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Gebelik Kolestazi

* Gebelige bagh en sik gorulen karaciger hastaligi
Obstet Gynecol. 2017 Jan;129(1):236

e insidans <%1-%27.6

 Cografi farkhliklar: Gliney Asya, Gliiney Amerika ve
[skandinav iilkelerinde sik (genetik ve cevresel etkiler)

* Amerika (%0.3-5.6[Hispanikler]), Avrupa (%0.5-1.5),
Hindistan-Pakistan (%1.2-1.5), Sili Araucan yerlileri
(%27.6)

e Maternal sonuclar siklikla iyi

 Fetal sonuclar nadiren de olsa kot olabiliyor




Gebelik Kolestazi

* «Gebeligin intrahepatik kolestazi»

e [Ik vaka 1883’de

* Tipik olarak gec 2. trimester ya da 3.trimester
* Kasint1 var- kizariklik yok

* Serum safra asitlerinde yukselme

* Dogum sonrasi hizla diizelme




Gebelik Kolestaz1 - Epidemiyoloji

* Mevsimsel varyasyon: Bazi ulkelerde kis
aylarinda daha sik (Isvec, Finlandiya, Sili)

* Cogul gebeliklerde daha sik
* Kronik hepatit C

* Gebelik kolestaz1 oykiisu

* [HCP aile oykiisu

e [leri anne yasi




Patogenez

Genetik yatkinhk Hormonal

(ABCB4, ABCB11, (Stilfath progesteron

ATP8B1, ABCC2, metabolitleri,
NR1H4, FXR) yuksek 6strojen

Cevresel faktorler
(Selenyum, mevsim...)

Multifaktoryel
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Dixon PH, Williamson C. The pathophysiology of intrahepatic cholestasis of pregnancy. Clin Res Hepatol Gastroenterol (2016)




Patogenez — Genetik yatkinlik

Kompleks: Safra kanallari tasiyici proteinlerinde mutasyonlar
Bazi etnik gruplarda, ailelerde artmis risk

MDR3(Multidrug resistance 3) genini kodlayan ABCB4:
progressif familyal intrahepatik kolestaz(PFIC) dan sorumlu

Gebelik kolestazi epizodlar: geciren kadinin akrabalarinda
heterozigot ABCB4 mutasyonlari

Kanaliktiler transporterlar ya da regtilatorlerini kodlayan
genler de sorumlu olabilir: ABCB11, ATP8B1, ABCC2, NR1H4

Genetik olarak yatkin kisilerde safra kanallarinda tastyici proteinlerde

bozukluk = gebelikte fizyolojik olarak artan safra metabolitlerinin

tasinmasinda aksama



Patogenez — Hormonal

» Ostrojen deneysel ve klinik sartlarda kolestaz

* Gebelik kolestazi; dolasan 6strojen seviyeleri pik
yaptiginda

* Cogul gebelik - daha yuksek 6strojen seviyesi

« Ostrojen-projestin iceren kontraseptif kullanimi -
kolestaz

* Ovaryan hiperstimtilasyon sonrasi erken gebelikte
* Dogumla(plasentanin ¢cikmasi) kolestazin diizelmesi

* Gebelikte progesteron metabolizmasi degisiklikleri
* Artmuis stilfatli progesteron metabolitleri

* Biliyer ekskresyon icin hepatik transport sisteminin
saturasyonu




Patogenez — Cevresel faktorler

* Mevsimsel farklilik
 Cografi farklilik
* Dusuk selenyum diuizeyi

* Dusuk Vitamin D




Risk faktorleri

e leri anne yasi

* Gebelik kolestazi oykusu

* Ailede 40 yas altinda kolelitiazis 6ykusu
* Cogul gebelik

* ART gebeligi

* Safra kesesi tasi

* Hepatit C tasiyicisi

* Etnisite (Asya:Hint-Pakistan, Sili, yerli Amerikali)




