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Clinical Features and Response to UDCA Treatment of Primary

Biliary Cirrhosis

Joo Young Kim, Tae Hun Kim, Kwon Yoo, Ye Ji Han, Jeong Eun Choi, Ji Yoon Kim, Min-Sun Cho'

Departments of Internal Medicine and 'Pathology, Ewha Womans University School of Medicine, Seoul, Korea

Objectives: Primary biliary cirrhosis (PBC) is a chronic cholestatic liver disease that
may progress to end stage liver cirrhosis. Benefits of ursodeoxycholic acid (UDCA)
treatment has been investigated through large clinical studies. However, most of the
studies were done in western countries and recent increase in prevalence of this rela-
tively uncommon chronic liver disease draws attention in Korea. As early UDCA treat-
ment effectively prevent the grave consequences of PBC progression, early diagnosis
and lifelong management with UDCA is important. This study was designed to investi-
gate the clinical features of PBC and response rates of UDCA treatments in Ewha Wom-
ans University Medical Center.

Methods: Clinical data of PBC patients diagnosed between 2001 and 2014 at Ewha
Womans University Medical Center were analyzed retrospectively.

Results: A total of 35 patients with mean follow-up duration of 42 months were en-
rolled. At the diagnosis, 72.7% of the patients were asymptomatic, 5.7% had decompen-
sated liver cirrhosis. The mean serum alkaline phosphate (ALP) level was 2.65 times
upper limit of normal . UDCA was prescribed in 91.4% of the patients (n=32), among
which 77.4% exhibited biochemical responses defined as serum ALP less than 2 upper
limit of normal at 6 months (Mayo criteria).

Conclusion: Most PBC patients were asymptomatic at the time of diagnosis and the
average biochemical responses rate to UDCA treatment were ranged from 60.0% to
78.9% according to various response criteria. To elucidate the clinical features and
courses of Korean PBC patients in detail, larger scale investigations and longer clinical
follow up studies are warranted. (Ewha Med J 2015;38(3):106-111)
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A B2 it AlskebAAtoA] ebzke] QARG A (alkaline phospha-
tase, ALP), ZUF=FEE%0] a4 (gamma glutamyltranspepti-

Aty g4 7PgH3 (primary biliary cirrthosis, PBC)-2 BF  dase, ¥ -GT) ¥ el 45 50 @594F AYstedAt o]
A9 FEAE EHOR of= AHHAZZOIH 1], W AR BEOoJHA] 90-95%2] At @A FU|EZEEortH|
Aol SatshH Al Aokt 71 SA4I0] 7HY &6 LiEF  (antimitochondrial antibody, AMA)7F LYERATE ASkK 0 &2 7}
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o] okd H|sksA] SOk Fot thRt o] gt A5
a7t EXJ Ao, 28 A e
Zo] LeRp 7|7to] A 7HdHSo 2 LT, 2],
A BS54 TP 0] R E-2 Ao wet 2 XjolE EQITt,
Follrts BT F=, 57 2 SOt R GoA] Az e
2 98E0] =0} 71ojAlS vh= 3xpO] 7hAF Bk 191 g &
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o 1 b AT ool A2Istict,
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oLt Rt A9 Ak 2 HE] Mayo risk score [6] 2 Child-
Pugh score, MELD score [7]5 ARSI 7HEH 22]0] ¥7]
= Ludwig ¥ Scheuer 2501 w2t LESIALHS]. At 5 671
4, i 2 ole 1 70 g At A, ARk, SEAL

LELRG LY
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1. a1 B4

% 3599l It B HAaro] EohE|Qich Rtk TA| B A
2 62A1(32-81A) AL, o34J0] 33TH(94%), 'FAe] 27 (6%)°131
o}, Gt 32 7170 4271L (4-156702) 014t

A Rk AT OF 271%2] TAMEC| |27 B, AYS 52
AL, 73%2] TARES 501 T4 glol 2715 AL o4k
ZATE UERE, A R Al @7 ofAutEHo|Eo| o] a4
(aspartate aminotransferase, AST)+= g+ 81 IU/L, ¥ehdoln]
- 7%o] ¥4 (alanine aminotransferase, ALT)= F+ 85 [U/LFC}
4 ALPA= B+ 897 IU/L, y-GTAl= Bt 422 1U/LFCh
FA W2 2HIX] 9] FHZES 2,10 me/dLITY Y YHUIL 3.8
g/LoI}. B IgM BEEE 320.12 59.1%C14 /<] o]
H¥on, 40.9%C1A4 FAETE =3t

