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TABLE L. Clinical Characteristics of HCC-Patients with sustained virological response

CoO~NOOAWN =

and with HCV,
Group A: sustained
virologic response Group B: HCV p-value
Patients, n 16 50
Age 66.1 (55-79) 65.7 (55-786) 0. 465
HBsAg (+/-) 0/16 0/50
Anti-HBs (+/-) 6/10 9/41 0,201
Anti-HBc (+/-) 10/6 25/25 0. 559
Anti-HCV (+/-) 16/0 50/0
HCV RNA (+/-) 0/16 50/0
Alcohol
> 30g/d 0 6
< 30g/d 6 20
none 10 24 0.47
Diabetes melitus (+/-) 2114 17/33 0.182
Hypertention (+/-) 719 18/32 0. 795
BMI 24,1 (17.4-28.1) 23.0 (17.9-29.8) 0.188
Hepatic cirrhosis (+/+) 412 24/26 0,184
Tumor grades
Well-d 0 5
Moderately d 6 25
Poorly d 10 20 0,199

BMI: Body mass index, Well-d: well-differentiated HCC, Moderately d: Moderately

differentiated HCC, Poorly d: poorly differentiated HCC

John Wiley & Sons
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TABLE II. Primers used for amplification of HBV DNA.

Forward primers Reverse Primers
HBx-1: 5-CTCTCTCGGAAATACA HBx-2: 5-GTAACTCCACAGAAGCTC
1220-1239 CCTC 1818-1799 CA
HBx-3: 5-TGCCAACTGGATCCTG HBx-4: 5-GGCTTGAACAGTAGGAC
264-1293 CGCGGGACGTCCTT 1742-1723 ATG
HBs-1: 5-AAGACCTGCACGATTC HBs-2; 5-TAGAGGTAAAAAGGGACT
391-408 CT 672-6564 C
HBs-3: 5°-TTCGCAAGATTCCTAT HBs-4:
499-517 GGG 634-617 5-GCCCCCAATACCACATCA
HBc-1: 5-AACTTTTTCACCTCTG HBc-2:
1690-1708 CCT 1945-1929 5°-GCTTGCCTGAGTGCTGT
HBe-3: 5-ACTGTTCAAGCCTCCA HBc-4:  5-AAGGAAAGAAGTCAGAA
1731-1749 AGC 1848-1829 GGC
P23: 5-CTGAATCCCGCGGAC P24: 5-ACCCAAGGCACAGCTTG
1443-1462 GACCC 1891-1871 GAGG
P25: 5-GTCTGTGCCTTCTCAT P26: 5-AGATGATTAGGCAGAGG
1553-1573 CTGCC 1846-1823 TGAAAAA
HBs'a-1: 5°-CTAGGACCCCTGCTCG HBs'a-2: 5-AGCCAGGAGAAACGGAC
52-71 TGTT 545-526 TGA
HBs'a-3: 5-GTTACAGGCGGGGTTT
69-89 TICTT

John Wiley & Sons
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TABLE IIL. Clinicopathological Data in HCC-Patients with sustained virologic
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response.
Pre-IFN therapy Period from At operation
HCV eradication
Case
Genotype Viralload Ffactor Afactor todiagnosis of F factor A factor
HCC
56 1b 1 Meq 2 2 45 months 2 1
101 2a unknown 3 2 19 months 4 2
149 2a 1.1 Meq - 3 20 months 4 2
196 2b unknown 2 2 41 months 1 2
198 2a 0.4 Meq 2 2 103 months 1 1
200 2a 1.1 Meq 2 2 13 months 2 1
221 2a 0.9 Meq 2 3 80 months 2 2
268 unknown  unknown unknown unknown 144 months 1 1
269 2a 0.4 Meq 2 3 156 months 0 0
271 1b unknown 4 1 156 months 3 1
325 1b 300 KIU 3 2 15 months 2 1
327 2b 160 KIU 3 3 36 months 4 2
328 1b unknown unknown unknown 14 months 4 2
336 1b 100 KIU 2 2 152 months 2 0
340 1b 0.9 Meq 2 3 177 months 2 1
347  unknown unknown unknown unknown 60 months 3 1

F factor is hepatic fibrosis score in the liver. A factor is hepatitis activity in the liver.