Klinik Bulgular

Generalize(siklikla) pruritus

Avuc icleri ve ayak tabaninda baslar ve siddetlidir
Geceleri daha siddetli

Uykusuzluk ve buna bagh yorgunluk

[stah azalmasi, steatorrhea

Pruritus 2. trimester sonunda ya da 3. trimesterde
Gecici olarak OHSS sonrasi

Fizik muayenede kasinti izleri(kizariklik olmaksizin)

Kasinti sonucunda ekskoriasyon

Sarilik %14-25 hastada
» Kasintidan 1-4 hafta sonra gelisir




Kasinti izleri(+), kizariklik yok (IHCP li gebe
kolu)

Chappell et al., BM] 2018;360:k104



[II trimesterda: siklikla>30.hf, <25.hf nadir
Kasinti

Kasintiya sekonder deri bulgulari




Laboratuvar Bulgulan

 Total safra asitlerinde artis (=10 micromol/L)
* >9490, ilk ve tek laboratuvar bulgu olabilir

e Serum aminotransferazlari(%60 olguda):
e X1,5-2...>1000 U/L (viral hepatit ayrimi!)

 Alkalin fosfataz: plasental izoenzim, spesifik degil

» Total ve direk bilirubin: %25 olguda ytikselir, total
bilirubin nadiren>6mg/dL

* GGT: normal ya da hafif yiikselmis

* Protrombin zamani normal, steatorrhea sonucu K
vitamini malabsorpsiyonuna bagh uzayabilir

* Cholic/Chenodeoxycholic acid orani ytikselir

* Safra asitlerine gore tanisal ustinligu yok




Laboratuvar Bulgulan

 Ultrasonografi: Bilier kanallar dilate degil,
hepatik parenkim normal

* Patoloji:
 Histopatoloji inflamasyonsuz kolestaz bulgulari
* Hepatositlerde safra tikaclari
» Zone 3 te kanalikuller baskin
 Portal traktlar etkilenmemis
* Tani icin biyopsi gereksiz!

» Histopatoloji nadiren mimkun




Intrahepatic Cholestasis of Pregnancy as an Indicator

of Liver and Biliary Diseases: a Population-Based
Study

Anne Ropponen,' Refjo Sund,® Seija Ritkonen,® Olavi Ylikorkala,! and Kristiina Aittomalki®

Retrospektif kohort galisma: 1972-2000 yillarinda tani
10.504 IHK oykusu (+) gebe
10.504 saglikh gebe

Rate ratio:
Alkolik olmayan siroz 8.2
Safratasi ve kolesistit 3.7
Hepatit C virUs enfeksiyonu 3.5
Alkolik olmayan pankreatit 3.2
Safra yollari hastaliklari 2.9

Diger karaciger hastaliklari 6.1




Gebelige ozgii KC fonksiyon degerleri

Reference Ranges for Liver Function in Pregnancy

Liver Enzyme Nonpregnant Pregnant 1st Trimester 2nd Trimester  3rd Trimester
ALT (international units/L) 0-40 — 6-32 6-32 6-32

AST (international units/L) 7-40 — 10-28 1129 11-30
Bilirubin (micromoles/L) 0-17 o 4-16 3-13 3-14

GGT (international units/L) 11-50 — 5-37 5-43 3-41

Alkaline phosphatase (international units/l) ~ 30-130 — 32-100 43135 133-418
Albumin (g/L) 3546 28-37 — — —

Bile acids (micromoles/L) 0-14 0-14 — — —

ALT, alanine transaminase; AST, aspartate transaminase; GGT, gamma glutamyl transferase.

* SAicin varsa laboratuvarin her trimester icin gebelige 6zgu
referans degerleri
* Yoksa; laboratuvarin genel popiilasyon esik degerleri
» Total SA degerleri, literatirde aclik, tokluk, gebelik yasi, etnisite
ve laboratuvar yontemleri nedeniyle farkli olabilir
* Postprandial serum total SA duzeyleri aclik degerlerinden

yuksek



* Pruritus (%23 gebede), cok az1 ICP
* Yiuksek total safra asit dizeyi
* Yiksek aminotransferaz seviyesi

