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Efficacy of Ursodeoxycholic Acid (Ursolin) in Dissolving Gallbladder
Stones in Asymptomatic Patients: A Pilot Randomized Controlled Trial

Thanakorn Wannakul, M.D."”
Department of Surgery, Udonthani Hospital

ABSTRACT

Introduction: Ursodeoxycholic acid (UDCA) has a role in the dissolution of cholesterol gallstones. However,
evidence regarding the effectiveness of UDCA in patients with asymptomatic gallstones remains limited. This study
aimed to compare gallstone treatment outcomes between patients receiving UDCA and those receiving standard
care without UDCA.

Methods: This was a two-group, parallel, pilot randomized controlled trial involving 40 patients with
asymptomatic gallstones. Participants were randomly allocated in a 1:1 ratio to an intervention group (n=20),
receiving Ursolin (ursodeoxycholic acid) 250 mg twice daily for 6 months, or a control group (n=20), receiving
standard care. Gallstones were assessed by ultrasonography at baseline and at 6 months. The primary outcome
was complete gallstone dissolution. The proportions between groups were compared using Fisher’s exact test,
and treatment effects were reported as risk ratio (RR) and risk difference (RD) with 95% confidence intervals (CI).
Changes in gallstone size were compared between groups using Welch’s two-sample t-test. Statistical significance
was set at 0.05.

Results: A total of 40 participants were included, with 20 participants in each group. The mean ages were
50.5 + 7.3 years in the control group and 49.6 + 7.5 years in the UDCA group. At 6 months, complete gallstone
dissolution was observed in 4 patients (20.0%) in the control group and 8 patients (40.0%) in the UDCA group
(RR 2.00; 95% CI 0.72-5.59; RD 20.0%; 95% CI -7.7 to 47.7; p = 0.301), with no statistically significant difference
between groups. Among 34 participants in whom changes in gallstone size could be assessed, the mean changes
were +0.56 + 1.31 mm in the control group and -2.89 + 2.56 mm in the UDCA group. The mean difference in
change between groups was -3.45 mm (95% Cl -4.87 to -2.04; p < 0.001). The overall ultrasonographic response
differed significantly between the two groups (p = 0.010), whereas changes in AST, ALT, and ALP did not differ
significantly between groups.

Conclusion: This pilot study found that patients with asymptomatic gallstones who received ursodeoxycholic
acid for 6 months had a higher rate of complete gallstone dissolution than the control group, although the
difference was not statistically significant. In contrast, changes in gallstone size and ultrasonographic responses
differed significantly between groups. However, the findings are insufficient to confirm the efficacy of the treatment.
Further randomized controlled trials with adequate sample sizes are warranted to confirm these findings.
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fla 47.7) Fawanslunansiedl 2

HitsaitansnsoinuunaiildfusiEus 30 .1
UsENausiunguAIuAy 16 918 wazngy UDCA 18

1 wniledsFuduvinty 8.88 + 2.66 1. uaz
8.83 + 3.15 uy. MuA WU oAy 6 ey vuni
WABIvnAY 9.44 + 3.27 uu. TunguAiuny uay 5.94
+ 4.83 uy. lungy UDCA nsLAsuLUAIYRITLIN
ThaneEuduedowiniu +0.56 + 1.31 uu. Tungy
AIUAN Ay —2.89 + 2.56 1. lungy UDCA lngay
LANAYeINTUAsULUANRAYTEWINaNGH (UDCA -
Control) Wiy -3.45 131, (95% CI -4.87 fis -2.04;
p < 0.001) Fauanslunisnad 3