John Wiley & Sons
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TABLE 1V. Clinical Characteristics of HCC-Patients with sustained virologic response

and with HCV; Stratified according to Occult HBV Infection.

Sustained virologic response HCV
With occult Without With occult Without
HBV occult HBV HBV occult HBV

N 12 4 21 29
Age 66.1 66.3 63.8 65.3
Cirrhosis/
Non-cirrhosis 1/11* 3/1" 10 /11 14 /15
Period from HCV
eradication to
diagnosis of HCC 94**
(months) (14-177) 22** (13-36) / /
Alcohol
> 30 g/day 0 0 4 2
< 30 g/day 5 1 5 15
none 7 3 12 12
Diabetes melitus
(+/-) 2/10 0/4 5/16 12/17
Hypertension (+/-) 5/7 2/2 8/13 10/19
BMI 23.9 24.4 23.6 225

*p = 0.046, **p = 0.036

John Wiley & Sons
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Case Report—

—[E #l
HNFAEICTHEAUEME B 2RO A JVARED 1 6]

HT HE™ B X=' RBM X¥° RE #AL° @@ R

HE %2 w®mO BT

BRAEEOHR L 2-o-MANHALZMMEN-BET, 6V AHC HBs IEARELLEFALERL:. 20
FRBRAMKOERPTH o261 RBE. 73 7V R5ICL N MmEk B HBKFROREL EIELAL. Wil
HCIXBZ O HBV MEv— A —HETRETH o - ROEFmA L BEFMFIZ>»THBY OLEEEF| 2 &L
RERIEELOFE KL OWMMIC L2 BELEELL. BRAL ShARLY ¥ 7 ViEEBEQBIER
HiEWAE (NAT) (=T HBVDNA 28H LA FEFR, YRICTEHEECERLABODEE 21 A0oF0]
EPITH- 7. Wiz HBV DNA OBE{EL-tio 8 FITik, Wl AmERAOBYT 2 RERIEII2WT
i3I NAT 2% L -4 HBV DNA &M L 2o 7. S0 8 #l% 7 fl4* HBc MAFMIETH H HBV BB
& HBs EABIETH o oA, BEBOETLPERTAICL ) HBV OFBRE(L0E LTRENBWEE2 50

=,

$—0—F : W% HBV, NAT, MEWME 53I7YY

BUBIC

i e R TERTHE X LT 1999 4F 10 B & Sl
TN OBEMEEE (NAT) A2V —= FHHEAE
iz, FommEcx L CHB L EE R NoBumF L
DEFEEIT, 74 VARED S NAT BE(LE TOH
Miabbho4 > FyiomndRiED 6hTwa,
FOHRBHYETITED TELSLMLYH OFERHTT
fEtZzol. LA LMMERMEOREIFRETIEE
VR BRI A ¥ KO MM OB HBV 1220 T NAT
AL MMEFRORENFHASIN, 2004E3 A
& NAT BED 7 — NAF 4 ZH50 v b 20 4~
TERSh: §0, YHRCTRLBIHAE
DOHBsHFERITIEIETSH ) 2 o8 RWIEIC & ) HBV
[ E B LAEAERBLADOTHET 5. HKET
120034 11 A L D WM OFRBHELHniiro0
BRRLZEHTALOLYEEIEMLTWE. A
feciimnEssfz R LTHRn&E3I A ABIC
HBV, HCV, HIV #f@5I NAT #&£L, BiEFicid
MM ARERK IOV TREHRIZER NAT T Ml
OBREAPEIERET200THS, FEANYE
TOLENEERRBETH LD LENRMEDE