* Ayirici tanida benzer laboratuvara yolacabilecek
hastaliklarin ekarte edilmesi

* %20 olguda safra asit diizeyi>40micromol /L: siddetli
kolestaz

* Pruritus serum safra asitlerinin ytikselmesinde haftalar
once baslayabilir
 Total safra asitleri ve aminotransferazlar normal ise
laboratuvar haftalik yinele

* Ursodeoksikolik asit ampirik baslanmissa safra asitleri ve
aminotransferazlarda yiukselme hi¢ saptanamayabilir




Ayirici tani

e Viral tarama
e Hepatit A, E, B&C
e EBV &
e CMV

e Abdominal USG

 KC otoimmiun hastalik taramasi
* Kr. Aktif hepatit

 Primer bilier siroz

e Koledokolithiazis




Ayirici tani

Differential Diagnosis Typical Clinical Presentation

Distinguishing Features

Pregnancy-specific causes
of pruritus

Pruritus gravidarum Pruritus, usually in the third trimester

Atopic eruption of Pruritus, usually in the first trimester
pregnancy

Polymorphic eruption of Pruritus, usually in the third trimester
pregnancy

Pemphigoid gestationis  ltchy rash, usually in the second or third
trimester

Prurigo of pregnancy Pruritus, usually in the third trimester
Pruritic folliculitis of Pruritus, usually in the third trimester
pregnancy

ICP: Primer cilt lezyonu YOK

Similar presentation to intrahepatic cholestasis of
pregnancy, but normal liver function tests and bile
acids

Dry, red rash with or without small blisters

Typically aftects trunk and limb flexures

Typically affects lower abdominal striae with
umbilical-sparing

Urticarial papules or plaques, vesicles, and target
lesions

Rare autoimmune condition characterized by
complement-fixing immunoglobulin G antibodies

Rash develops into large, tense blisters

Associated with increased risk of preterm delivery and
SGA

Recurs in subsequent pregnancies and with combined
oral contraceptive

Groups of red—brown papules on the abdomen and
extensor surfaces of the limbs

Papules may persist postpartum

Acneiform eruption on the shoulders, upper back,
thighs, and arms

Follicular papules and pustules, which may be filled
with pus, but culture is typically sterile; rash usually

improves with advancing gestation




Differential Diagnosis

Typical Clinical Presentation

Distinguishing Features

Preexisting causes of
pruritus
Atopic dermatitis
Allergic or drug reaction

Systemic disease

Pregnancy-specific causes
of hepatic
impairment

Acute fatty liver of
pregnancy

Hemolysis, elevated
liver enzymes and
low platelets
syndrome

Hyperemesis gravidarum

Preexisting causes of
hepatic impairment
Viral hepatitis
Primary biliary cirrhosis
or primary sclerosing
cholangitis
Autoimmune hepatitis

Drug-induced liver
injury

Biliary obstruction

Venoocclusive disease

Pruritus, any gestation
Pruritus, any gestation

History of liver, renal, or thyroid disease

Nausea, vomiting, headache, abdominal
pain, polyuria, polydipsia in the third
trimester

Hypertension, proteinuria, headache,

epigastric pain, visual disturbance in the

second or third trimester

Nausea and vomiting in the first trimester

Jaundice, nausea, vomiting, abdominal pain

Pruritus, jaundice, lethargy, other
autoimmune disorders

Nausea, lethargy, jaundice, other
autoimmune disorders

Pruritus, jaundice

Abdominal pain, pale stools, dark urine
Abdominal pain, distension (ascites),

o I S D S (S

History of atopy

History of exposure to allergen or drug
Maculopapular rash

Signs and symptoms of systemic disease
History of pruritus before conception

New nausea and vomiting in the third trimester are not
caused by hyperemesis gravidarum

Women with AFLP are more unwell and often have
associated renal impairment, coagulopathy,
hypoglycemia, and preeclampsia

Hypertension and proteinuria are predominant
features

Presentation in early pregnancy, abnormal liver
function test resolves with successful treatment

Systemic symptoms, generally unwell, contacts
Symptoms before pregnancy; associated
autoantibodies