/1 AST insiasuutasedsaniZusuiny
~0.10 + 3.75 U/L lunguaaunu waz +1.85 + 3.25 U/L
Tungu UDCA Tnsiimmiuandnsvasnsiuasuutas
WfysEIIaNEIIINTY +1.95 U/L (95% CI -0.30 &4
4.20; p=0.087) @1 ALT fin1siasundanadewiiu
+0.25 + 3.73 Uz +0.40 = 5.21 U/L auadu Lo
NANULANA19TENINNGY +0.15 U/L (95% Cl -2.76
§43.06; p = 0.917) daudn ALP finsiasuudaciais
Wiy +0.50 + 10.15 U/L lunguaiuny wag -2.10
+ 6.58 U/L Tungu UDCA Tngfindnuunnenasening
nay -2.60 U/L (95% CI -8.11 §ia 2.91; p = 0.344)
Fauandlunisnedl 4 msdamumgnsallifisszasd
LATNITUNINGBUNAGTNAADATEETIAIANY 6
wou lunuwmgnisallifisszasnainnslden vie
amzunsndeuiifedestuiialugnidlugdisaus
doangy (0/20 eluudazngy)

\deUsziiunisneuausmesansiwIusn 6
ey ngumuANNUNNTAANsYesiieg Ay sal 4
8 (20.0%) Yuwinanas 1 51 (5.0%) wuadalsl
WAsuuUas 10 918 (50.09%) wazwuaiadfiadu 5 51
(25.0%) vnuzdingy UDCA wumsaatevesiiiegns
auysal 8 519 (40.0%) Yunihanas 6 18 (30.0%)

o ¢ & ' v ¢ a = =
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wazuatialidildeuntas 6 918 (30.0%) lagliny  dansiwniudseninvaesnguwaneeiu (Fisher’s
ATHUUATILALTY N1INTLNYVRINTADUAUBINNG  exact test, p = 0.010) Aauanslunsan 5

M1519%1 1 Baseline characteristics of the study participants

é’nwmzﬁugqu nguAuAN (n = 20) n&au UDCA (n = 20)  p-value
919, U, Alade + SD 505 + 7.3 496 + 7.5 0.70
WA, n (%) 10 (50.0) 12 (60.0) 0.50
15AUIY, N (%) 5(25.0) 5(25.0) 0.99
lsapudulaiings, n (%) 7(35.0) 6 (30.0) 0.99
Isaluiuludeninun®, n (%) 3(15.0) 3(15.0) 0.99
13RI, N (%) 2(10.0) 2(10.0) 0.99
Tselnidosy, n (%) 1(5.0) 1(5.0) 0.99
AST, U/L, Aiade + SD 33.1 + 6.1 323+ 59 0.69
ALT, U/L, F’]I’]LQgEJ + SD 38.0=x7.4 37.4 +6.9 0.79
ALP, U/L, ﬂ"lLaﬁlﬁJ +SD 99.5 +14.8 96.4 + 14.4 0.50
Sruaufeuiirlugeid 0.55
ffewde, n (%) 9 (45.0) 12 (60.0)

favanefiou, n (%) 7(35.0) 6 (30.0)
lianunsassydnuieuld, n (%) 4 (20.0) 2 (10.0)
gunifianansadald o Sudy, wu., Awade + SD 8.88 + 2.66 (n=16)  8.83 + 3.15 (n=18) 0.96
wy sludge Tugaihd, n (%) 4(20.0) 3(15.0) 1.00

A13197 2 wan1saangvesiilugundnsresia 6 ey

NguAUAN  Ngu UDCA Effect estimate  p-value

(n = 20) (n = 20) (95% CI)
fhaanemun (complete dissolution), n (%) 4 (20.0) 8 (40.0) RR 2.00 (0.72-5.59)  0.301
Fapanui (persistent gallstone), n (%) 16 (80.0) 12 (60.0) — —
AnauAnsITesANIdEdysal, Souaz — — 20.0 (-7.7 D4 47.7) —

o ¢ @& ' v ¢ a = =
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1%

A19197 3 MsilasunUasesuniialugaiAnnEuduis 6 Weu

NauAUAN ngu UDCA AIULANAITDY
(n = 16) (h=18)  Awads* (95% CI)
AueilaBuRy, 11, ALade + SD 888+ 266  883+3.15 —
AT 6 o, 1, Auade + SD 944 +327  594+4.83 —
nMswasuulanmenuaiinnEudiy, v, 1056 £ 131 -2.89 + 2.56 ~3.45