#LroBIcAHEn B0 HBV DNA Bi(LH
Y EFOERICOWTHESLL,

E fl

fEFE, 61 RBIE 20029 FAMFy 2 IC TR
L /MEEA FIER S N, KEW L AERREDEAR
2EB L AEFHERLAE AML (M2) OB
T AML201JALSG 710 } a— iz TRAGBRE @GS
I, 3EOBAGRIZTRRE 2o k. TOESREE
rifTe BB L ER L OB EO M
IZT 2003 10 At AR L ko. ARBEERRKE
Table 1 {27 ¥, AL OLEHREMITER, 11 B BF
A B (B 1.92x107/ke) ZEHLA. L
P LMFOEMIZED 6 W T EEENSS LB LY.
FAL - BUHRES 2a0L, 200441 B 2 EEOK
AR (BHER316x10/ke) #EM L.
FOBFIRIIFLMCEALA. —F, IMEOR
WIEE L2700, EBHEISHM2 A AOMICERE
/s 51 28y 7 DM EEL 7. 20034 11 A
B L7z f/MREH o B E -2V T 2004 45 1 AR
M# k7 50 7 — NAT 12T HBV DNA @&k L7

1) KEWLAFEZNEMREDLE

2) KETMYAZX¥REFFAFERMAEAHE

3) KBEHZAFXFREFFHAEH MRAAH

4) RMERXEAREFIEER

(Rf+B :200749H 68, FEE :2007F12H78)
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Table 1 Laboratory data on admission for CBSCT.

WEC 4100 /ul TP 66 g/dl CRP <01 mg/dl
Eos 1% Alb 41 grdi
St T% TEil L1 mg/dl HBsAg —
Seg 56 % AST 28 U/ Anti-HBs -
Mon 8% ALT 27 TuA Anti-HBe =
Lym 8% ALP 101 1UA
Others 0% +GTP 112101 Anti-HCV =
RBC 358 %108 A LDH 260 TUA
Hb 129 g/l | BUN 15 mg/dl
Ht 3056 % Cre 071 mg/dl
Plt 185104 /ul
2333 2432
Patient  :GAAACTACTGTTGTTAGACGACEAGECABATCCCCT WWMWTMT
Donur ----.-.--..-.--.4...-..|.-..-.--.\.-----------..----.-......--.-.--.oc.-----01----.-.-‘......--..
AY123041 rerrarerese
2433 2532
Patient < CTCGGGAAT CTCAATGTTAGTATOOGTTBRACTCATAAGGTORRAMCTTTACTGRECTTTATTCTTCTACTATAGCTATCTTTAR
Dﬂnar MUEERE - 1'—|---.u-los.----llﬁonqu--u-nln---oool.nn-..popuutn--l----|v-¢o----llllnu-|.|ll |||||
AY123041 resimns P R
2533 2632
Patient €T CCOTCOTTTCOTCACATTCATTTAGAGGAGBACATTAT TAATAGATET CAAGAATATETGGACCCTOTTACAST TAATEAAAMAAGRABATTAARATT
Donor .-.........................-...u---......-............--...............--.................-.....
AY123041 amraricssssensfesanrosnnasnnns
2633 2732
Patiant  :AATTATGOCTECTAGETTCTATOCTAACCTT) ACCAAATATTIGCCCTT! BEACAAAGBCATTAAACCATATTATCCTBAACATGCASTTAATCATTACTTC
Dﬂﬂar b .....|..--............;;lnnuu.-olﬁ1al|ltl-;.—||ll----.|o---u-.lllﬁ--u--..-c-n-.luvul--.uo.ll----.
AY122041 T T TN CORTERS R Y EEETERSTED
2733 2632
Patlent | AARACTAGGCATTATTTACATACTCTATEGAABBCTBECATTOTAT ATALGAGAGAAACTACCCBCABCACOTCAT TTTGTGBSTCACCATATTCTTEES
Donar SeisensiaterenaasinecesenrrTTEeretRIRaT TR ss R SRS B T LR T L TR TR R
AY123041 TR E T T T T ssafreassnesTorecsnaannenonn

Fig. 1 Comparison of HBV DNA sequence between patient and donor samples.