Symptoms before pregnancy; associated
autoantibodies

Ingestion of drugs before onset of symptoms or
biochemical abnormalities

Liver ultrasound scan abnormalities

Thrombosis demonstrated on imaging, thrombophilia




Fetal etkiler

* Maternal SA leri plasentay1 gecer fetiis ve
amniyonda birikir

* Ana komplikasyonlar:
e Intrauterin 6liim
* Mekonyum-boyali amniyotik sivi
* Preterm dogum(spontan/iyatrojenik)

* Neonatal respiratuvar distress sendromu

* 37 hf sonras1 ICP a bagh 1U 6lim %1.2

* (Am ] Obstet Gynecol. 2014 Sep;211(3):189-196)

 Daha T SA.... Tfetal o6liim riski




Maternal SA — Kotu perinatal sonuc (kohort)
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Fetal olum?

Tam anlasilamamis
Ani gelisen fetal aritmi? (Dig Dis. 2011;29(1):58-61)

Plasental koryonik yuzey damarlarinin ani
vazospazmi?(ytiksek SA?) (Eur] Obstet Gynecol Reprod Biol. 1991;42(3):211)

Eslik eden gebelik komplikasyonlari(GDM, preeklampsi)
(Hepatology. 2014;59(4):1482)

Prematiirite (dogum indtiiksiyonu, spontan preterm eylem,
cogul gebelikler)
Spontan preterm eylem gebeliklerinde pruritus erken
gorulir
« SA leri miyometrial oksitosin reseptorleri ekspresyonunu
artirir-spontan preterm eylem

Fetal buytume geriligi ve oligohidramnioz ICP 6zellikleri degil




Fetal olum onlenebilir mi?

* Fetal 0liimu 6ngorebilen spesifik antenatal fetal
monitorizasyon yontemi yok

* Ultrasonografi ve kardiyotokografi gtivenilir degil
* Eylemde devamli monitorizasyon

* Fetal 6lim ani

* Plasental yetmezlik yok

* Umbilikal arter Doppler farkl katkisi yok

* Fetal koti sonuc (preterm dogum, asfiksi, AS ve
zarlarin mekonyum ile boyanmasi)
* SA de her mikromol/L i¢in %1-2 artar
* Glantz A et al,, Hepatology 2004;40:467-74




Maternal SA — Prediktif deger

* Yuksek SA leri kot fetal sonuclar1 ongortr

* SA>240 micromol/L: <40micromol/L grubuna gore
(J Obstet Gynaecol Res. 2017;43(9):1411)

 Kotii fetal sonuc (RR 1.96,95% CI 1.63-2.35)
* Preterm dogum (RR 2.23,95% CI 1.51-3.29)
* Asfiksi ya da RDS (RR 1.67,95% CI 1.18-2.3)
* Mekonyum boyali AS (RR 2.27,95% CI 1.81-2.85)

* SA>100 micromol/L: fetal 6lim riski ytiksek

* 2/21: %10 (Am] obstet Gynecol. 2015;212(1):100.e1)

* 4/26 : %15 (Am] obstet Gynecol. 2015 Oct;213(4):570.61-8)

* SA>240 micromol/L + prospektif kohort: 6li dogum
10/669 (%1.5) (Hepatology. 2014;59(4):148)
e Olii dogumlarin 6 s1 <37 hf!




Maternal tedavi

* Amac: rahatsiz edici semptomlari gidermek ve
perinatal morbidite/mortaliteyi azaltmak

* Klinik semptomlar(+), SA (N) ve
aminotransferaz (N)
* Ampirik tedavi basla?
* Laboratuvar testleri haftalik tekrarla?

* SAve/veya serum TA ylkselirse tedavi

| Uofa|k® Kapsui

Ursodeoksikolik asit tercih edilen
tedavi




[ oot i<opio S

Ursofalk Kapsti

S

Ursodeoksikolik asit

Ursodeoksikolik asit

e Pruritusta tam tedavi %42, dizelme %61
(Gastroenterology. 2012;143(6):1492)