Aady + SD (-4.87 919 -2.04)

A15199 4 NISUABULUAIANTILATLVIFUINNISUAUDT 6 LhDU

AanUs

AST (U/L)

ABuRY, Aade + SD

7i 6 iou, Aade = SD
nmﬂ?iﬂuuﬂaamnﬁuﬁu, Anade + SD
ALT (U/L)

ABudy, Aade + SD

7l 6 oy, Anade + SD
mnﬂﬁéuuﬂmmmﬁluﬁu, el + SD
ALP (U/L)

AiSuGY, ALade + SD

7l 6 ou, Aade + SD
mmﬂ%uuﬂmmnﬁuﬁu, el + SD

NAUAIVAY
(n = 20)

33.05 + 6.09
32.95 + 4.61
-0.10 £ 3.75

38.00 + 7.42
38.25 + 5.45
+0.25 + 3.73

99.45 + 14.83
99.95 + 10.32
+0.50 + 10.15

nau UDCA
(n = 20)

32.30 + 5.89
34.15 + 4.51
+1.85 + 3.25

37.40 + 6.89
37.80 + 5.39
+0.40 = 5.21

96.35 + 14.45
94.25 + 11.20
-2.10 £ 6.58

AMULANAINYDINTT

wWasuulasuade* (95% CI)

+1.95 (-0.30 94 4.20)

+0.15 (-2.76 4 3.06)

-2.60 (-8.11 94 2.91)

M99 5 N1IHBUANBINIBARIIHIUATTI Y

NMSABUAUBINIDANTIVIIUA

1%
o

aa =
UIAY 6 LADU

fhaaenun (Complete dissolution), n (%)
uIninanad (Partial response), n (%)

ywnisldiAsuutas (No change), n (%)

YUATANUU (Progression), n (%)

394

nguAuAN (n = 20)

4 (20.0)
1(5.0)
10 (50.0)
5 (25.0)

20 (100.0)

nga UDCA (n = 20)
8 (40.0)
6 (30.0)
6 (30.0)
0(0.0)
20 (100.0)

0.010

o ¢ & ' v ¢ a = =
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anusigwa

AsAnuIuuuguiinguarvauadeianyn
Us¥dnSnavas ursodeoxycholic acid (UDCA) lugthe
fluguialaifiennns newFeudieumslasu UDCA
Jusgezian 6 WeuiunsguanuuInggiy Nan1s
Anwinuin leAsu 6 1oy fUaengu UDCA Tn1s
aanevesiheg ey saliesay 0.0 vaziinguaruaN
wu¥eway 20.0 Andusnsdrunindes (RR) Wity
2.00 uATALUANAIYDIANIAIANYTITouaz
20.0 egalsimuaNuuana1sfanaluivedfgy
yeadid uazvsAadeiusosay 95 ves RR Aoy
119119 (0.72-5.59) Fadaldanunsaasuannuaans
nénvesnsinwilldesadaauin UDCA iinTonia
nsaanevesiheganysalngluszezna 6 ey

usinadwssunsaanevesiaogsanysallal
uwanensfuegelifedduneadn widlefiansannis
WasuLUAIUeLINTa WUANLLANA1STETINeNgY

I o

pg9daaL laengy UDCA fluundanauads 2.89
Laduuns %msﬁmjmmmmﬁmmmﬁaLﬁuéﬁumﬁ'a 0.56
fiadlung dawalirmuuansnavesnisiUdsunlanade
FENINFUWINAY -3.45 Tadiuns (95% CI -4.87 &9
-2.04; p < 0.001) NafInaIEBAADITUAMANUR
989 UDCA lun1sdnunimeiadinesea Lasaonndos
funsAnwIneunthiinunIsRoUaLsIMSaNITazany
vosiamendslasu UDCA n1s@nwues Tuncer was
Aoy Tesunsazanevesilugiaedilsdiu UDCA
Lovay 40.9 WaINITYN 12 oy vasdl Petroni
wazAE " WUINITINEINIE UDCA dnnsazansved
fi';asmamyiaﬁl,ﬂuﬁummwsLammiammm 1ng
msuszdiusfiusioriosds 24 Weu sy sveznan
Ramal 6 Weuean1sAnwndstenaiimeriaznsa