FHEBREONRE 2ol 11 AlCHim & /s
A2, BMREOE NAT 2T HBV DNA &
27, S, 200452 B O EERERET
|4 HBs $ilE, HCV $ifk, HIV Hifk & IcEETH- -
AH#FTONAT Tk HBVDNA BiE &2, Wiz
I3 OBV lizatEbhis, £0#H 2004 F5 A ICHi HBs
FUEA IR L7z, BEIMIATRE T HBY BGEY—
B — A THRIETH - /o BilF £ 2M0FD HBV DNA
DLHREF| & B L ER—-EEL RIS TOHR
WAy, EimiE HBV Bk B L7 (Fig 1). HBs
fEEEEICT I 7Y v oksrHE L0
ErEELE LA LBEIZ 2004 57 A GVHD <
I SBBFLOAOREEL (Fig.2).

wlz, YBEoMMEBEEZCEEMAECESLA 2] #
o1 A% HBV DNA &RH#R % Bi¥a.
8- HBVDNA AR L - B&FiX9 &EThoTz
(Table 2). HICRAABFRIDIANTO1IHATS
A (Pt-No.39). 25 8FITIIEME gk 850
W+ 2 R EIC DWW TES NAT 2 £ LA HBV

DNA %238 LA o 7s. 20 8 #l 7 #1%¢ HBc HilEls
T3 ) HBV BB AR H T 5 2 LRl s hi. —
%, HBc Hi{kB# T - 7= Pt-No. 888 i HBs #ifb b i
#TH 0 HBV BE 2R 2 BRTFRIEBO T
7 (R OERMBCOVWTHETHTS S).
EEBIOVTIt 4 FINEREBOLERETTHY
BY 3FEHALSICLAENEE BALLES &
BREREETH-7 LLELDHMED HBV DNA
BEELA TR AR RENETIHFET
A EAER SN

z =

i iofE S HBV B, HELHBMCHESRT
Wa. AER I IEH HBV B0 74 ¥ F7HTHo
B NAT A2V —o v VI TREMEZRIMTER
hoobAEEEEL OGNS, —F, @E HBV
o B IR 72 Tl £, i HBV ¥ —
#— B4 Occult HBV carrier #» & ORI ARSI &
AT ELHESATWAE™., TOHEL LTNAT
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HBsAg

395

Lamivudine

GVHD

Oct Nov Dec Jan

Feb

Mar  Apr May Jun Jul

Fig 2 Clinical course of the patient
PC; Platelet concentrate, CBSCT; Cord blood stem cell transplantation, GVHD; Graft versus hast dis-

ease

Table 2 Clinical background of patients positive for HBV DNA after blood transfusion.

Pat

HBsAg AntiHBe Amount of blood-

ol Disease Age Gender transfission
39 Acute myeloid leukemia fily M negative negative 116 bags
49 Macrogiobulinemia T4y F negative positive 2 bags

528 Gastric cancer Ty M negative positive 1 bag

553 Acute myeloid leukemia 60y F negative positive 61 bags

650 Unstable angina pectoris Tly M negative positive 14 bags

13 Chronie renal failure Bdy M negative positive 3 bags

779 Gastric cancer 58y M negative positive 2 bags

794 Cereberal bleeding My F negative positiva 3 bags

888 Breast cancer 52y F negative negative 3 bags

AP == D} T VEELEILT A2 L THBY
BHBEREFESATEL Lo LESINATIZTY
R T & 2V BBl Tl HBY Rifedte = 2 9
AREEh, A7) =Y FEOWRICE DB
ICIRBEREHELELONTWS, BRM#ALY 7 —
(2 & AEEMECIRE—RiFE D% 51297 - 2ot
YTNDONAT A2 ) —= 7 72 Thbizk L7 329 i,
BEDREBRED 85% 125 THEEI NAT 12T HBV
DNAMBHEAAZLEHELTWAY, REFALE
WBLHBATH ), BEMIENE o2 &2 h il HBY
Bt RCBR LA 00, FORESNE
BRahi.

—7%., Wil 3 A7 B BICRBRESXRET ZFEER
BRERICBITESATE), SOFETTIEHELS
REVATFLATHS, LALABBRIzBVWTHNE
BpEREOBITEIIB b DOTIRR{, BEREICH
LTHmERENEEELIRETILENSHE, T/
24 Y FooEVHBV IZML T3 A BBIc—ET
HIHRELTEET 2L+ 5THH0EH» b B

