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Pregnancy Outcome in Obstetric Cholestasis of Pregnancy

with Active Management
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Aims: To study the maternal and perinatal outcome of pregnancies complicated with obstetric cholestasis with active
management.

Methods: This is a cross- sectional, descriptive study done at the department of obstetrics and gynecological of Kathmandu
Medical College Teaching Hospital for 24 months. All the cases of obstetric cholestasis that were managed by active
management were enrolled as cases. Their demographic details, maternal and perinatal outcome were noted. Data was
analyzed and presented as mean, percentage and frequency and presented as tables and figures.

Results: Total 84 cases of obstetric cholestasis were managed by active management during the study period. The mean age of
the women were 26.59 years (21-34 years), the mean gestational age at diagnosis was 32.53 weeks (18 - 38 weeks). Diabetes
mellitus was present in 17.85% and15.47% % had hypertensive disorder of pregnancy.

All the cases had complaint of pruritus and 89.25% of the case had itching over abdomen, 73.78% of the women had itching
over palms and soles. The itching was severe enough to cause sleep disturbance in over 65% of the cases. Meconium staining
of liquor was present in 17.85% of the cases; cesarean section rate was 60.69%. There were 3 cases (3.57%) of postpartum
hemorrhage but none required blood transfusion. There were no cases of still birth or neonatal death. Over 10% of the neonate
had Apgar score less than 7 at 5 minute and approximately one fourth of the newborn required NICU care.

Conclusions: Adverse pregnancy outcome associated with obstetric cholestasis can be minimized with active management

of the cases.
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INTRODUCTION

Pruritus in pregnancy is common, affecting 23% of
pregnancies, of which a small proportion will have
obstetric cholestasis.! Obstetric cholestasis (OC) also
referred to as intrahepatic cholestasis of pregnancy
is a liver disorder unique to pregnancy where there
is liver dysfunction associated with pruritus.”It is a
condition of third trimester in most instances but cases
with early onset as early as first trimester have been
reported.’ Affected pregnancies have an increased
adverse maternal and perinatal outcome.**

Obstetric cholestasis has a genetic predisposition
that influences sensitivity to certain hormonal
and environmental factors in the third trimester
of pregnancy.”” Incidence of OC varies widely
due to the genetic factor. In England, obstetric

CORRESPONDENCE

Dr Nira Singh Shrestha

Kathmandu Medical College Teaching Hospital,
Kathmandu, Nepal

Phone: +977-9851034383;

Email: shresthaniral [ @gmail.com

32 NJOG/VOL 12 /NO. 2/ ISSUE 24/ Jul-Dec, 2017

cholestasis affects 0.7% of pregnancies in multiethnic
populations' and 1.2 —1.5% of women n of Indian-
Asian or Pakistani-Asian origin,® 0.32 — 0.58% of
pregnancies in Scandinavian countries’ and up to
24% of indigenous (Araucanian Indian) pregnancies
in Chile, although the rate has now fallen to around
1.5 to 4%.°

The conditionmay reoccurinsubsequent pregnancies.™
¢ Recent studies have shown its association with
gestational diabetes.!! The incidence is increased in
women who are seropositive for hepatitis C, which
may be associated with early onset disease.'> While
there are enough data from western countries and
our neighboring countries on obstetric cholestasis,
there are scarce data from Nepal. Moreover, till date
there is no data from Nepal on pregnancy outcome
in obstetric cholestasis with active management. This
study was done to find out maternal and perinatal
outcome of pregnancy complicated with obstetric
cholestasis with active management at Kathmandu
Medical College.
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METHODS