* 10-15 mg/kg/g
. iyi tolere, %25 hastada bulanti, basdonmesi

* Pruritusta azalma 1-2 haftada, biyokimyasal
diizelme ise 3-4 haftada goruliir

* Pruritus 2 hf da diizelmezse doz maksimum
21mg/kg/g e kadar titre edilebilir

* Dig Liver Dis. 2017;49(1):63
* Hepatology. 2001;33(3):504

28



Chappell et al.,, BM] 2018;360:k104

Hiicre hasarini
Kolestazda, ek influx

) _ _ onlemek icin
Efflux transporter proteins proteinleri uyarilir ve safra asit
(sinosoidal membrane) safra asitlerinin seruma konsantrasyonu

gecmesi saglanir sikica kontrol
edilir

(sinosoidal membrane)

Influx transporter proteins

Efflux transporter proteins
(canalicular membrane)

influx proteinleri ise
down regile olur

BILE
CANALICULUS

Intraselliiler safra asit
_ konsantrasyonu arttiginda

UDCA; efflux transporter kanalikiiler efflux proteinleri up
proteinlerinin up regule olur ve safra asitleri safraya

regiilasyonunu artirarak safra ve enterohepatik dolagima atilir

asitlerinin hepatosit disina
¢ikmasini saglar ve kolestazi

iyilestirir

HEPATOCYTE




Analysis 1.2. Comparison | UDCA versus placebo, Outcome 2 Mean of worst itching scores over preceding
24 hours between randomisation and delivery.

Review: Interventions for treating cholestasis in pregnancy
Comparison: | UDCA versus placebo

QOutcome: 2 Mean of worst itching scores over preceding 24 hours between randomisation and delivery

Mean Mean

Study or subgroup UDCA Placebo Difference Weight Difference
N Mean(SD) N Mean(SD) IV,Fixed,95% Cl IVFixed,95% Cl

PITCH 2012 56 49 (24.8) 55 61.9 (27.2) . 100.0 % -1290 [-2259,-3.21 ]
Total (95% CI) 56 55 - 100.0 %  -12.90 [ -22.59, -3.21 |

Heterogeneity: not applicable
Test for overall effect: Z = 261 (P = 0.00%1)
Test for subgroup differences: Not applicable

-100 -50 0 50 100
Favours UDCA Favours Placebo

‘@’ Gurung V, Middleton P, Milan SJ, Hague W, Thornton JG. Interventions for treating cholestasis in pregnancy. Cochrane
] Database of Systematic Reviews 2013, Issue 6. Art. No.: CD000493

THE COCHRANE
COLLABORATION®




Analysis 1.7. Comparison | UDCA versus placebo, Outcome 7 Bile acid reduction, pmol/L.

Review: Interventions for treating cholestasis in pregnancy

Comparison: | UDCA versus placebo

Qutcome: 7 Bile acid reduction, mol/L

Mean Mean
Study or subgroup UDCA Placebo Difference Weight Difference
N Mean(SD) N Mean(SD) IV, Fixed,95% Cl IVFixed 95% CI
I At 20 days
Nicastri 1998 8 33 (10) 8 26 (21) . 100.0 % 30402332, 3748 ]
Subtotal (95% CI) 8 8 . 100.0 %  30.40 [ 23.32, 37.48 ]
Heterogeneity: not applicable
Test for overall effect: Z = 841 (P < 0.00001)
Test for subgroup differences: Not applicable
-100 50 0 50 100
Favours Placebo Favours UDCA

THE COCHRANE
COLLABORATION®

Gurung V, Middleton P, Milan SJ, Hague W, Thornton JG. Interventions for treating cholestasis in pregnancy. Cochrane
Database of Systematic Reviews 2013, Issue 6. Art. No.: CD000493




Analysis 1.8. Comparison | UDCA versus placebo, Outcome 8 ALT, IU/L.