EETS. WMMMEOEEICMHT 234 Tk, HBV
KB L THRm 3 4 A8 NAT #5452 L AR
SRTWaD, FEFTIREM 3 » AROBKIETIL HBs
HEBETHo b0, BOEOMEFRELLHHN
FH 5 HBV ORI SEbh . HBs HERETO
EICBWTR SR (REFTHMMES ¥ A
CTHE) ORENLETHAZ LATFERIAS,
YUETOLEMETHEBE 021 #, MMz HBV
DNA BELZEMAIRIFATH- . REFIREOED
—PITHLVERME-TEINAT B L 2o 0
RAEEFADOATH 7. 2T HBeEBE FF+—256
DFBMIZTHBV BB 5 Z 26, HBs HiRE
HHIZBVTH HBe SiEREIESIT i HBV BRI
BTHAHIEAFRBENATVWES FAESE Vv
T 7EO(LEREF IZ HBs UEBEE I 3T HBV
OEMHAFEI), FEENFRETAZLOIRESL
Tw3" 2% ) HBV IRAEKIFI (HBe HEREH) ©
RREETIREIZAES & HBV A98M T2 2w ) ik
PHEZLWRINTWES, FZTHRLOBRIZBY
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% 2HEER -2V TR O HBe ffkiRE* Wil
HBV B3> HBV BERM BT oER: LTRE
i 7 FOER HBV DNA BEE(LFIO 9 5 7 Flid HBc
HEBETSHD, FORIFATIHEERESERIL
Twie T bbbz k5 HBV B Tial  BRR
£ HBY BHMIEC - ATREFEH SN A.
o> THMATO HBc HfitEd 55 LK O BE
BRSNS HBY B o ER2AELEICERT
BB o LATRES I

1T HBV Bz L CixiBe 7 o 7 8H o5
Wk D, BERRT A VARRESMETES, O
nETLERETOEETO HBV BMAICH LT
Sy/YVERSL, FEOREkFrEARCELIL
FaE s T3, REFICBVWTIENE HBV
R LTS S 7Y VB ETVITREOSELE
ETERLDEELD,

& H

HBV R45 M omuiiic & ) HBV B2 L
FEFAEEBRLY. GBI ERERETERICK
HL, HBV B0 #H &4 0MICBET T 5 & & bIT#Y)
DA VARBREERT A EAEETHELER
shis.

—5, &MmtEo HBV M bFIXCE AT HBe
HEBERATSH Y, RERDORITREICED RED
BT HBV BHM*B% LA TiiEivRE S hit.

5 | MMM, WAL A & (TR
WS - FBEFH) ko TiHbhA HBVEXERFHAORE
BB A\ e 25w B ARt Rl AT FEAT - HRA RS
BIUAERRTENEE Y F— - & WSk RELELE
CRESLETIT. ARXoTEiE, H5 BEFENFSE
& (KE) LTRELE
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TRANSFUSION-TRANSMITTED HBV INFECTION DETECTED BY LOOKBACK
STUDY FOR BLOOD DONOR—A CASE REPORT

Akihiro Tamori"®, Keizo Fujino", Shigeko Oshima", Kazuhiro Takeda", Norifumi Kawada®,
Masayuki Hino® and Shuhei Nishiguchi®

"'Division of Blood Transfusion, Osaka City University Hospital

¥ Department of Hepatology, Osaka City University Graduate School of Medicine

¥Department of Clinical Hematology, Osaka City University Graduate School of Medicine

“Division of Hepatobiliary and Pancreatic Medicine, Department of Internal Medicine, Hyogo College of Medicine

Abstract:
We experienced a 61-year-old male patient with acute leukemia who was diagnosed with hepatitis B virus (HBV)

infection after blood transfusion. At 3 months after transfusion, a blood sample from the same donor was positive for
HBV DNA on 50-pooled sample nucleic acid amplification testing (NAT). Lookback study showed that the first do-
nated blood was negative for HBV DNA on 50-pooled sample NAT but positive on individual sample NAT (ID-NAT).
Before transfusion, the patient was negative for HBsAg and anti-HBc. HBV DNA sequence analysis of the patient and
of the donor showed 99% homology. Lamivudine treatment was started, and prevented acute hepatitis B. The pre-
sent patient was a member of the ID-NAT screening study for post-transfusion infection. In eight of 921 patients (ex-
cluding the present patient), HBV DNA was detected only after blood transfusion Seven of these eight patients were
positive for anti-HBe was positive and four had been transfused during chemotherapy for neoplasm. Retrospective
study of all donor samples showed no detection of HBV DNA by ID-NAT. Recently it was reported that cytotoxic che-
motherapy induced HBV reactivation in patients with past HBV infection. We therefore speculate that HBV reactiva-
tion occurred in some of our eight patients positive for HBV DNA after blood transfusion.