‘W'umsLﬂﬁauLLanmaqmuwmﬁaiuﬂﬂasnmﬁ”ua WAE
\JuszeznanAeudnsdudmiunisuseidiunisaans
vyosihoesanysal

dleduunnisnavausnissansivumidy 4
JEAU WUIINITNTLABUDINITHOUFUDIUANFNAU
seviaaInguetaiituddgmn1eeadia (o = 0.010) lny
A UDCA finsaanevesiheshaanysalfesas 40.0
wagvunihanasiosay 30.0 varilanugUaedil
ATy dunguAuAINUNSAAYeITIREN
auysaifesar 20.0 vuInihanasiosay 5.0 uarIun
Tufisdudevas 25.0 wasanarnduldlufiamaden
funanslaszinsdsuulamewuinis ogdls
AnunsRaUaLRwaNIT N® A8 UDCA 819uANFNS
fumudnuaizyesiia msdnwreumiszy s
sregnaranedmnzadlnsaniziuiinoaamesen
flafiufeduasUaedfinisiinuvesnaid lae
Snwazwazauavesihiinuduiusiunisnevaues
sons¥nun’ wenaniinadnunsvesiieaduliads
fiduTusTunsmevauesmensShvRgarate i
10y Lee LagANE S199UIN9RIINITADUAUDIFBNIT
ShumnasiunuauLduYesiafiussdiuge
wnasdnoufiames Tnediwdn isodense S8nsInTs
mauauaqqmdwﬁwﬁ@ hypodense, hyperdense gy
calcified"

dvsunasunuasnds mswasunlacwes
A1 AST, ALT uae ALP 9nszezBuduia 6 iauliunn
Aenuegaiteddynisatnseninmnagu Ingan AST,
ALT tag ALP &A1 p Wi1fiu 0.087, 0.917 wag 0.344
ALY HARINENILERTITIUNNSANYTE LUy
uanFsveINTUAsuLasiiadivesiuseninang
AADATTYLIANRANIY 6 LABU

o ¢ & ' v a = =
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oglsfimuiofinnsannanisAnwiadsisam
funwmnvuiifaina sududesidddodiin
vani1s¥nuriialugairfAdae ursodeoxycholic
acid (UDCA) Taguuinianyufjufives European
Association for the Study of the Liver (EASL)" 5¢4
11 mssnwsheetazaneibliannsauugh il dy
ymadenmspruwnunisiidalugiasiilugaid
o3 ilesnndnsinsinudisadeudaui &
Tomainfiatgs waeslifudnguiidanuinannn
aafuemsvizennzunsndeuainiale

ulimsdnwasainuinguitléd¥u UDCA Svwa
ThanawnnniuaslinenszeYeINIABUALDIMING
8anT191IUALANANIINNFUATUAN DY 1T Tud1Ary

o

VNNEDR LALINUAINLANFDE9TTEdAE A

(%

Yo saaneveiieg Ay sl dunadnsndn Vil

€

a = = (=" 1 a
ASARAUNALIE 6 Waus T luieInaman1TUTEIU
n1saa1eueaiiegauyIel WedInNnIsazaIeiln
ABLadLmasoaLinTuat1eAaedumasly Bnvenis
= 13 d! £ %4 a
Anwives Hyun wazame' FeldsvesnaiUsyiliuna
sanandunisly UDCA saufiu chenodeoxycholic
acid (CDCA) aldanunsafieutAganunisis UDCA
~ A A 1 = & o
Wigauiamelalaenss wanaini n1sAnwasatly
AU UNAANS S2ELE1IP1UNISIAADINTT ANDY
wsngou nsndudugivesiia viseanudndulunis
HngaA Han1sAnyIIaEiouigansnauauea
nannddadelussezdau wazdaldiieamaazdudu
Usglowivnspdiinusoaiuayunisld UDCA 1Wuns
ShwmuundlugUaeiinlugaindiliiionnts