Mayo risk score= B 4.08= UERHCH 64 0|k 82.6%
(29/35%), 674 AR 17.1% (6/35%8) = WERGTE. Child-Pugh
H-E o183t 75 7tolAle Bt 5.8%8 7I150r%en,
Child A 77% (5-63, 27/35%), Child B 17% (7-934, 6/35%),
Child C 5% (10-15%, 2/35%)2] 225 ESth. MELD 4=
Bt 8.36749 27S Belon, (94 vek 77% (27/35%),
101982 20% (7/359), 202982 2.8% (1/35%)= LERt
=8

AMA= 60% (21/35)014 /322 Leps o el (an-
tinuclear antibody, ANA)= 74% (26/35)°141 YAdolgitt AMA
7t 4% UE2 B BRI 71RZA] A4S Lo @3
ALP7} 7} Adergtel 2.2180, @3 v -GT7H g4 3etate] 9.56
= G58AG Aster 7t 71s HARKE A4S LERIT

359 Z 307(85.7%)°NA] Xt TA| MY 2] AATF AA|
Ec} Ludwig ¥ Scheuer 2701 TFE H7|= 17] 49, 27] 16
9, 371 7Y, 47] 27822 tiF-2 271(53.3%) S 371(23.3%)
2 BEroint A7 2R Boa AA7E Y (interlobular bile
duct) 9] A4 Y T 5 A2 g FRiet gt w3
Z |cH(Table 1).

AMA R-70] ThE 2] /443 vluws BokS w, AMA &
30 TollA] 1gG, IgA, IgM ol H FooHA =22 I & 4
AR OLY T 8] 7[HEMoAM FAKC R §oJ3F 2lo|= LFERA]
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Table 1. Main clinical and biological characteristics of the patients

Characteristic Mean value

Age (years) 62.5+13.1

Female 62.8+12.9

Male 55.3+£17.0
Biochemical liver function test

ALP (IUJL) 897.7+692.0

y-GT (19710} 422.0+372.1

AST (mg/dL) 81.4+69.2

Total bilirubin (mg/dL) 2.143.7

Albumin (g/L) 3.8405
Child-Pugh class, A/B/C, n (%)

A 27 (77.1)

B 6(17.1)

C 2(5.7)
MELD score*, n (%)

<9 27 (77.1)

10-19 7 (20.0)

20-29 1(2.9)
Mayo score', n (%)

<6 29 (82.6)

>6 6(17.1)
AMA' positive/negative, n (9%0) 21 (60)/14 (40)
Liver biopsy, n (%)

Stage | 4(13.3)

Stage || 16 (53.3)

Stage Il 7(23.3)

Stage IV 2 (6.7)

*MELD score [7], 2001: R=3.8xlog, (bilirubin [mg/dL])+11.2xlog,
(INR) +9.6xl0g, (creatinine [mg/dL])+6.4x(etiology: O if cholestatic or
alcoholic, 1 otherwise).

"Mayo score [6], 2000: age (0 point for 38, 1 for 38 to 62 and 2 for 63
years), bilirubin (0 point for 1, 1 for 1 to 1.7, 2 for 1.7 to 6.4, and 3 for
6.4 mg/dL), aloumin (0 point for 4.1, 1 for 2.8 to 4.1, and 2 for 2.8 g/dL),
prothrombin time (1 point for normal and 2 for prolonged), and

edema (0 point for absent and 1 for present).

*AMA, antimitochondrial antibody.

OITH Table 2).

2. 2] Ak o=

35789 TR} F XTk & x| Al Ko o)z 24 ST H 3
) AFSE 1950] FARE A elska 319 O] TR UDCA X|&
gkolor] 2912 13-15 mg/kg, 982 15 mg/kgd 25t
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of £of Bioktt UDCA A& & &% ALPX=
o Zro] 2.6380lA X|& 67HEAol= B4 o]-f?._]' 22l 1,574,
127HE#] 1.381= Aottt 2|& 67HEA @7 ALPZl 714
219] 40%°VE BASIAL FES U= Zashke Xw 2k
Bl 27t 61.3% (19/3)FH. v-GT= 2= A B4t At 4
9] 8.32uH0llA] 2= 67HYT} 1278 €oll= ZH2E AAde] 3,568 Y
2.68¥1= ZASIHTHFig. 1).

