* llac, yabanci madde (xenobiyotikler) yada toksik
ajanlara maruz kalma sonucunda cesitli derecelerde
olan karaciger hasari olarak tanimlanur.

Help!




Epidemiyoloji

*Gelismis Ulkelerde insidans 1/100.000-20/100.000 arasinda degismektedir.
*Fransa ve Izlanda’da yillik insidans 13,9-19,1/100.000

*IBKH marketlerden ilac cekilmesinin en dnemli nedenidir.

*1000’nin Gzerinde ilag, bitkisel Girlin IBKH yol actigi bildirilmis ve liste gittikce
bliyumektedir.

*Akut hepatit hastalarinin 10% ‘da neden iBKH’dir
*Akut karaciger yetmezliginde 50% neden iBKHdir.

*ABD’de akut IBKH’nin en sik sebebebi asetaminofen
Diinyada akut IBKH’nin en sik sebebi amoksisilin-klavulonat

Marrone G ve ark. Eur Rev Med Pharmacol Sci 2017
Alempijevic T. Ve ark.World J Hepatol 2017
Licata A ve ark. Eur Rev Med Pharmacol Sci 2017



Karaciger Hasarinin
Mekanizmalari

Hlcre mebranin raptdrd

Safra kanalikillerinin
hasari

P450 enzimine ilag
kovalen baglanmasi (drug
adduct)

Sitotoksik T lenfositler ve
sitokinler tarafindan «drug
adduct»in hedef alinmasi

TNFo/Fas apapitotik
yolagin aktivasyonu

Mitokondriyal
fonksiyonun inhibisyonu

Six Mechanisms of Liver Injury
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D. Drug adducts targeted by CTLs/cytokines.
E. Activation of apoptotic pathway by TNFo/Fas.
F. Inhibition of mitochondrial function.

A. Rupture of cell membrane.
B. Injury of bile canaliculus (disruption of transport pumps).
C. P-450-drug covalent binding (drug adducts).



IBKH Siniflamasi

1. Hepatotoksisite mekanizmasina gore

a.
b.

intrinsik
idiosinkratik (immunoallerjik, metabolik)

2. Klinik prezentasyona gore

a.
b.
C.

Hepatoseliler hasar
Kolestatik hasar
Mikst tip hasar

3. Histopatolojik bulgulara goére

@™ 000 T

Seliler nekroz yada apopitoz
Kolestaz

Steatoz

Fibroz

Granulomatoz

Fosfolipidoz

Sinuzoidal obstriksiyon send
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Hepatotoksisite Mekanizmalar

Intrinsink IBKH
Ongdrilebilir
Doza bagimli

Deneysel calismalarda
gosterilebilir

Kisa latent donem
Sabit klinik presentasyon
Mortalitesi yuksek

Hasar direk/indirek olabilir

v'Direk — hiicre ve organellerde
destruksiyon

v'Iindirek—> metabolik yollarla

Asetaminofen, Valproat, MTX, OKS, Kokain,
Siklofosfamid

Idiosinkratik iBKH

>
>
>
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Onceden tahmin edilemez
Doza bagimli degil

Deneysel calismalarda
gosterilemez

Degisken latent donem
Klinik prezentasyon degisken
Mortalitesi degisken
Tipleri
v immunoallerjik
v'Metabolik

INH, Amoksisilin-klavulonat, Eritromisin,
Diklofenak, Halotan, Fenitoin,
Klorpromazin, Asetilsalisilat



Idiosinkratik IBKH

Metabolik

v'Hasar ilac alindiktan 1 haftaile 1
yil icinde goruldar.
v'Hipersensitivite 6zelligi yok

v'Tekrar verildiginde cevap gecikmeli
(haftalar)

Immunoallerjik

v'Hasar ila¢ alindiktan 1-5 hafta
sonra gordulur.

v’ Hipersensitivite 6zelligi (ras, ates,
eozinofili ..)

v'Tekrar verildiginde cevap kisa
surede



En sik hangi ilaglar karaciger hasari yapar??