Feview:  Interventions for treating cholestasis in pregnancy

| UDCA versus placebo

Comparison:

Outcome: B ALT, ILIL

Mean Mean
Study or subgroup UDCA Flacebo Chfference Weight Difference
M Mean(50) M Mean(50) IVRandom,35% Cl IV Random 952 C
| At two weeks
Liu 2006 34 8014 (1643) 34 17035 (30.88) | 75.5 % 5021 [-101.%96, -7846 ]
Subtotal (95% CI) 34 34 b 755 % -90.21 [ -101.96, -78.46 |
Heterogeneity: not applicable
Test for overall effect Z = 1505 (P = 0.03001)
2 At three weeks
Palma 1997 8 54 (50) 7 239 (154} —&— 245 % 17500 [ -294.23, -55.77 ]
Subtotal (95% CI) 8 7 —— 245 % -175.00 [ -294.23, -55.77 |
Heterogeneity: not applicable
Test for overall effect 7 = 188 (P = 0.0040)
Total (95% CI) 42 41 - 100.0 % -111.00 [ -182.48, -39.51 ]
Heterogeneity: Tau® = 172645 Chi2 = |92, df= [ (P =017}, 2 =48%
Test for overall effect: Z = 304 (P = 0.0023)
Test for subgroup differences: Chi? = 1.92, df = | (P = QLI7). I =48%

v/

THE COCHRANE
COLLABORATION®

AV MILpy V) LTALVAMALLLUAL &) ATLAAUARL L) Ratapu v

Database ofSystematzc Reviews 2013, Issue 6. Art. No.: CD000493

500 -250 ]
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250 500

Fawours Placeto
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Analysis 1.17. Comparison | UDCA versus placebo, Qutcome |7 Total preterm birth at less than 37 weeks.

Feview:  Interventions for treating cholestasis in pregnancy
Comparson: | UDCA versus placebo

Outcome: 17 Total preterm birth at less than 37 weeks

Study or subgroup UDCA, Flacebo Risk Ratio Risk Ratio
n/M n/M M-H Fixed 95% Cl M-H Fixed 95% O

Liu 2006 4/34 13734 Q31 [Q01,085]

+
PITCH 2013 | 4/56 26/55 L 053[031,0590]
-

Total (95% CI) 90 89 0.46 [ 0.28,0.73 ]

Total events: |8 (UDCA), 39 (Placebo)

Heterogeneity. Chi® = 088, df = | (P = 035); |2 =0.0%
Test for averall effect 7 = 336 (P =00011)

Test for subgroup differences: Mot applicable

0ol ol
Favours LIDCA Favours Placebo

‘@’ Gurung V, Middleton P, Milan S], Hague W, Thornton ]JG. Interventions for treating cholestasis in pregnancy. Cochrane
Database of Systematic Reviews 2013, Issue 6. Art. No.: CD000493

THE COCHRANE
COLLABORATION®



PITCHES TRIAL

* PITCHES is a Phase IlI trial in
IntrahepaTic CHolestasis of

= ; : pregnancy to Evaluate
] Participant recruited at York Hospital on 7 . . .
6 O 5 August 2018, urSodeoxycholic acid (UDCA) in

improving perinatal outcomes.

Recruitment

The purpose of the Clinical trial is to

provide definitive evidence for (or
PITCHES completed recruitment: Thank you against) arole for UDCA in

ameliorating adverse perinatal
outcomes.

The trial is a masked placebo-
controlled randomised trial to
: evaluate UDCA vs. placebo in women
[ Zor e ek with ICP between 20*° to

PragAnsa ke yoas in e LK. Bt the oautes of
152 am met fuly indareingd,

N i e 40%6 weeks' gestation. The trial will

VEP-can te vary urcomionstile Dl tre akinmss

R 0 v s e tuy be conducted at 30 centres across

s Resroorch ray ax
I 48 increceied vk of o warty il 41

B o e Ul a1 s el ey o the UK and recruitment will run for
approximately 39 months.

Lucy C Chappell
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Ursodeoksikolik asit

Ursodeoksikolik asit — Direncli olgular

e Maksimum UDCA dozuna karsin pruritus
dayanilmazsa

* S-adenosyl-methionine (SAMe): glutatyon
prekirsoru, hepatosit plazma membrani yapisini
etkiler, metilasyonu ve hormon metabolitlerin bilier
ekskresyonunu artirir

* UDCA, SAMe a gore pruritus, SA, ALT yi azaltmada daha
iyi

* Cholestyramine: SA lerinin ileal emilimini azaltir,
fekal ekskresyonu artirir, pruritusa etkisi sinirl,
konstipasyon, abdominal rahatsizlik,

malabsorpsiyon(0z le vit K)