Mayo model-& UDCAZ *|@4¥k2 PRC ZHA}o] AJZF o=}

T ofe] Bdl F 7PY Wl AR EE= Ao =, :150L I =

= FHARe] Lo, ‘é’é U2 F8l, % 2711, prothrombin
time (PT) @ ¥290] 992 Mayo risk scores ARSIITHI]. 21
THA] Mayo risk score”t 67 O1dR1 7422} 64 olsiRl 7H-9-= Lt
0] UDCA & A2+ 670 2] AJsteld 7t 7|15 HAF §is}
E BA5E A3} Mayo risk score”t =2 TEO)A] bilirubin $X
7t AR LR FolotA o ZA aES Rl & 4= A (P-
value=0.042), SAXLCZ F-2JokAl= oLt AST, ALP, y~GT
F=OIME May risk score”F =2 TF0IA Xgaat o 5
SHA| LRt (Fig. 2).

Mayo [10], Barcelona [11], Paris—1 [12], Momah/Lindor cri-
teria [13]& 1851 UDCA] Hieh 2| = ¥hS-5-2 ALt Bt

< o AA SAOIAM X5 ¥REES ”ﬂ%E‘Eﬂ A= 69.2%°1
A E=AE 92.3%= ZRI=IUEHTable 3).
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F= o, AMA S/d7IA AMA dwel Blsl =2 X7 ¥k3-
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Table 2. Characteristics of the patients according to AMA positivity

EMJ§

Category Total (h=35) AMA positive (n=21) AMA negative (n=14) P-value
Age (Years) 62.5+13.1 63.9+12.6 59.6+13.5 0.355
ALP (IU/L) 680.0+692.0 981.4+836.2 750.6+377.2 0.277
AST (mg/dl) 81.4+69.2 87.38+82.9 72.7+42.6 0.547
Total Bilirubin (mg/dl) 2.1+3.75 2.2+4.6 2.0+2.3 0.840
v-GT (IU/L) 422.0+£372.1 374.0+£326.2 478.0+£437.5 0.426
lgG (mg/dl) 1,609.5+361.1 1,733.6+306.5 1,392.5+363.5 0.029*
IgA (mg/dl) 290.4+143.2 333.6+150.7 204.1+78.3 0.048*
IgM (mg/dl) 320.1+283.5 402.8+329.5 175.4+44.3 0.024*
Mayo risk score 41+1.7 42+18 3.9+15 0.525
MELD score 8.4+3.4 8.2+3.8 8.5+2.7 0.746
Values are presented as mean+SD.
*P<0.05.
9- o At bascline w] Boke 797t Hob A UL BEA 7N 98T
8- B Ateromontis  AMA 80| 92 & ok TelBE geliel Uy TR
[ After 12 months _
71 3 7S AN AMA 2] et FHES 71 ldiiae Al
61 THA| JIHdAH RSBl Tt 715 8AE B AMA, 2 2A-HADE
z 51 LT Aok it AeH4] a7h e 7o = AZHEnt
2 4- 7+ ZAAAPL o|2047] 309 o] ZAISHA WII= 66.6%
37 7H 17 B2 27& = Y715 Btk o= 2010d 4 5519
27 I =4l = 7| ZIH(55.5%)°1l BI5H JHHE oz 22 719
14 L—‘ L_‘ g_]-z %o] = 13_51-0] ioPE] ﬂi o] H:_o]» Z_/\PO] HP@]Hj] X—] Aﬂi]-
0 ' Total bilirubin | o1 4 7Fe ATV A Bolz fakgel Hith A=4q] 2

y-GT AST

Fig. 1. Mean serum ALP, y-GT, AST, bilirubin levels at baseline and af-
ter 6 months, 12 months for UDCA treatment.

