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GiRiS

Gebelik stireci, maternal fizyolojide ve metaboliz-
mada pek ¢ok degisiklik olusturan dinamik bir sii-
regtir. Bu donemde karaciger fonksiyonlarini etki-
leyen bazi 6zgiin durumlar ortaya ¢ikabilir ve hem
anne hem de fetiis i¢cin 6nemli riskler olusturabilir.
Gebelikle iligkili hepatik hastaliklar, klinik pratik-
te nadir goriilmekle birlikte yiiksek morbidite ve
mortalite oranlariyla iligkilidir. Bu nedenle, erken
tani, etkin yonetim ve dikkatli takip bu hastalik-
larin seyrini ve sonuglarini biiyiik 6l¢tide etkiler.

Bu bolimde, gebeligin intrahepatik kolestazi
(GIK) ve gebeligin akut yagli karacigeri (GAYK)
gibi 6zgiin hepatik hastaliklarin yani sira, preek-
lampsi ve HELLP sendromu gibi gebelik sirasinda
ortaya ¢ikan karaciger tutulumlarinin tani, tedavi
ve prognozlari ele alinmaktadir. Ayrica, bu hasta-
liklarin epidemiyolojik 6zellikleri, patofizyolojisi,
ayirict tanilari ve yonetim stratejileri kapsamli bir
sekilde tartisgilmaktadir. Amag, okuyuculara gebe-
lik doneminde karsilagilabilecek bu kompleks has-
taliklarin genel bir ¢ercevesini sunmak ve giincel
literatiir 15181nda klinik uygulamalar icin rehberlik
etmektir.

GEBELIGIN iNTRAHEPATIK
KOLESTAZI (GiK)

Giris ve Tanim

Gebeligin intrahepatik kolestazi (GIK), gebelikte
en yaygin goriilen karaciger bozuklugudur, genel-
likle ikinci ve tigiincti trimesterlerde ortaya cikar.
Ozellikle avug ici ve ayak tabanlarinda kasinti
(pruritus), serum safra asitleri ve karaciger enzim-
lerinin ytikselmesi ile karakterizedir. Prevalansi
diinya genelinde %0,2 ila %27,6 arasinda degis-
mektedir, Sili ve Iskandinavya gibi baz1 popiilas-
yonlarda daha yiiksek oranlar bildirilmistir (1,2).

GIK’in temel semptom ve bulgulari, genellik-
le gece siddetlenen ve dokiintii olmaksizin ortaya
¢tkan yogun kagint1 ile kendini gosteren serum
safra asitlerinin yiikselmesi ve anormal karaciger
enzimleridir (3,4). Hastaligin patogenezi; 4stro-
jen-safra asidi ekseni, genetik (ABCB4 ve ABCBI11
genlerindeki mutasyonlar gibi), hormonal ve gev-
resel faktorlerin kombinasyonunu igerir (5).

Hastalik hem anne hem de fetiis i¢in 6nemli
riskler tasir. Fetiis i¢in bu riskler; preterm eylem,

T Uzm. Dr, Kirikkale Universitesi Tip Fakliltesi, ¢ Hastaliklari AD., Gastroenteroloji BD., Gastroenteroloji Yan Dal Asistani,

ramiscatalbas@gmail.com, ORCID iD: 0000-0001-5817-9873

2 Uzm. Dr, Samsun Medicalpark Hastanesi, Gastroenteroloji Klinigi, hgurel55@yahoo.com, ORCID iD: 0000-0002-2395-5438



2212

GASTROENTEROLOJI TEXTBOOK

KAYNAKLAR

10.

11.

12.

13.

14.

Al-Obaidly S, Salama H, Olukade T, et al. Perinatal out-
comes of intrahepatic cholestasis of pregnancy from two
birth cohorts: A population-based study. Obstet Med. 2022
Dec;15(4):248-252. doi: 10.1177/1753495X211058321.
Nasrullah A, Herrera M, Garbinski A, et al. Medi-
cal Emergencies in the Pregnant Patient. Crit Care
Nurs Q. 2023 Oct-Dec 01;46(4):403-416. doi: 10.1097/
CNQ.0000000000000476.

Arthuis C, Diguisto C, Lorphelin H, et al. Perinatal
outcomes of intrahepatic cholestasis during pregnan-
cy: An 8-year case-control study. PLoS One. 2020 Feb
19;15(2):€0228213. doi: 10.1371/journal.pone.0228213.
Zhan Y, Xu T, Chen T, et al. Intrahepatic cholestasis of
pregnancy and maternal dyslipidemia: a systematic re-
view and meta-analysis. Acta Obstet Gynecol Scand. 2022
Jul;101(7):719-727. doi: 10.1111/a0gs.14380.