Table 5. Most common or well-described DILI agents and the patterns of their liver injury

Antibiotics
Amaoxicillinclavulanate

|soniazid

Trimethoprim/sufamethoxazole

Fluoroguinolones

Macrolides

Nitrofurantoin
Acute form (rare)

Chronic form

Minocycline
Anti-epileptics
Phenytoin

Carbamarepine

Lamotrigine
Valproate
Hyperammonemia
Hepatocellular
Reye-like syndrome
Analgesics

Mon-stercidal anti-inflammatory agenis

10/1/2017

Latency®
Shaort to moderate

Moderate to long
Short to moderate

Short
Shaort

Short

Moderate to long
[months—years)

Moderate to long

Short to moderate
Moderate

Moderate
Moderate to long
Moderate to long

Moderate

Moderate to long

Typical pattern of injury/identifying features

Cholestatic injury, but can be hepatocellular: DILI onset is frequently detected after drug
cessation

Acute hepatocellular injury similar to acute viral hepatitis

Cholestatic injury, but can be hepatocellular; often with immunoallergic features {e_g_, fever,
rash, eosinophilia)

Variable: hepatocellular, cholestatic, or mixed in relatively similar proportions

Hepatocellular, but can be cholestatic

Hepatocellular
Typically hepatocellular; often resembles idiopathic autoimmune hepatitis

Hepatocellular and often resembles autcimmune hepatitis

Hepatocellular, mixed, or cholestatic often with immune-allergic features (e.g., fever, rash,
eosinophilial (anti-comvulsant hypersensitivity syndrome)

Hepatocellular, mixed, or cholestatic often with immune-allergic features (anti-comnvulsant
hypersensitivity syndrome)

Hepatocellular often with immune-allergic features (anti-comvulsant hypersensitivity syndrome

Elevated blood ammonia, encephalopathy
Hepatocellular

Hepatocellular, acidosis: microvesicular steatosis on biopsy

Hepatocellular injury



En sik hangi ilaclar karaciger hasari yapar??

Amiodarone (oral)
Androgen-containing steroids

Inhaled anesthetics
Sulfasalazine
Proton pump inhibitors

Moderate to long
Moderate

Moderate to long
Moderate to long

Short to moderate
Moderate 1o long
Moderate 1o long
Short to moderate

Long
Short to moderate

Moderate 1o long
Moderate to long

Short
Short to moderate
Short

DILI, drug-induced liver injury; TNF, tumor necrosis factor.
*Short=3-30 days; moderate=30-90 days; long > 90 days.

The American journal of GASTROENTEROLOGY

10/1/2017

Hepatocellular
Hepatocellular, autoimmune hepatitis-like

Cholestatic or hepatoceliular, but can present with portal hypertension (veno-occlusive
disease, nodular regenerative hyperplasia)

Hepatoceliular

Cholestatic; likely contained as adulterants in performance-enhancing products
Sinusoidal obstruction syndromefveno-occlusive disease; contaned in some teas
Muoed hepatoceliular and cholestatic

Fatty liver, fibrosis

Hepatocellular or mixed. Often with immune-allergic features. Granulomas often present on
biopsy

Hepatocellular, mixed, or cholestatic. Macrovesicular steatoss and steatohepatitis on biopsy

Cholestatic. Can present with peliosis hepatis, nodular regenerative hyperplasia, or hepato-
cellular carcinoma

Hepatocellular. May have immune-allergic featureszfever
Mixed, hepatocellular, or cholestatic. Often with immunocallergic features
Hepatocellular; very rare

VOLUME 109 | JULY 2014 www.amijgastro.com



Table |. Poncipal DILI registries and epidemiological records around the world.

Setting

Time
period

Country
{or countries)