This is a cross sectional, descriptive study done
at the department of obstetrics and gynecology of
Kathmandu Medical College Teaching Hospital
(KMCTH) for 24 months (January 2014- December
2015). All the admitted women diagnosed with
obstetric cholestasis who delivered at the hospital
were enrolled with informed consent irrespective
of their age, parity and gestational age. Obstetric
cholestasis was diagnosed if the pregnant lady had
persistent pruritus in association with abnormal liver
function in the absence of other liver disease. Cases
with other causes of pruritus during pregnancy like
hepatitis and liver involvement due to pre-eclampsia
were excluded. Abnormal liver function was defined
as abnormal value of one or more of liver enzymes
alanine aminotransferase (ALT) or aspartate
aminotransferase (AST) and serum bilirubin. Cases
were managed according to the hospital protocol
which included topical emollients, antihistamines,
ursodeoxycholic Acid (UDCA) up to 1200 mg
per day. Liver function test like liver enzymes
and prothrombin time (PT), INR (international
normalized ratio) were repeated weekly till delivery;
close fetal assessment was also done by alternate day
non stress test (NST); and weekly assessment was
done for the amniotic fluid volume and fetal growth
by ultrasonogram. Elective delivery was planned
after 38 weeks of gestation. Induction of labor was
done for the cases with no contraindication to vaginal
delivery. The demographic, clinical and laboratory
parameters were recorded. Details of delivery like
mode of delivery, indications of emergency cesarean
section, color of amniotic fluid, Apgar score at 1 min
and 5 min, birth weight, need for Neonatal intensive
unit (NICU) care were noted. Maternal outcome like
incidences of ante partum hemorrhage, post partum
hemorrhage, need for blood transfusion was also
noted.

Data was entered in Microsoft excel spread sheet
for statistical analysis. Data is presented as mean,
percentage and frequency and presented as tables and
figures.

RESULTS

During the twenty four months of study period total
84 cases of obstetric cholestasis were managed at the
KMCTH. The mean age of the women was 26.6 years
(21-34 years). The mean gestational age at which OC
was diagnosed was 32.5 weeks with range between

18 weeks to 38 weeks. Two cases were diagnosed
in second trimester, one case as early as 18 weeks
(Table 1).

Table-1: Demographic characteristics

Variables Mean£SD
Mean age 26.59+2.87
duration of pregnancy(weeks) 37.8+1.27
number of pregnancy 2.1£1.12
Period of gestation at diagnosis(weeks) 32.53+4.68

Obstetric cholestasis was complicated with diabetes
mellitus in 15 (17.85%) and had hypertensive
disorder of pregnancy in 13 (15.47%). All the cases
had complaint of itching by 89% over the abdomen,
74% over palm and sole, 25% all over their body, and
14.3% over the breast in addition to itching either
over palms and soles or abdomen. The itching was
severe enough to cause sleep disturbance in 55 (over
65%) of the cases.

The mean level of AST, ALT, and ALP were
145.61TU/L (N=60-290), 148.151U/L (50-322), and
289.421U/L (86-745) respectively. Mean total serum
bilirubin level was1.37 mg/dl (0.8-2.2 mg/dl). Of
the 84 cases of OC 51 cases (60.69%) delivered by
Cesarean section and rest of the 33 cases (39.27%)
delivered by vaginal delivery (Table 2).

Table-2: Intrapartum events

Variables n (%)
Meconium staining of liquor  15(17.85)
Instrumental delivery 3(3.57)
Caesarean section 51 (60.69)
FHR irregularities 12 (14.28)

Of the vaginal delivery, 11 cases (13.09%) were
preterm delivery. Of the preterm, delivery 3 cases
were preterm twin vaginal delivery and 8 cases were
singleton preterm delivery. Nine cases (10.71%)
went into spontaneous labor between 37 and 39
weeks and delivered vaginally. Forty three cases
(51.19%) underwent induction of labour at 38 weeks
of gestation as per the departmental protocol. Of the
induced cases, 13 cases (30.23%) delivered vaginally
whereas 30 cases (69.76%) had to undergo cesarean
section. Indications for cesarean section was failed
induction in 10 cases (33.33%), fetal distress in 12
cases (40%) and non-progress of labour in 8 cases
(26.66%). There were 3 cases (3.57%) of postpartum
hemorrhage but none of the cases required blood
transfusion. Total 87 live neonates were born without
any cases of still birth or neonatal death. Over 10% of
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the neonate had Apgar score less than 7 at 5 minute
and approximately one fourth of the newborn required
NICU care (Table 3).