Dixon PH, Levine AP, Cebola I, et al. GWAS meta-a-
nalysis of intrahepatic cholestasis of pregnancy implica-
tes multiple hepatic genes and regulatory elements. Nat
Commun. 2022 Aug 17;13(1):4840. doi: 10.1038/s41467-
022-29931-z.

Walker KF, Chappell LC, Hague WM, et al. Pharmaco-
logical interventions for treating intrahepatic cholesta-
sis of pregnancy. Cochrane Database Syst Rev. 2020 Jul
27;7(7):CD000493. doi: 10.1002/14651858.CD000493.
pub3.

Ovadia C, Seed PT, Sklavounos A, et al. Association of
adverse perinatal outcomes of intrahepatic cholestasis
of pregnancy with biochemical markers: results of agg-
regate and individual patient data meta-analyses. Lancet.
2019 Mar 2;393(10174):899-909. doi: 10.1016/S0140-
6736(18)31877-4.

Furrer R, Winter K, Schiffer L, et al. Postpartum Blood
Loss in Women Treated for Intrahepatic Cholestasis of
Pregnancy. Obstet Gynecol. 2016 Nov;128(5):1048-1052.
doi: 10.1097/A0G.0000000000001693.

Luo M, Tang M, Jiang F, et al. Intrahepatic Cholesta-
sis of Pregnancy and Associated Adverse Maternal and
Fetal Outcomes: A Retrospective Case-Control Study.
Gastroenterol Res Pract. 2021 Mar 25;2021:6641023. doi:
10.1155/2021/6641023.

Ovadia C, Sajous J, Seed PT, et al. Ursodeoxycholic acid
in intrahepatic cholestasis of pregnancy: a systematic
review and individual participant data meta-analysis.
Lancet Gastroenterol Hepatol. 2021 Jul;6(7):547-558. doi:
10.1016/52468-1253(21)00074-1.

Shen Y, Zhou ], Zhang S, et al. Is It Necessary to Perform
the Pharmacological Interventions for Intrahepatic Cho-
lestasis of Pregnancy? A Bayesian Network Meta-Analy-
sis. Clin Drug Investig. 2019 Jan;39(1):15-26. doi: 10.1007/
s40261-018-0717-2.

Roediger R, Fleckenstein J. Intrahepatic cholesta-
sis of pregnancy. Clin Liver Dis (Hoboken). 2024 Feb
20;23(1):e0119. doi: 10.1097/CLD.0000000000000119.
Sentilhes L, Bacq Y. La cholestase intrahépatique gravi-
dique [Intrahepatic cholestasis of pregnancy]. J Gynecol
Obstet Biol Reprod (Paris). 2008 Apr;37(2):118-26. Fren-
ch. doi: 10.1016/1.jgyn.2006.09.007.

Wood AM, Livingston EG, Hughes BL, et al. Intrahepa-
tic Cholestasis of Pregnancy: A Review of Diagnosis and

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Management. Obstet Gynecol Surv. 2018 Feb;73(2):103-
109. doi: 10.1097/0GX.0000000000000524.

Reyes H, Baez ME, Gonzalez MC, et al. Selenium, zinc
and copper plasma levels in intrahepatic cholestasis of
pregnancy, in normal pregnancies and in healthy indi-
viduals, in Chile. J Hepatol. 2000 Apr;32(4):542-9. doi:
10.1016/s0168-8278(00)80214-7.

Pongcharoen P, Fleischer AB Jr. An evidence-based re-
view of systemic treatments for itch. Eur ]| Pain. 2016
Jan;20(1):24-31. doi: 10.1002/ejp.766.

Smith DD, Rood KM. Intrahepatic Cholestasis of Preg-
nancy. Clin Obstet Gynecol. 2020 Mar;63(1):134-151. doi:
10.1097/GRE.0000000000000495.

Martinefski M, Contin M, Samassa P, et al. The importan-
ce of analytical methodology in accurate diagnosis and
monitoring of intrahepatic cholestasis of pregnancy. Int
J Gynaecol Obstet. 2013 Oct;123(1):78-9. doi: 10.1016/j.
ijg0.2013.06.012.

Friedlaender P, Osler M. Icterus and pregnancy. Am
] Obstet Gynecol. 1967 Apr 1;97(7):894-900. doi:
10.1016/0002-9378(67)90513-3.