Mumber of
recorded
DILI-cases

Cormments

DILIMN=

Spanish
Fegistry of
Hepato-
toxicity?4.26

LatinDITIMN

Population-
based study
of DILT in
Iceland™

Korean
prospective
nationwide
study of
DILI>

2004-2013

19942007

2011-201%

2010-2012

UsA

Spain

Argentina, Urunguay,
Chile, Mexico,

Paraguay, Venezuela,

Ecuador, Brazil,
and Peru

Iceland

South-Eorea

399

G503

25

37

Omnly idicsyncratic reactions.
Most invelved classes of drugs:
antimicrobial (45%) and HDS (16%%).
Main single agents involved: amvoxicillin/
clavulanic acid {10%:) and 1somiazid (5%6).
Fatal cases: 10%:.
Main brochemical pattern of damage
at presentation: hepatocellular (34%%).
Most invelved class of drags:
anti-infectious (33%).
Most invelved single agent: amoxicillin/
clavulanic acid (17%:).
Fatality rates significantly higher among
female population {p=-0.01).
Main biochemical pattern of damage
at presentationshepatocellnlas £5325).
Most invelved classes of drugs: anti-infective.
musculoskeletal agents and sex hormones.
Most invelved single agents: amoxicillin/
clavulanic acid {10%%) and diclofenac (6%:).
Fatal cases: 4,6%.

B ain biochemical pattern of damage at
presentation: hepatocellular (34%5).

Crude annual incidence of idiosymeratic DILI
among the population of Teeland: 191100, 000,

Most invelved classes of drugs: antibiotics
(37%) and immuncsuppressant (10%:).

Most invelved single agents: amoxicillin/
clavulanic acid (22%) and diclofenac (6%:).

Most involved class of drags: HDS (73%:).

Main biochemical pattern of damage at
presentation: hepatocellular {[78%%).

FEatal cases: 1.5%.




Alempijevic T et a/. Drug-induced liver injury

Table 2 The most common individual drugs and classes responsible for idiosyncratic drug-induced liver injury according to various

Global Registries

Iceland”™, India™", Spain”®), Sweden””, United States DILIN"Z,
n=96 n =313 n = 446 n =784 n = 899
Individual drugs (%)
Amoxicillin-clavulanate 22.9 INH + anti-TB 57.8 Amoxicillin-clavulanate 13.2  Flucloxacillin 16.5 Amoxicillin-clavulanate 10%
Diclofenac 6.3 Phenytoin 6.7 INH + anti-TB 6.9 Erythromycin 5.4 INH 5.3%
Nitrofurantoin 4.2 Dapsone 5.4 Ebrotidine 4.9 Disulfiram 3.4 Nitrofurantoin 4.7%
Infliximab 4.2 Olanzapine 5.4 Ibuprofen 4 TMP-SMX 2.7 SMX-TMP 3.4%
Azathioprine 4.2 Carbamazine 2.9 Flutamide 3.8 Diclofenac 2.6 Minocycline 3.1%
Isotretinoin 3.1 Cotrimoxazole 2.2 Ticlopidine 2.9 Carbamazepine 2.2 Cefazolin 2.2%
Atorvastatin 2.1 Atorvastatin 1.6 Diclofenac 2.7 Halothane 1.9 Azithromycin 2%
Doxycycline 2.1 Leflunamide 1.3 Nimesulide 2 Naproxen 1.4 Ciprofloxacin 1.8%
Ayurvedic 1.3 Carbamazepine 1.8 Ranitidine 1.3 Levofloxacin 1.4%
Drug classes (%)
Antibiotics 37 65 32 27 454
HDS 16 13 2 NS 16.1
CNS 7 12 17 3 9.8
Hypolipidemic 3.1 1.6 5 1 3.7
Others 37 20 + 69 25.7

United States DILIN: United States Drug-Induced Liver Injury Network; INH: Isoniazid; SMX: Sulfamethoxazole; TMP: Trimethoprim; TB: Tuberculosis;
HDS: Herbal and dietary supplements; CNS: Central nervous system; NS: Not specified.

1U/L/ZUL/(



Bitkisel ve Diyet Suplementlerine Bagli KC hasari

v Insi
Reasons for Consuming HDS in Patients Insidansi son yillarda artmakta

Enrolled into the US DILIN Network
v’ ABD’de IBKH’nin en sik 2. nedeni

Ressons o conuming 03 v Vicut gelistirme icin kullanilan
® Bodybuilding . . .
—— suplementler ve kilo kaybi icin
= Depression .
i S kullanilan maddeler en fazla yeri
- tutuyor.

Joint support
Chinese

® Miscellaneous

v’ Bitki ve suplementlerin preklinik
ve klinik toksisite calismalari yok.

Navarro V], etal. (DILIN). Hepatology 2014, in press.