Keywords:
post-transfusion hepatitis, HBV, NAT, look-back examination, Lamivudine

{C12008 The Japan Society of Transfusion Medicine and Cell Therapy
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Be) XKEMICEETS CEFRAIAIA (HCV) BBOBERLFR 7 2 0—7 9 JREOHBE

RN L-oTHRET 5.

%E N, PRIS~17FEOELRBIBRIC, HCV ARELZI 0B LOBEET,

SFEMOBZLEHIL3,458ATH- 72, HOVIBEELZZBTHD, BFE7+0—T v 7
FRET, ZERICARL FCH, BRSNS CONTRESEENBOEROEET,
WMEREOZLRELIBEL L, BREAREZRDOEAR, BBUN3IHA -6 pABRD 2GR
EMPEECUR CTEZRRER, SLUZRPELT-oA. 24, HEREREROR L ESR
Blip 60D 2 FHOBRMGRER» 5, EREMIC T 3BEREOAECERAHET L
HBEL, FMii%ZT- T, EEEBMEICLEIICHERREYT- 4, —F, Z¥FEOFELTN
Trlpo oL, WEBREOEREBETADATE -,

BR HCOV Hi4MiERIT, FRISFEESS%, FRICEENS.8Y%, PRITEENON LEAE

TL T,

&7 x0—7 v JEROABRIE, FHRISERES22%, FRI65E.2%, FRIVEE
501 Th-t, ZEEORESN &, AEEZL CTHREZRELHBL T2 52, FRISHFE
DOFED D OFT82.6%, RELZLOFTI?Y, FRIGEEORED N OBETI.1Y, A%
ZLDOFHTI1.7%, PTRITGEOCRED VO T8.0%, AEZLOBT4.3% L, Wiho
FELRAEDVOBRTAEICE - (PL0.001: 2 RE),

BRESNACBRFESEL G, 2ENHEBHET -7, FRISEESE~IS34:, FRI16EEM
HEA1056F, PRITFENENSBHE CH-7/c. AETH, BREEORERS1074 (33.9%)
LELEL, KWT, HCV Y7524 7%, ERBEORERE, BENLYANVAOERELE
BT 52O HCV-RNA EUBREORER T EBEbol, £, HOVEBEL L ALDE
T, FEBEREDOLD, 71+0—8T Lo TWAr—AN50# (15.8%), HCV-RNA =it
BESKEBICL2DOET, 71+0—KT ERoT0By—AB58 4.7%) B9, 7+
O—PLETHD & WO IEEREET- 7

i HCVREEED, BUICHBRES7+0—7 9 7225000, ZLEECS2HE

HEDXBRURHTH Y, EREBEICKH T HWBRHLY, WESTOLERBLLELD
Egho

Key words : C B A VAR, FHA, FE7+0—7 » 8
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BRAGIEEREZTOhAGHEDZEMNELT
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Present status of community-based HCV screening in Osaka City and evaluation of
the utility of follow-up programs on hepatitis

Kenji MATSUMOTO*, Mineko TARAHASHI®*, Akihiro TAMORI**, and Shuhei NISHIGUCHT*™

Key words : community-based HCV screening, hepatocellular carcinoma, follow-up programs on hepatitis

Objective The present status of community-based HCV screening in Osaka City and the utility of follow-up
programs on hepatitis were examined.

Method During a period of three years, from 2003-2005, 83, 458 persons who underwent HCV testingin a
community-based HCV screening program in Osaka City were targeted. These persons were 40
years of age or older who opted to receive testing for HOV antibodies. To assist patients testing posi-
tive for HCV, hepatitis follow up programs were carried out. For cases where consent was given, the
performance or nonperformance of a thorough examination could be ascertained with regard to
whether or not a therough examination results notification was sent from the medical institution. For
patients who did not receive a notification, a health nurse checked whether a thorough examination
was received, by telephone or visit, usually two times (after 3 months and after 6 months) on
average. If an examination had not been received, the nurse suggested having one. Furthermore, the
contents of the thorough examination and other details like procedure plans for all patients were ob-
tained through the thorough examination results notification. From continuous diagnostic reports
from the medical institutions, an assessment was given and the information was provided to each
medical institution.