Table-3: Apgar score and neonatal unit admission

Variables n(%)
Apgar score

<7 at 1 min 16(18.39)
<7 at 5 min 9(10.34)
Neonatal unit admission 20 (22.98)

DISCUSSION

Approximately one in four pregnant women suffers
from itching of varying severity during pregnancy.'
But only a small number of women develop obstetric
cholestasis. There is no national study till date to
show the prevalence of OC in Nepal. A study from
eastern Nepal has found its prevalence to be 1.15%.3
This finding is similar to the findings from Indian
population.!+13

Mean age of the cases with OC in this study is 26.59
years and advanced maternal age a predisposing
factor for OC as shown by Heinonen & Kirkinen
was not seen in this study.!® The finding is similar
in another study from Nepal."> More than 97% of the
cases were diagnosed during third trimester in current
study which is similar to the findings from other

studies.'>"

Studies have shown association of gestational diabetes
mellitus and pre-eclampsia with OC.!- ! This study
also showed higher prevalence of gestational diabetes
mellitus and hypertensive disorder of pregnancy in
association with OC.

All the women had pruritus of varying severity in
the current study. The commonest site of pruritus
was abdomen (89.25%) followed by palms and soles
(73.78%) which is high in comparison to the findings
of an Indian study which had the prevalence of itching
over palms and soles to be 47%.'* Only in 24.99%
of the women had itching all over their body and
14.28% also complained itching over breast. Studies
have shown that the pruritus of obstetric cholestasis
is typically worse at night with consequent sleep
disturbances. ' This finding is consistent with the
findings of current study where 65% of the women
complained about sleep disturbances.

Mean estimated gestational age at delivery was
37.8 weeks in current study which is comparable
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to that reported by Ray et al and Padmaja et al.!3!
Prevalence of preterm delivery in this study was
less than that shown by Ray et al (13%vs 23%).
Induction rate of this study (51.19%) is comparable
to the finding of Pokhrel et al and Turunen et al.'*?
The cesarean section rate in the cases of OC in this
study is 60.69% which is higher than the findings of
Pokhrel et al and the reason behind could be routine
early induction at 38 weeks with almost one third of
the cases landing up with cesarean section for failed
induction in current study.’® However the cesarean
section rate is less in comparison to that of Padmaja
et al (60.69%vs 93.3%)."

The prevalence of postpartum hemorrhage (PPH) was
only 3.57% in this study which is low in comparison
to the findings of Pokhrel et al which may be due
to the lack of adequate antenatal care and low
socioeconomic status of the cases stated in the study
by Pokhrel et al.” Obstetric cholestasis is associated
with fetal risk which includes preterm delivery (25%
versus 6.5%), NICU admission (12% versus 5.6%),
intrauterine fetal death (1.5% versus 0.5%).2"-2

The prevalence of preterm delivery in current study is
slightly over 13% which is less in comparison to the
findings of other studies.?’*> Total 87 live neonates
were born without any cases of still birth or neonatal
death in the current study. This can be attributed to
the active management of the cases done in current
study. Over 10% of the neonate had Apgar score
less than 7 at 5 minute which is comparable to the
finding of Pokhrel et al and Ray et al.”*'* Incidence
of meconium staining of liquor was also low in this
study in comparison to the findings of Pokhrel et al
which can be attributed to early induction of labour.
Approximately one fourth of the newborn required
NICU care in this study which is low in comparison
to the study in Pokhrel et al.'”” The reason for low
incidence of NICU admission could be early induction
and delivery and low incidence of meconium staining
of liquor.

CONCLUSIONS

Obstetric cholestasis is associated with increased risk
of perinatal morbidity and mortality which can be
minimized with active management of the cases by
early induction of labour. However, early induction
of labour may increase maternal morbidity by
increasing cesarean section rate.



Shrestha et al. Pregnancy outcome in obstetric

REFERENCES

1.

Kenyon AP, Tribe RM, Piercy CN, Girling JC, Williamson C,
Seed PT et al. Pruritus in pregnancy: a study of anatomical
distribution and prevalence in relation to the development of
obstetric cholestasis. Obstet Med. 2010:3(3):25-9.

Fisk NM, Storey GN. Fetal outcome in obstetric cholestasis.
Br J Obstet Gynaecol. 1988; 95(11):1137-43.

