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Role of Ursodeoxycholic Acid in Intrahepatic Cholestasis of Pregnancy
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Summary
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Intrahepatic cholestasis ot pregnancy, characterised by pruritus and certain biochemical alteration in

Jiver functions was considered carlier as a benign condition. It came to be realised m the last decade that
the conditton does have number of adverse effects on the fetus. Around the same time it was also found
that the drag Ursodeonveholic acid was etfective in altering the bile acid composition which has a
bearig on pruritus. This study was aimed at tinding out if the drug in question can talith the oo
objectives of reliet of symiptom and improvement of perinatal outcome. Total ot titteen patient- wore
studied. Though biochemical parameters of live function did not return to complete normaloy duaring
therapy, sy mptomatic relict was considerable. The effect on perinatal outcome has been tound to be

promising,

Introduction

Fiver discases i pregnancy are conveniently
considered under three heads, These are, pre-existing
liver discases, comcident iver discases and hiver discases
peculiar to pregnancy (Burroughs, 1998). Intrahepatic
cholestasis ot pregnancy (ICP) falls in the last category.
Cntil recentdv the problem was considered essentially
bentgn with no serious ettect on maternal health. Since
the only rritating sy mptom was pruaritus, treatment with
any antipruritic drug was considered adequate. The
response, however was not unitorm.  Obstetricians
started realising i the last decade that this seemingly
benign condition for the mother has got a number of
adverse etfects on the tetus. Preterm delivery,
unexplamed antepartum fetal death, and meconium
aspiration sy indrome were some of the problems reported
m these patients tALulyman, 1996 Revd, 1976 In IC TP
there s an alteration in bile acid composition and
progesterone metabohite i maternal serum. Whether
these alterations are directly responsible tor the adverse
outcome = not dlear. However, it came to be realised

“that L‘!\lvdt‘u\)'tht»]i( acid (UDCAY administered to the

066

patients with TCP can alter the be ooad componttnon
iMeng et al 1u97)0 Hence it was thousht thar Ue s
might mfluence the outcome of a pregnancy complio e
by ICP. We decided to study the etfect of UDC N o
patients of ICP and find out it there is any impact on the
symptoms, maternal biochemistry and perimatag
oulcome.

Material and Method

Patients of intra hepatic cholestasis o prewanes
were included in the study on the basis of rollow e
criteria.
I Antenatal cases reporting with pruritu-
2. No apparent shkin discase to account tor tn
sviptoms
3. Ramsed serum bilirubim
4. Presence of gall stones excladed onulirg con !
5. Hb S Agnegative status confinmed
6. Nohistory of any preexisting hyves disoa
Basc hine Hver fanction fosis ooere oed oy

which consisted of Serum Dilirab, 6T ot alkalin



Fhe degree ot praritus was scored on the

S pbalbase

1 the sttes soverthy and nocturnal my olvement.
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¢ oscoting was done meoan arbrtrary scale of 0-4
Driaterns Tove s A patienis identitied during the perrod
of \ugcust T99s July 1999 were mcluded mthe study .
DO v was adnmunistered m the doses of 300 myg in twice
daily Notocal o systemie antiipuritic agentwas used.
Procitus score was assessed on a weeklv basis. Liver
function tests were also repeated every week.
\ntepartum tests of fetal well bemg were carried out
routineh
the et of obstetric indication. Werght of the babv and
\puarscorewere noted. The primary outcome measures

Frme and mode of delivery was decided on

were taken as the ettecton sy mptom, liver function tosts,
feneth ot pregnancy and neonatal condition. Incase ot
e rasrdae wodh recarrent hustory of ICP somie ot the
abte i outcome could also bec um}mr(‘d with therr past
Sbhstettre performance when UDC A wasnotim usc.

Results

Durmge the pertod of study, 13 cases were
identitied tor mclusion m the studyv from the antenatal
cases attending the out patient department of a Service
Hospital i Punce. The inadence ot the condition was
1350 Theage of the patients ranged trom 19 to 35 years,
[herewere o primigravidae and 9 multigravidae in the
M the madtigravidae had history of
1 he time ofonset of the

~tudy eroup
PO T P TCV TOLS Pregiiancy
discase o as m the third trimester in 15, second trimester

e Land toest trmmesfer m L ease.

Fablel
Fttecton Pruritus

lime \tter Number ot Cases with Score

U DO NI weeks 0 I 2 3
QUSRS n o S 2
R ITERYEEIN } - 4 1)
v on ecks Y } 2 )
[hree wecks 12 3 () U

Fhectiects ot UDC N on praritus, which was the
onlv omaportint syviaptom has been indicated in Table I
Lhe improvement of this cardinal symptom was
appreciabie withm a week and contimued up to three

Fable T Fitecton Liver Enzymes

Dntra liepatic cholestasis of preginancy

weeks, Table ITand HEdeprct the effectors o biliaby
and Iinve enzymes respectin clhvs Tois mtoreo-tme toiot
that though reduction m the fevel ot seram biliraban and
[Iver enzyvmes is apparent, complete normaloy s
achieved in very fow cases. Ourmaim concern how ey e
was about the obstetric resudts with particalar reterence
to neonatal outcome [able I\

The comparison between past and present neonatal

The data s shown in
outcome in respect of multigravidacwith recarrent 1€ I
as shown in Table Vbrings out the effect ot UDC N smce
none ol them has used this drag carlior.