J991MNAUAVNISANYN

1. nsfnwingudiegaiies 40 918 (nNguag

20 918) WAENISAUIUIUINAIBEN9ULAD 1B INAANS
wé’ﬂé’mmﬁammaaﬁaaﬂwamyiaﬂmmq 99198
BIUNNNGED R L HEINB I UNITATITNUANULANAS
sEMhngy azviouandmuidesiuuerUszaa
Han1sSnwTingng

2. Szurnafnny 6 Wousaldiieanednsu
Ussiiunsaansvesinognsauysel Tufesadnni
radnuaznsndulusvesinlussezem

3. MTnzinsasuulasunaiamdunis
Taviea 34 910 40 578 Lﬁmﬁm"l,ﬁmmsmzu‘ummﬁa
Bududuminanlinsudu Safumnszians
iﬂaﬁﬁ%’aadat,ﬁmwa (available-case analysis) Fao1m
reliAneaRvntoyailiinsuiunazdrinnseyuny
malﬂé’ﬂ;:ﬁﬁmﬁgwm

4. yuInE19g197IsTndman oAIINEINTT
Tunisdinan1sAnwilusnedenuyssynsuseanny
weuaTiuSunuAneeiy (ceneralizability)

5. mafimdengdnsiuendenadansigniuddu
vdn TnglilldBusunuandatvielifuged nnslid
LT A E LLazmiv‘mmﬂaqqqﬁﬁﬁmmzamia
M3Sneshesazans i SsorainauulsUTILTeN
MIneUaUeIfe UDCA wazdsnaliuuiananssned
Uszanaldraaedeunwaluginefivanzandens
Snwn

6. nMshulausediuanusinielunsltennieds
BeUSuna wu nsuidinenaasie (pill count) vinld
lalgnunsauseiiudnsnavesanusiuiiolunislvense
NanN1SnEN ARt ALaY

7. nMsUsEiuvuIndanlsans1e1Ius 0198
mwmmmmﬁaumﬂQ’mawazm@ﬂmﬁﬂ Tnglaniy
mMadsunlasunainfivadntes Sweansznuse

o ¢ & ' v ¢ a = =
dunaudagunngn?luuisdsemelng Tunwssususigudug armsaiunssuisil ¢o U

Wil 2 wouguiide nuumusyEdnlual njayw 10310 Tnséwy : 0-2716-6450, 0-2716-6451

2569 (2) :

123



Journal homepage : https://he02.tci-thaijo.org/index.php/agstjournal

AT IRT VR IHAANAIT T

8. nsfnwndunisveasswuulnlaglylden
naen wIiNITUNUALUsEIluNadans1w1Iua e
N1sNIIUNgUNITSNwIeaneliiineaiainAy
WANA VBN ANTTUNTBNITAUATINTENI NG
(performance bias) Svanafinasenadnivasnsing

asdwan1sfAnu

nsfnwrinsesaselinuin nquinlasy
ursodeoxycholic acid (UDCA) 1Juszegiian 6 wiau
ﬁé’mwmiammmﬁaaéwaamyszﬁqmdﬁﬂdummm
(5p8az 40.0 Wiguiu 20.0; RR = 2.00) WA bimansg
) I A v o w aa A ~
fuegeiidedAgyn1eada vaueiingy UDCA Huuia
QI d‘ a a a o 1 d‘d
fianawade 2.89 fadwns WeudungualuaAunl
YUIATINLTURAY 0.56 TAALUAT LNULNAR19UDINTT
Wavuwlanafeseninanguwinny -3.45 dadwns
(p < 0.001) KALNITNTZANYVOINITADUAUDINN
FaRIT1YIUALANAN UYL T d 1Ay N9 A
(p = 0.010) egnslsAnu wan1sAnwdalaiiiesned
ArfufuUsEaMSNaN19AATNYaY UDCA Fedndudoq
ANSANNLVUINAIBE AL TLYLIANRAMUALNY

d‘ A U 1

aufindudunasall
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