Figure 2. Effects of UDCA, SAMe, and UDCA + SAMe on total bilirubin Zhang Y et al., Hepat Mon. 2016

A UDCA SAMe Std.Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Binder 2006 -6.9 69250054 26 -415 61533487 25 26.3% -0.41 [-0.97,0.14] —
MNicastri 1998 -1 0.4582576 8 -049 0.6 8 8.4% -0.18 [-1.16, 0.81]
Roncaglia 2004 -0.7 0.2783882 24  -06 0.3544382 22 239% -0.31 [-0.89, 0.27) e
LHANG 2015 -7.04 12465837 41 =51 17509623 3B 415% -0.13 [-0.57, 0.31] ——
Total (95% C1) 99 93 100.0%  -0.25[-0.53, 0.03] . o
Heterogeneity: Chi*= 0.69,df=3 (P= 0.88); I'= 0% 3 R 0 1 1)
Test for Overall Effect: Z=172 (P= 0.08) Favours [Experimental] Favours [Control]

Figure 3. Effects of UDCA, SAMe, and UDCA + SAMe on Total Bile Acids

A UDCA SAMe Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Binder 2006 -39 34.733498 26 -9 29627016 25 252% -0.91 [-1.49 -0.33) -
Nicastri 1098 -142 10709342 8 -19.2 9.3744333 8  B85% 047 [-0.53,1.47] TV
Roncaglia 2004 -24 18.091487 24 -8.9 34.434018 22 243% -0.55 [-1.14,0.04] -
FHANG 2015 -27 64 43609333 41 -11.03 22.548508 38 421% -0.47 [-0.92,-0.02] -
Total (95% Cl) 99 93 100.0%  -0.52[-0.81,.0.23] ¢
Heterogeneity: Chi*=5.61, df = 3(P=0.13); = 47% 4 2 5 2 4
Test for Overall Effect: Z=3.51(P=0.0005) Favours [Experimental| Favours [Control]

Figure 4. Effects of UDCA, SAMe, and UDCA + SAMe on Alanine Aminotransferase

A UDCA SAMe Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Binder 2006 -3 33227097 26 -0.82 28233137 25 257%  -0.70[1.26,-0.13) * -
Nicastri 1998 -43.8 25.949759 8 -43.9 25.340284 8 BE6% 0.00 [-0.98, 0.98]
Roncaglia 2004 -157 1835027 24 -67 94110308 22 235% -0.60[1.18,-0.01] .
ZHANG 2015 -127.83 14590706 41 -107 16446743 38 421% -0.13 [0.57, 0.31] =
Total (95% Cl) 99 93 100.0%  -0.38[-0.66,-0.09] i
Heterogeneity: Chi*=3.50,df =3 (P=0.32); ’= 14% Ey o5 3 G "

Test for Overall Effect: Z=2.56 (P=0.01) Favours |[Experimental| Favours [Control)
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Ursofalk Kapsti

Ursodeoksikol

Ursodeoksikolik asit — Direncli olgular

* Rifampin: potent pregnane X reseptor agonisti,
detoksifikasyon ve hepatobilier stirecleri
yurutur, pruritusa etkili

* onemli yan etkiler: bulanty, istah azalmasi, hemolitik
anemi, renal yetmezlik ve hepatit

* Antihistaminikler

* Hydroxyzine 25mg(X3-4), Chlorpheniramine 4mg
(X4-6) pruritusa etki az, sedasyon
* Nemlendiriciler
* Topikal antipruritik ajanlar

 Deksametazon, UV fenobarbital, charcoal

39



Antenatal testler

 Haftalik SA ve aminotransferazlar
 Haftada 2 kez BP

* Antenatal testlerin in utero 6lum riski olan
fetuslar1 belirlemede degeri yok

* Fetal 6lum saptanan olgularin NST leri normal

* NST, BP, fetal hareket sayilmasi, Doppler ICP de

yararli degil, iu 6liimiin mekanizmasi kronik
plasental bir vaskiiler siirec degil, ANI BIR OLAY

* Uygun bir test olmadigi icin varolanlari kullan
* Prediktivite disuk!