Tabie i1
Effect on Serum Bilirubin

Time atter UDCA

inwecks

Number of cases with levels
(in mgm ")
(1.8-2.0 >2.0
12 5
i |
Il |
12

<(.8
Nl
QTR ANTIN Nil
Lw o Weeks 3
[hree Weeks 3

Table IV
Obstetric Qutcome

Event Figure

N

I'reterm Delivery
Term Delivery

Low Apgar

Neonatal Death

Still Birth

Average Birth Weight

N
AN
25600 G\
2o b day s
i

Mean Length of Pregnancy
Vaginal Delivery
Cacserean Delivery A

l'able V
Comparison of Past and Present Obstetric Outcome of
Multi Gravidae with Recurrent ICP

Event Past Present
No. of Pregnancy = 8 No. of Pregnancy 6

Term Delivery + R

Preterm Delivery 4 |

Low Apgar 2 i

Farlv Neonatal Death 2 Nl

Still Birth 2 Nl

Fime after ULDCA

Number of Cases with SGPT Levels

Number of cases with ALP Levels.

Less than 40 to 100 More than Less than 60 to More than

10 TU/1 IU/L 100 1U/L 60 1U/L 200 U/ 200 1L/}
Outsel ! : 12 Nil R b
One v ok 2 0 | Nil 7 5
[ESECRANTEN 2 O a | [ |
Phires WWoeeks Z 10 3 2 |2 i
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Discussion

[he modence of TCP m varous huropean
studies huy e been reported between 0.2 to 1.7V (Diateria
[aso o The mcodence nrour study s on the fower side
po Viow madence m Astatic women as compared
to Northern Furope and South America has been
reported s Shicla and Deoley Sherlock 1993) Inour study
alf the I8 patients had rarsed seram bihirubin and
abnormal iverenzymes. Though UDC A was effective
m reducing the fevels, it s obsgrved that complete
normaloy wasachieved in 20%0 cases as regards to serum
bilirubin and 26.670 cases as regards to liver enzymes.
However complete amelioration of pruritus was
observed im st casess TEs possiblhy because the agents
responsible tor pruritus were not billirubin or liver
enavmes but the ipophihe primary bile acids like cholie
actd Chenodeoss cholic acid whuich s rarsed i 1CP.
tHoedkmon 1avly U DO whiehvin turn is a hyvdrophilic
tertiany bile acd may be acting by replacing the primary
bricacids (hrites etal 19981 Apart from the replacement
roleretered tobove, other modes of action of the drugy
could bodintion and kurts hy percholeretic action

Patima tva2 Crossienannt 199 and immune
Y

Dtertetence dl evscnman feYoy,

The cttect of alteration i maternal brochemusin
atter admimistration of UDCA s marked so far as fetal
outcome s concerned. Inour series only L ease (6.6"0) of
fow apearscore and 2 cases (13.3) of preterm delivery
Ihere has been no still birth or
[hisisavery favorable observation

have been obseryed.
neonatal mortality
whencompared tohigh madence of premature defivers
chu-3T7 0 and high permatal mortality reported 1in
untreated cases of ICT (T atikassen and Tulehhemia
T9S T ncouragmy results have also been reported with

usc of UDC Ny Palma et al (1992),

[C 1 s sard to be a recurrent condition (Diaferia
Fave A the o mattigravidae mour study had history
ol pruntus m previous pregnancies corroborating above
observation Whenwe tred to compare the past obstetric
portormance of these multigravidae involving
pregnancies with the present, it was found that they had
expertenced poermatol imortality i 507 cases 0 the past
whereas all the o present pregnancies were salvaged.
Davis (1995) has also reported 3 cases ot recurrent 1CT
who had total of 8 stillbirths e the past but the next
pregnancy could result ihealthy new born after use of
LA,

BN

A potential problem with use of UDC A has been
thought to be ot production of some amount of Iithochaoli
acid by intestine bacterial actionon UDC v Toscan be
absorbed and can tind it's way to fetal circafation sath
the possibility ot harmtul ctiects (Heskimon s
However, it has been obseryed that heoman tetal Ty
desprte its mability to detonaly bithocholio acnd by
sultation, s able to rapidhy change ithocholic aad mto
biyodeoxy cholicacid by hvdrosvlation (Gustioson et al
1987). In conclusion it can be said that UDC A\ ha- o
promising role to plav notonly in the amelioration ot the
distressing syvmptom of pruritus but also m improving
the perinatal outcome. Since the incdence of the
condition is low, large scale therapeutic study s possibie
only onva multicentrie basis to atgment ourobsers ationes,
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