FERof|A] Leh o, @at 229 (nuclear-rim) 2 THMS U ¥HY
(multiple nuclear dots) FEN7T 7H &6 UERAH 1], 2 A0
A= 60%2] ZEAMIATE AMAZF LR, Ol= 90-95%2] &
ES B9t Q= ARt 88.1%= B’ 2004 =W A
98.4%= Ea1% 2010 o 713 Aol vI3l AA5] Y= 3]0
tH1,4,5]. k= BE &2 C3 7tgutolais gredat el &
o] glowiA THdA o g 7t 7S AR oAt Hol= &
X]-‘: oﬂ 1‘410]-0:1 7} 2117—11\]- T@@_} ;(-l:'_;(-]o] 7—1}\]-7]- o]_E'_o-V:ly]
Eﬂui AZrelTt B Lo EohE FXFE0] 7F ZAIAAR Al
B2 85.7%=, 2004 =Ul A+ AMOIA Bars 7H 22
AlRYE 65.8% [4], 20108 =Hf o 7|3 Aol 2ARE 7H &2
AGAFAIYE 39.8% [5]1ET =0t =202 TF A HAPH A
Pu 7S HojRrh, AMA 24 Y B84 THwS S R
57| o= 7F 22 AL HolR|k AR QoA AlRY

A ARGy BEo e ZgE

A BEA DRSO AT 498t A= ot
B} REAP), AAEAY], BURGAY], IS Lot
[16]. XA 52 LA BEA PRS- B247I1A 20

=]
ol 7712 Zeske o defA Lot 17] AJstst

E JPOﬂL 50— 60%—1 w}ﬂ 234710 XIDHEIE 7] 1 Xl
2E AlEkote] #HAo) Hlel Yot Orﬂ6 UeRRT QJeH 18,191
UDCAE ¥EHd B84 7Pl tigh Xlgaapt 3-UdsH
Q1Y El SFAEA 2| =2ERS T} RO oo Fhxlo] EAJo] ulet
oAl BaLE| 1 QIck{20]. Yuks o2 UDCA X|& -2 Tkt
] ok 30%°NA AY5teka] 7t 715 7AL oV g0l HAkshear, &
215kA] Wuio] obshrt A el = Z o= A QIrH19]. it =
A0 Al ALoAE [3-15 mg/ke 2%C] UDCAE &
wke 225 W7] 1-271Q1 TAFEQ] 8 AYE8-2 Aut tiRy

I 2k [20], FHATOIAME 54, 10 Aj=-8g0] ZH2F 97, 4%
2 80.9%= UERFTH 21, & AFolas X & Qe 4 5
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Fig. 2. Mean serum ALP, y-GT, AST, bilirubin level according to Mayo Risk Score (MRS) at baseline and 6 months for UDCA treatment.

Table 3. Response rate to UDCA treatment according to various criteria and AMA positivity

Evaluation of

Rate of Biochemical Response (%)

Criteria Definition of Biochemical Response . . — -
Time Point Total (n=35)  AMA positive (n=21) AMA negative (n=14)
Mayo [10] ALP <2.0xULN 6 Month 77.4% (24/31) 78.6% (13/17) 76.5% (11/14)
Barcelona [11] >40% decreased of 1 Year 69.200 (18/26) 66.7% (10/15) 72.7% (8/11)
ALP or normalization
Paris-1[12] ALP <3.0xULN 1 Year 92.3% (24/26) 86.7% (13/15) 100% (11/11)
AST <2.0xULN
and bilirubin <1 mg/dL
Momah/Lindor [13] ALP <1.67xULN and bilirubin <1 mg/dL 1 Year 76.9% (20/26) 66.79% (10/15) 90.9% (10/11)

ULN, upper limit of normal.

20051 kel 272 S5 A5k HE-2 2010 015 AUtk
AR A7 A AR AL 4 Qo Rt ot Aust
*“4~§—° FIVolA = ZoHH.

A1o)A] UDCAR X|EES Tk} 329ollA @3 ALP
°l Z]f'l 7 A4 ARt 3ol 2.63800014 2= 670EA 4t AR
2] 1L57H, 127HEA) 13802 ATt 2R 67HER) B3
ALPZIO] 7121%]2] 40% oA ZAAGHALE BARHS] Y& 7+

e

O>“
2 [

B et
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T QIstA A= o] ARkAeIlA, 24 Z17He] Fot 7]
Bk GRS B ol 25ttt % o 2 1o
HPAR] A7 E_ T Ao = Yz,
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