Kirkinen P, Ryyndnen M. First-trimester manifestation of
intrahepatic cholestasis of pregnancy and high fetoplacental
hormone production in a triploid fetus. A case report. J Reprod
Med. 1995:40(6):471-73.

Rioseco Al, Ivankovic MB, Manzur A, Hamed F, Kato
SR, Parer JT et al. Intrahepatic cholestasis of pregnancy: a
retrospective case — control study of perinatal outcome. Am J
Obstet Gynecol. 1994;170(3):890-5.

Palmer DG, Eads J. Obstetric cholestasis of pregnancy: A
critical review. J Perinat Neonat Nurs. 2000;14(1):39-51.

Williamson C, Girling J. Obstetric cholestasis. In: James
DK, Steer PJ, Weiner CP, Gonik B, Crowther C, Robson
SC editors. High risk pregnancy. Fourth ed. Philadelphia:
Elsevier; 2011. p. 843-46.

Walker IAL, Nelson-Piercy C, Williamson C. Role of
bile acid measurement in pregnancy. Ann Clin Biochem.
2002;39(2):105-13.

Abedin P, Weaver JB, Egginton E. Intrahepatic cholestasis of
pregnancy: prevalence and ethnic distribution. Ethn Health.
1999:4(1-2):35-7.

Wikstrom SC, Marschall HU, Ludvigssun JF, Stephansson O.
Intrahepatic cholestasis of pregnancy and associated adverse
pregnancy and fetal outcomes: a 12- year population-based
cohort study. BJOG. 2013;120(6):717-23.

. Reyes H. Sex hormones and bile acids in intrahepatic

cholestasis of pregnancy. Hepatology. 2008;47(2):376-9.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

Martineau M, Raker C, Powrie R, Williamson C. Intrahepatic
cholestasis of pregnancy is associated with an increased risk
of gestational diabetes. Eur J Obstet Gynecol Reprod Biol.
2014;176:80-5.

Paternoster DM, Fabris F, Palu G, Santarossa C, Bracciante R,
et al. Intrahepatic cholestasis of pregnancy in hepatitis C virus
infection. Acta Obs Gyn Scand. 2002;81(2):99-103.

Pokhrel SG , Ghimire A, Jha GS, Chhetry M, Kumar M. Feto-
Maternal outcomes in Intrahepatic Cholestasis in Pregnancy
in a Tertiary Care Centre in Eastern Nepal. Journal of Nobel
Medical College.2016;5(1):20-5.

Ray A, Tata RJ, Balsara R et al. Cholestasis of pregnancy. J
Obstet Gynecol India. 2005;55(3):247-50.

Kenyon AP, Piercy CN, Girling J, Williamson C, Trib RM,
Shennan AH. Obstetric cholestasis-outcome with active
management: a series of 70 cases. BJOG. 2002;109(3):282-8.

Heinonen S, Kirkinen P. Pregnancy outcome with intrahepatic
cholestasis. Obstet Gynecol. 1999;94(2):189-93.

Raz Y, Lavie A, Vered Y, Goldiner I, Rapport AS. Severe
intrahepatic cholestasis of pregnancy is a risk factor for
preeclampsia in singleton and twin pregnancies. Am J Obstet
Gynecol. 2015;213(3):395.e1-8.

RayA, Bhattacharrya A, Sharma K. Feto-maternal Outcome
in intrahepatic cholestasis of pregnancy. Sch J App Med Sci.
2016;4(10D):3837-41.

Padmaja M, Bhaskar P, Kumar GJ, Seetha R, Mahasweta
C. A study of obstetric cholestasis. J Obstet Gynecol India.
2010,60(3):225-31.

Turunen K, Sumanen M, Haukilahti RL, KirkinenP, Mattila
K, Good pregnancy outcome despite intrahepatic cholestasis.
Scand J Prim Health Care.2010:28(2):102-7.

Royal College of Obstetricians and Gynaecologists (RCOG).
Obstetric Cholestasis. RCOG Guideline No. 43; April 2011.

Saleh MM, Abdo KR. Consensus on the management
of obstetric cholestasis: National UK survey. BJOG.
2007;114:99-103.

NJOG / VOL 12 / NO. 2 / ISSUE 24/ Jul-Dec, 2017 35