Geenes V, Chappell LC, Seed PT, et al. Association of
severe intrahepatic cholestasis of pregnancy with adver-
se pregnancy outcomes: a prospective population-based
case-control study. Hepatology. 2014 Apr;59(4):1482-91.
doi: 10.1002/hep.26617.

Xiao J, Li Z, Song Y, et al. Molecular Pathogenesis of
Intrahepatic Cholestasis of Pregnancy. Can | Gast-
roenterol Hepatol. 2021 May 30;2021:6679322. doi:
10.1155/2021/6679322.

Heinonen S, Kirkinen P. Pregnancy outcome with intra-
hepatic cholestasis. Obstet Gynecol. 1999 Aug;94(2):189-
93. doi: 10.1016/50029-7844(99)00254-9.

Chen Y, Zhang H, Ning W, et al. The impact of intrahe-
patic cholestasis on pregnancy outcomes: a retrospective
cohort study. BMC Gastroenterol. 2023 Jan 18;23(1):16.
doi: 10.1186/s12876-023-02652-3.

Atabey S, Duvan CI, Eren U, et al. Intrahepatic choles-
tasis and eclampsia: a case report. Hypertens Pregnancy.
2007;26(4):363-9. doi: 10.1080/10641950701581159.
Wang HY, Jiang Q, Shi H,et al. Effect of caesarean secti-
on on maternal and foetal outcomes in acute fatty liver
of pregnancy: a systematic review and meta-analysis. Sci
Rep. 2016 Jul 8;6:28826. doi: 10.1038/srep28826.
Ramanathan R, Ibdah JA. Mitochondrial Dysfunction
and Acute Fatty Liver of Pregnancy. Int ] Mol Sci. 2022
Mar 25;23(7):3595. doi: 10.3390/ijms23073595.

Martin JN Jr, Tucker JM. Missing or making the timely di-
agnosis of acute fatty liver of pregnancy (AFLP): lessons le-
arned. ] Matern Fetal Neonatal Med. 2022 Sep;35(18):3595-
3601. doi: 10.1080/14767058.2020.1832075.

Ramadan MK, Khaza'al ], Cha'ar D, et al. Second-trimes-
ter acute fatty liver disease of pregnancy: A brief review
of the literature and a case report. ] Obstet Gynaecol Res.
2021 Jan;47(1):34-43. doi: 10.1111/jog.14577.

Donck M, Vercruysse Y, Alexis A, et al. Acute fatty liver of
pregnancy - A short review. Aust N Z ] Obstet Gynaecol.
2021 Apr;61(2):183-187. doi: 10.1111/ajo.13293.

Ahmed A, Saxena S, Pandey A, et al. Analysis of Cau-
ses of Hepatic Dysfunction in Obstetric Patients in In-
dia: A Systematic Review. Indian ] Crit Care Med. 2022



Gebelikte Hepatik Hastaliklar

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

Jan;26(1):114-122. doi: 10.5005/jp-journals-10071-24083.
Shah S, Verma P. Pregnancy-Related Acute Kidney Injury:
Do We Know What to Do? Nephron. 2023;147(1):35-38.
doi: 10.1159/000525492.

Griffin KM, Oxford-Horrey C, Bourjeily G. Obstet-
ric Disorders and Critical Illness. Clin Chest Med. 2022
Sep;43(3):471-488. doi: 10.1016/j.ccm.2022.04.008.
Terrault NA, Williamson C. Pregnancy-Associated Liver
Diseases. Gastroenterology. 2022 Jul;163(1):97-117.el.
doi: 10.1053/.gastro.2022.01.060.

Janati-Idrissi Y, Slama L, Taheri H, et al. La stéatose hé-
patique aigué gravidique récidivante : a propos d’'un cas
et une revue de la littérature [Recurrent acute fatty liver
of pregnancy: About a case and a review of the literatu-
re]. Gynecol Obstet Fertil Senol. 2022 Sep;50(9):620-623.
French. doi: 10.1016/j.gofs.2022.04.002.

Wu Z, Huang P, Gong Y, et al. Treating acute fatty liver of
pregnancy with artificial liver support therapy: Systema-
tic review. Medicine (Baltimore). 2018 Sep;97(38):¢12473.
doi: 10.1097/MD.0000000000012473.

Ahmed T, Vogel A, Owens T, et al. Two DeLIVERies
and a transplant: Case report of acute fatty liver of
pregnancy requiring liver transplant. Clin Liver Dis
(Hoboken). 2023 Nov 30;22(6):233-237. doi: 10.1097/
CLD.0000000000000095.