Karaciger Hasari Yaptigi Bilinen ve Sik Kullanilan Bitkiler

Bilinen Bilimsel Potansiyel Kullanim

Adi Adi Toksik Icerik Sebebi

Takke otu Scutellaria Kristalin glikosid Tansiyon, epilepsi, histeri
lateriflora

Gur cali Larrea Nordihidroguarietik Yaslanma Onleyici, cilt
tridentata asid hastaliklan, artrit

Dalak otu Teucrium Furano neoclerodane  Qbezite, antipiretik, astim,
chamaedrys flavonoids ditiretik

Okse otu Viscum album  Havonoidler, Kisirlik, hipertansiyon,

asetilkolin astim, epilepsi

Kedi otu Valeriana Alkaloidler Tansiyon, bas agnsi, barsak
officinalis kramplan

Karakafes Symphytum Pirolizidin tipi Gastrik ve duodenal Ulserler

otu officinale alkaloidler

Sinameki Cassia Sennozidler Kabizlik
angustifolia

Oksiirik Tussilago Pirolizidin tipi Nezle, grip, astim, abortisid

otu farfara alkaloidler

Yesil cay Camellia Belirsiz Kilo verme, yaslanma

ekstresi sinensis onleyici, anti-enflamatuar

Siyah yilan Cimicifuga Kinolozidin tipi Menapoz

—  koku racemosa alkaloid —



Risk Faktorleri

Konakgiya bagh ilaca bagl

Yas Sigara Gunlik doz

Cinsiyet Alkol kullanimi Metabolik profil

Gebelik infeksiyon yada llac etkilesimleri ve
inflamatuar epizod polifarmasi

Malnutrisyon Lipofilik olusu

Obesite

DM

Altta yatan KC hastalig

Tedavi endikasyonu



Klinik Prezentasyon

Hepatoselltuler hasar

Karaciger Hasar Paterni

v’ R>5
v'ALT>3 xNUS * R-degeri: Karaciger hasar
paternini gosterir.

Kolestatik hasar

v R<2 R= ALT/NUS = ALP/NUS
v'ALP22 XNUS

Mikst Tip hasar

v'2<R<5
\/ALT23XNUS, ALP=22xNUS



Table HI. Biochemical pattern of liver damage and related drugs according to major registries™*.

Hepatocellular Cholestatic Mixed
Acetaminophen Amoxicillin-clavulanic acid Allopurinol
Allopurinol Anabolic steroids Azathioprine
Clindamycin Captopril Carbamazepine
Clopidogrel Cefazolin Chlorpromazine
Disulfiram Chlorpromazine Clindamycin
Fluoxetine Cyproheptadine Cyproheptadine
Flutamide Enalapril Doxycycline
Herbals Estrogens Methimazole
Imatinib Griseofulvin Mycophenolate mofetil
Interferon alpha and beta Macrolides Phenobarbital
Irbesartan Methimazole Phenytoin
Isoniazid Oral contraceptives Sulfonamides
Eetoconazole Sulfonylureas Trimethoprim-sulfamethoxazole
Lamotrigine Terbinafine Verapamil
Levofloxacin Ticlopidine

Lisinopril Trimethoprim-sulfamethoxazole

Losartan Verapamil

Methotrexate

Methyldopa

Minocycline

Mycophenolate mofetil

Nitrofurantoin

NSATIDs

Omeprazole

Propylthiouracil

Fafampin

Valproic acid

Marrone G ve ark European Review for Medical and Pharmacological

Sciences 2017



Klinik Bulgular

Subklinik
Enzim Yiksekligi

Kronik
Karaciger Hasar!

10/1/2017

Akut

Karaciger Hasar!
Hepatoseliiler, Kolestatik, Miks

* Vaskiiler Hastaliklar

* Kronik kolestaz

* Granilamatoz Hepatit
* Neoplaziler




Subklinik

Enzim Yuksekligi

ALT seviyesinin <3x NUS oldugu asemptomatik
vakalar

Ozellikle lipid dustriicl ajanlar, antidepresanlar ve
antibiyotikler bu grupta en sik. (% 5-10)

INH ‘ta % 20’ ye varan oranlar
Genellikle kesilince hafta-aylar icinde duzelme



Akut

Karaciger Hasari
Hepatoseliler, Kolestatik, Miks

* En sik etkenler:

- Asetaminofen ve amoksisilin-klavulanattir
e Hepatoseliler Tip:

-Akut viral hepatit klinigi gibidir
-Asetaminofen, aspirin, diklofenak
-% 10 mortalite olabilir

-Bilirubinin yUkselmesi prognozun kotu olacaginin
gostergesidir

10/1/2017



* Kolestatik Tip
-Klinik obstruktif ikter gibidir
-Kasinti, sarilik, idrar renginde koyulasma

-Dizelme aylar alabilir ancak
-Prognoz hepatoselller hasardan daha iyidir

e Mikst Tip
-Kombine bir klinik vardir

-Saf veya kolestatik tipte olabilir
-Beraberinde hipersensitivite semptomlari sik
-Fenitoin ve kinolonlarda sik goraltr
-Kroniklesme daha fazla gorulir



e Ekstrahepatik Bulgular

-Ates, dokiintl ve eozinofili
-Mononukleoz benzeri semptomlar (fenitoin sulfonamidler)
-Multiorgan toksisiteleri (Klorpromazin, eritromisin)

10/1/2017



Kronik

Karaciger Hasari

Kronik Karaciger Hasari Tipleri
Kronik hepatit
-Tip-1 OIH, Tip-2 OIH benzeri
-Oto antikorlar (-) oldugu form
Kronik steatoz ve steatohepatit

-Haftalar-aylar icine steatoz steatohepatit ve siroza ilerleyebilir
-5FU, cisplatin, tamoksifen, ibuprufen, indometasin, sulindak, nifedipin,

amiadaron ve TPN
Fibrozis ve siroz

-Mtx ve metil dopa
Fosfolipidozis

-Amiadaron, klorokin ve klorpromazin



 Kronik kolestaz
 Vaskiler Hastaliklar

* Granitlamatoz Hepatit
* Neoplaziler

Kronik Kolestaz

e Kronik intrahepatik kolestaz
-Kolestaz bulgulari 3 aydan uzun sirmesi
-Amoksisilin, ampisilin, eritromisin, TMP-SMX, OK ve anabolik steroidler

* Vanishing bile duct sendromu
-Amoksisilin, tenoksikam, TMP-SMX

e Bilier skleroz
-intra-arteriyel 5FU veya floxuridine
-Klinik ve histopatolojisi PSC gibidir

10/1/2017



Vaskuler Hastaliklar

 Hepatik ven trombozu

-Oral kontraseptifler

* Sinozoidal obstriksiyon sendromu

-Terminal hepatik venil ve sinozoidal mesafede
-AZT, merkaptopdrin, vitamin A, OK’ler,
-Siklofosfamid, tetrasiklin ve pek ¢ok KT ajani

* Peliozis Hepatis

-Hepatik parankimde kanla dolu kaviteler

-AZT, merkaptopdurin, vitamin A, OK’ler, anabolik steroidler, tamoksifen

10/1/2017



Neoplaziler

* Hepatik adenoma
-OK alan kadinlar ve anabolik steroid alan erkekler
-Genelde 5 yildan uzun kullanim

* Anjiyosarkom
-Arsenik, bakir, PVC ve anabolik steroid
-Lezyonun gorilmesi 10 yillar alabilir

 Hepatoselller kanser
-Aflatoksin, OK’ ler ve alkol

10/1/2017



TANI

v’ Tanisi kolay degildir, spesifik bir test yoktur.
v’ Belli altin-standart tani ydntemi yoktur.
v’ Siiphe etmek ve olasi diger etiyolojileri ekarte etmek temel

yaklasimdir.