Dogumun zamanlanmasi

Fetal o6li .
i SR . A ] Obstet Gynecol. 2015:212(5):667.e1
* Retrospektif kohort; 34-40 hf arasi gest yasa
gore tabakalanmis perinatal mortalitenin

dogum ya da ekspektan yaklasima gore
belirlenmesi, 1.6 milyon gebe

ffjﬁﬁﬁff; * 36 hf da doguran ICP li fetal, neonatal ve

erken infant mortalite daha az

~

dogum

e Ilaca yanitsiz ICP, sarilik(+), ICP ye bagh <36 hf fetal 6liim éyKkiisii,
SA>2100micromol/L ............ 36 hf Dogum
*PLoS One. 2012;7(3):e28343 *Am ] Obstet Gynecol. 2015;212(1):100.el



Dogumun zamanlanmasi

Hastay1 aydinlat:
* Maternal ve fetal kazanclarin, potansiyel prematiriteye
bagh morbiditeye gore karsilastirma

Fetal 6liim " 34 hf sonrasi ampirik karar, mimbkin
riski Prematiiriteye . . .
maternal fetal bagl oldugu kadar izle, sunlara dikkat:
kazanclar mobidice Semptomlarin siddeti

Onceki fetal 6lumiin gestasyonel haftasi
Hastanin degerleri- secimleri

Bireysellestir

Ekspektan
yonetim vs
erken

dogum 42




Maternal sonuclar

* Pruritus dogumdan sonraki ilk birkag¢ giinde
kaybolur, buna SA leri ve KC testleri eslik eder

ICP de emzirme kontrendike degil, eylem
basladiginda UDCA Kkesilir, stite gecen UDCA cok
az miktarda

* Dogum sonrasi 6-8. haftada biyokimyasal
testleri yinele, tablonun duzeldiginden emin ol

* Duzelme yoksa hastay1 hepatobilier hastaliklar

acisindan degerlendirilmek uizere uzmana yolla




Maternal sonuclar

* Kolestaz izleyen gebeliklerde %60-70 yineler

* 11.000 postpartum (ICP+), 113.000 postpartum
(ICP-) calismasinda ICP sonrasi:
« KC kanseri [HR] 3.6; 95% CI 1.7-7.8
Bilier trakt kanseri [HR] 2.6; 95% CI 1.3-5.5
Diabetes mellitus [HR] 1.5; 95% CI 1.3-1.7
Tiroid hastaligi [HR] 1.3; 95% CI 1.1-1.5
Crohn hastaligi [HR] 1.6; 95% CI 1.1-2.1

Kardiyovaskiiler hastalik [HR] 1.1; 95% CI 1.1-1.2
* (sadece ICP+PE oOykiisu olanlarda)

Wikstrom Shemer EA et al, ] Hepatol. 2015;63(2):45




Kontrasepsiyon

* Kolestaz oykiusii olan kadinlarda ostrojen-
projestin kontraseptif nadiren yineleyen
kolestaz

* KC fonksiyon testleri normallestikten sonra
kombine OK verilebilir

» Ostrojen-projestin kullanimina bagl kolestaz
oykust olanlarda 6strojen disi kontraseptif
yontemler, 0: sadece projestin

MMWR Recomm Rep. 2016;65(3):1




* Basarili bir gebeligin anahtari dogru
metabolik degisiklikler

* Ancak; genetik olarak duyarl bireylerde,
bu degisiklikler patolojik olabilir

* Ve gestasyonel kolestaz ya da diabetes

mellitusa yolacabilir




* Gebelik kolestazi bir eksklizyon tanisi
* Maternal sonuclar iyi

* Fetal sonuc kot olabilir

* Genetik predispozisyon

* UDCA tedavide ilk secenek

 37. Haftada gebeligin sonlandirilma karari

* Maternal ve fetal kazanclarin, potansiyel
prematuriteye bagli morbiditeye gore

karsilastirmasi sonucu

* Her hasta bireysellestirilerek karar verilmeli