Minakami H, Morikawa M, Yamada T, et al. Differentiati-
on of acute fatty liver of pregnancy from syndrome of he-
molysis, elevated liver enzymes and low platelet counts. ]
Obstet Gynaecol Res. 2014 Mar;40(3):641-9. doi: 10.1111/
jog.12282.

Byrne JJ, Seasely A, Nelson DB, et al. Comparing acu-
te fatty liver of pregnancy from hemolysis, elevated
liver enzymes, and low platelets syndrome. | Matern
Fetal Neonatal Med. 2022 Apr;35(7):1352-1362. doi:
10.1080/14767058.2020.1754790.

Kumar A, Sharma A, Mohan Y,et al. Therapeutic plasma
exchange in acute fatty liver of pregnancy: a case report
and literature review. Pan Afr Med J. 2021 Dec 13;40:220.
doi: 10.11604/pamj.2021.40.220.31324.

Souza JP, Giilmezoglu AM, Vogel J, et al. Moving be-
yond essential interventions for reduction of maternal
mortality (the WHO Multicountry Survey on Maternal
and Newborn Health): a cross-sectional study. Lancet.
2013 May 18;381(9879):1747-55. doi: 10.1016/S0140-
6736(13)60686-8.

European Association for the Study of the Liver. EASL
Clinical Practice Guidelines on the management of liver
diseases in pregnancy. ] Hepatol. 2023 Sep;79(3):768-828.
doi: 10.1016/j.jhep.2023.03.006.

Ananth CV, Keyes KM, Wapner R]. Pre-eclampsia rates in
the United States, 1980-2010: age-period-cohort analysis.
BM]J. 2013 Nov 7;347:f6564. doi: 10.1136/bm;.f6564.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

Weinstein L. Syndrome of hemolysis, elevated liver en-
zymes, and low platelet count: a severe consequence of
hypertension in pregnancy. Am ] Obstet Gynecol. 1982 Jan
15;142(2):159-67. doi: 10.1016/s0002-9378(16)32330-4.
Sibai BM, Ramadan MK, Usta I, et al. Maternal morbi-
dity and mortality in 442 pregnancies with hemolysis,
elevated liver enzymes, and low platelets (HELLP synd-
rome). Am J Obstet Gynecol. 1993 Oct;169(4):1000-6. doi:
10.1016/0002-9378(93)90043-i.

Pavlis T, Aloizos S, Aravosita P, et al. Diagnosis and sur-
gical management of spontaneous hepatic rupture asso-
ciated with HELLP syndrome. J Surg Educ. 2009 May-
Jun;66(3):163-7. doi: 10.1016/j.jsurg.2009.04.001.
Lisonkova S, Bone JN, Muraca GM, et al. Incidence and
risk factors for severe preeclampsia, hemolysis, elevated
liver enzymes, and low platelet count syndrome, and ec-
lampsia at preterm and term gestation: a population-ba-
sed study. Am J Obstet Gynecol. 2021 Nov;225(5):538.e1-
538.e19. doi: 10.1016/j.ajog.2021.04.261.

Smulian J, Shen-Schwarz S, Scorza W, et al. A clinicohis-
topathologic comparison between HELLP syndrome and
severe preeclampsia. ] Matern Fetal Neonatal Med. 2004
Nov;16(5):287-93. doi: 10.1080/14767050400018015.
Magee LA, Brown MA, Hall DR, et al. The 2021 Interna-
tional Society for the Study of Hypertension in Pregnancy
classification, diagnosis & management recommendati-
ons for international practice. Pregnancy Hypertens. 2022
Mar;27:148-169. doi: 10.1016/j.preghy.2021.09.008.
Martin JN Jr, Rose CH, Briery CM. Understanding and
managing HELLP syndrome: the integral role of agg-
ressive glucocorticoids for mother and child. Am J Obs-
tet Gynecol. 2006 Oct;195(4):914-34. doi: 10.1016/j.
2j0g.2005.08.044.

Knight M, Bunch K, Vousden N, et al; MBRRACE-UK.
A national cohort study and confidential enquiry to in-
vestigate ethnic disparities in maternal mortality. ECli-
nicalMedicine. 2021 Dec 13;43:101237. doi: 10.1016/].
eclinm.2021.101237.

Chhabra S, Kakani A. Maternal mortality due to ec-
lamptic and non-eclamptic hypertensive disorders: a
challenge. J Obstet Gynaecol. 2007 Jan;27(1):25-9. doi:
10.1080/01443610601016800.

Gestational Hypertension and Preeclampsia: ACOG Pra-
ctice Bulletin, Number 222. Obstet Gynecol. 2020 Jun;
135(6):€237-€260. doi: 10.1097/A0G.0000000000003891.

2213