Olayin ilaca bagh oldugunu kuvvetle diisiindiiren faktorler
llac 6ncesinde enzimlerin normal olmasi
llac sonrasinda klinik ve lab. bozulmanin gérilmesi

Kesilince dizelme olmasi )
Eger olayda immiinolojik bir neden varsa tekrar baslandiktan *-

sonra yeniden benzer etkinin olmasi (etik nedenlerde ayl
yaptimamalidir)

B whnN e




Tekli ve Coklu llac Kullaniminda Genel
Yaklasim Nasil Olmali ?

llaclara baslanma zamani kronolojik olarak cikariimal
 Semptomlarin ne zaman baslandigi belirlenmeli

e Ozellikle son 3 ay icinde ek bir ilac alip almadig|

* Baska bir karaciger hastaligi olup olmadigi

 ilac etkilesimleri diisiinilmelidir

* Busekilde muhtemel toksik ilac¢ tespit edilmelidir

Detayli laboratuvar ve gériintileme yontemleri ile olasi diger

nedenler ekarte edildikten sonra karaciger hasari tipi ve olayin
siddeti belirlenmeli

10/1/2017



Ne Zaman llac Kesilecek?
< ALT veya AST > 8 X NUS ise
< ALT veya AST 2 hafta boyunca >5 X NUS ise
< ALT veya AST > 3 x NUS ve / veya ALP > 1,5 x NUS ve

T. Bilirubin > 2 x NUS veya INR > 15 x NUS ise

< ALT veya AST > 3 x NUS ve hastada bulanti-kusma, ates,
dokiinti, eozinofili (>7%5) gibi semptomlar varsa

v" Sadece ALT ve AST yiikselmesinden ziyade albumin diismesi veya INR
yukselmesi olunca kesilmesi gerektigini diistinen gorislerde vardir

July 2009 Report of U.S. Department of Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)




Tanida Kullanilan Skorlama Sistemleri

Table 3 Axes and scores of four representative scales utilized for diagnosis of drug-induced liver injury

NADRPS CIOMS/RUCAM Mav DDW-]
Axis Score  Axis Score  Axis Score  Axis Score
Illegibility in onset -1to+2 Fromdrugintakeuntil  +lto+2 Fromdrugintakeuntl +1to+3 Fromdrugintakeuntili <+1lto+2
onset onset onset
From drug withdrawal Oto+l Fromdrugwithdrawal -3to+3 Fromdrugwithdrawal 0Oto+l
until onset until onset until onset
Course of the reaction
Oto+l  Course of the reaction -2to+3  Course of the reaction S3to+3 Cowseofthereacion -2to+3
Risk factors Age Oto+1 Risk factors
Alcohol (or Pregnancy)’ Oto+1 Alcohol (or Pregnancy)’ Oto+1

Concomitant therapy Sto0
Exclusion of other causes -1to+2  Exclusionof othercauses -3to+2  Exclusionof othercauses -3to+3  Exclusion of other causes -3 to +2
Previous information Oto+2  Previous information Oto+2  Previous information Oto+1

Rechallenge -1to+2  Rechallenge -2to+3  Rechallenge Oto+3  Rechallenge Oto+3
Placebo response Oto+1
Drug concentrationand Oto +1 Extrahepatic Oto+3  Extrahepatic Oto+1
monitoring manifestations rash, fever, manifestations
cytopenia

Dose relationship Oto+1
Previous exposureand  Oto+1
cross-reactivity
Any objective evidence  Oto+1 DLST Oto +2

=9 Definitive >8 Definitive =18 Defindtive =5 Definitive

5to8 Probable 6to8 Probable 14t 17 Probable Stod Probable

ltod Possible 3to5 Possible 10to13 Possible =2 Unlikely

=0 Unlikely 1to2 Unlikely 6to9 Unlikely

=0 Excluded =5 Excluded

Tajiri et al. World J &astroenterol 2008 28; 14(44): 6774-6785
10/1/2017



Tani-Biyomarkerlar??

DiLI

Mechanism
» MicroRNAs, \

cytokeratin-18 ve

h . h b' | . Established Markers Novel Markers
igh mobility group
bOX p ro tei n 1 ALT / AST - Necrosis (hepatocyte) miR-122 — Highly liver specific
ca I IsSma Ia r1 Gimit ALP - Necrosis (biliary cell) HMGB1 Isoforms — Necrosis / Inflammation
verici o | masina Bilirubin— Conjugation / function Keratin-18 — Apoptosis / Necrosis
ra é men, S U ana Albumin- Synthetic function GLDH - Mitochondrial dysfunction
kadar kesin bir Prothrombin time =Synthetic function
biyomarker
Medicinal Chemist
bulunamamistir. el
Toxicologist
Clinician
Alempijevic T. World J Hepatol 2017 Public




Karaciger Biyopsisi Ne Zaman Yapilir?-1

CME)

ACG Clinical Guideline: The Diagnosis and
Management of Idiosyncratic Drug-Induced Liver Injury

Naga P. Chalasani, MD, FACG', Paul H. Hayashi, MD*, Herbert L. Bonkovsky, MD, FACG’, Victor J. Navarro, MD*, William M. Lee, MD, FACG®
and Robert J. Fontana, MD*, on behalf of the Practice Parameters Committee of the American College of Gastroenterology

1. Ayirici tanida otoimmun hepatit tanisi disunuliyor ve
immunsupresif tedavi verilmesi planlaniyorsa KC
biyopsisi yapiimalidir.




Karaciger Biyopsisi Ne Zaman Yapilir?-2
2. KC biyopsisinin yapilabilecegi durumlar:

v'Supheli ajanin kesilmesine ragmen KC enzimleri yikselmeye devam
ediyorsa yada hastada kotilesme varsa

v'Hepatoseliler hasarda ALT degeri ilacin kesilmesinden sonraki 30-60.
glnlerde 50%’den fazla diismediyse, yada kolestatik hasarda ALP degeri ilacin
kesilmesinden sonra 180. glinde 50%’den fazla dismediyse

v'ilaca devam edilmesi yada tekrar verilmesi diisiiniiliiyorsa

v'KC testlerinde anormallik 180 giinden daha uzun devam ediyorsa kronik KC
hastaligini kronik IBKH’dan ayirt etmek icin



Histopatolojik Bulgular

eZonal nekroz ( Asetaminofen, halotan)

*Nonspesifik hepatit (Aspirin, oksasillin)

*Viral hepatit benzeri degisiklikler
(Halotan, INH, fenitoin)

*Otoimmun kronik hepatit
(Metildopa, dantrolen)

*Noninflammatuar kolestaz (Ostrojen)

einflammatuar kolestaz (Amoksillin,
piroksikam, nitrofurantoin)

*Sklerozan kolanjit

*Yagl karaciger, blyuk damla (Etanol,
kortikosteroid )

*Yagl karaciger, kiicuk damla
(tetrasiklin, valproik asit)

*Yagl karaciger, fosfolipidosis
(Amiodaron)

*Grantloma ( Allopurinol, kinidin)
*Fibrozis ( Metotreksat, hipervitaminoz A)

*Vaskuler lezyonlar; hepatik ven
trombozu (Ostrojen)

*Vaskuler lezyonlar; venookluziv
(Azatioprin, antineoplastik )

*Vaskiler lezyonlar; nonsirotik portal

HT ( Azatiopurin)

*Vaskuler lezyonlar; peliosis

hepatitis (Anabolik steroidler, dstrojen)

*Tumor, adenom (Ostrojen)

*HCC (Ostrojen, anabolik steroidler)



Eozinofil infiltasyonu

Steatoz




Fibrozis

Asetaminofen toksisitesi

Fibrozis




Prognoz ve Prognostik faktorler-1

 Hepatosellller hasarda prognozun daha kotu
olabilecegi,

* Kolestatik tiplerin kroniklesme oraninin daha fazla
oldugu,

 Serum ALP ve GGT seviyelerinin aylarca yuksek

seyredebilecegi akilda bulundurulmalidir.
DILIN ¢alismasi........ 300 hasta

y

33% hasta hospitalize edilmis, 15% hasta siddetli KC hasari ve 6% hasta
6lmus yada KC Tx

Chalasani ve ark Am J Gastroenterol 2014



Prognoz ve Prognostik faktorler-2

* |laca bagh gelisen AKY’nin prognozu kotuddr,
40%’1 KC TX gerektirir.

e KCTxicin MELD skorlama sistemi ve Kings
College kriterleri kullanilir.

10/1/2017



Hy’s Law

v’ llaca bagl karaciger
hasari olan bir bireyde
sarilik varsa mortalite
minimum % 10 dur.

v ALT> 3xNUS

v" T.Bil > 2XNUS
(ALP artisi olmadan)

v ALT, AST ve Bil artisi icin
baska bir neden olmamasi
yada 6nceden bilinen KC
hastaligi olmamasi

Hy Zimmerman

1917-1999




idiosinkratik IBKH’da Tanisal Algoritm (ACG guideline 2014))

Abnormal liver enzymes

L

Thorough histony & physical
Complate review of medications and
herbals and dietany supplemants

|

Calculate R value®
R walue = Serurn (ALTAALT ULN = (Aik PrAK P ULN)

!

Rwvalue =5 2= Rvalus = 5 A value < 2
(He paiocsiiular) (Wixed] (Cholestatic)
N v 4
1=t line tesis: Acute viral hepatitis 15t line tesis: Acule viral hepatitis 1=t lime test imaging studies

aamlnml—ﬁvﬂhlﬁ & autoimmuns sarologies, HCW RMA & sutoimmune (Abdominal urasocund)
hepatitis serologies; imaging studies hepatitis serologies; imaging studies

(=.g., abdominal ultrascund) (=.g., abdominal ultresound) 2nd line tesis on & casa by case basis:
Cholangiography (either endoscopic or

2nd line tesis on B case by case basia:  2nd line tesis on 8 case by case basis: MR based), serclogies for primany
camuloplasmin, serclogies for less caruloplasmin, serologiesfor less biliarny cirrhosis, Iver biopsy
commeaon virses (HEWV, TV, and commeon viruses (HEV, ChWWY, and
EBW), liver biopsy EBW). liver biopsy

S . —

—\_\_\_\‘h-,‘_‘_._o—'_

Assesement of data, causality assessment and diagnosis:

1. Assessment of data:
a. Completenass: (Table 4) (non-DIL] sticlogiss reasonably excluded)
b. Literature review by wuse of LiverTox (22) and Pubhad.

2. Chinical judgment for final DILI disgnosis

3. Expert consultation i doubt persisis



TEDAVI

> llacin kesilmesi (the earlier the better)

» Steroid......Kontrollu calismalar yok (hipersensitivite
ve otoimun benzeri toksisite)

» UDCA...... Etkisi bilinmiyor, kolestazda

» N-astilsistein (NAC)...... Overall survival Uzerine etkisi
yvok, erken AKY ve erken evre komada transplant free

survival tzerine etkisi gosterilmis (58% vs 27%)
X FDA asetominofene bagli AKY disinda NAC’1 onaylamiyor.

» Asetaminofen....... N-asetilsistein
» Valparoik asit......Karnitin
» KC transplantasyonu



Sonuc

> llaclarin yapti§i karaciger hasari sik rastlanilan bir sorundur

» Klinikte hemen hemen her tip karaciger hastaligina
benzeyen sekilde prezente olabilecegi unutulmamali

» Bu tip vakalari degerlendirirken;
-lla¢ veya bitkisel madde kullaniminin kronolojisi
-Hastanin altta yatan bir karaciger hastaligi
-Hastanin klinigi ve INR ve bilirubin degerlerinin onemli
oldugu asla unutulmamalidir



United States

o LiverTox

HATIONA]I INSTITUTE OF

e hey ¥ Clinical and Research Information on Drug-Induced Liver Injury

Home | NIDDK | NLM | SIS Home | About U Contact Us | Search e drug name S

Introduction SEARCH THE LIVERTOX DATABASE

Clinical C. - . .
e o Search for a specific medication,

Phenotypes herbal or supplement:
Immune Features

Q
Clinical Outcomes J E'Ef‘Eh

Causality

Severity Grading Browse by first letter of medication,
Likelihood Scale herbal or supplement:

Classes of Drugs

A B CDEFOGHIJKLMMNOGGPGGRSTWUVWVWXYZ
Submit a Case Report

Meetings/Alerts/News

Information Resources LIVERTOX® provides up-to-date, accurate, and easily accessed information on the diagnosis,
cause, frequency, patterns, and management of liver injury attributable to prescription and
nonprescription medications, herbals and dietary supplements. LIVERTOX also includes a case
Abbreviations registry that will enable scientific analysis and better characterization of the clinical patterns of

livrmr imdaime Tha | noenTow saaheibn mrmsdidae a2 camnrahancivn racnoees for nhuciciane and Fhaie

Glossary

10/1/2017