For cases where consent was not given for the follow up programs, only the results of the thorough
examination were available.

Results The percentage of patients testing positive for HCV antibodies showed a yearly decline, with 3.9%¢
in 2003, 3.8% in 2004, and 3.0%4 in 2005.

The percentages of patients consenting to hepatitis follow up programs were 52.2% in 2003,
56.2%¢ in 2004, and 59.19% in 2005. When comparing the percentage of patients receiving a thorough
examination between those consenting to these programs and those not consenting, the consenting
group was 82.6% and the non-consenting group was 37.5% in 2003, 77.1% and 37.7% in 2004,
78.0% and 34.3% in 2005, respectively. Consequently, the percentage of patients consenting to the
examination significantly increased each year (P<0.001).

From the diagnostic information which was sent, medical data could be provided for a total of 153
cases in 2003, 105 in 2004 and 58 in 2005, Furthermore, from among the contents, non-performance
of imaging examination was most common with 107 cases (33.9%), followed by non-identification of
the HOV subtype, non-performance of a fixed quantity examination, and non-performance of an
HCV-RNA quelitative examination to verify the presence of final stage virus. There were 50 cases
where the follow-up was discontinued due to normal liver functions even though the subjects tested
positive for HCV (15.8%). There were 15 cases where the follow-up was discontinued even though
an HCV-RNA qualitative examination had not been performed (4.7%). Information that a follow-
up was necessary was provided in those cases.

Conclusion In order for patients testing positive for HCV to receive an appropriate thorough examination
and follow-up, assistance by verifying that the examination had been received and suggesting its
necessity where this was not the case is useful. A more extensive performance of information provi-
sion to medical institutions is to be recommended.
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LETTER TO THE EDITOR

Platelet-associated IgG for the diagnosis ofimmune
thrombocytopenic purpura during peginterferon o and ribavirin

treatment for chronic hepatitis C

DOk 10.11114.1478-3231.2008.01747.x

To the Editor:

Mild-to-moderate thrombocytopenia is a common
adverse event of treatment with conventional or pegy-
lated interferon o, attributed primarily to bone mar-
row suppression, in patients with chronic hepatitis C.
Nevertheless, severe, life-threatening immune throm-
bocytopenic purpura (ITP) has rarely been associated
with interferon treatment (1-7). The pathogenesis of
ITP is incompletely understood, but immunoglobulin
G (IgG)-type antibodies against platelet membrane
glycoproteins (IIb/Illa, Ib/IX, etc.) are involved (8).
We describe a case of ITP induced by peginterferon
treatment for chronic hepatitis C, Detection of plate-
let-associated IgG was helpful for the diagnosis.

A 69-year-old woman with chronic hepatitis C
genotype 1b infection started to receive peginterferon
a2b 80 pig/week and ribavirin 600 mg/day in October
2006 (Fig. 1). At the start of therapy, she was well, with
a height of 155cm and a weight of 58kg. The
laboratory values were as follows: aspartate amino-
transferase 44 TU/L, alanine aminotransferase 58 TU/L,
v-glutamyltransferase 32[U/L, bilirubin 0.9 mg/dl,
albumin 4.1g/dl, hepatitis C virus (HCV) RNA

PEG-IFN-a2b 80 pg
Ribavirin 600 mg

HCVRNA 43 (- =)
{kIU/mL)

ALT (IUL)

43kIU/ml, haemoglobin concentration 14.4g/dl,
white blood cell count 5400/mm? and platelet count
139000/mm’. A liver biopsy specimen showed mod-
erate inflammation and mild fibrosis, After the start of
therapy, the serum HCV RNA level rapidly decreased
and became negative on polymerase chain reaction at
the fourth week.

The platelet count gradually declined to 86000/
mm? by the 13th week of therapy and then rapidly
declined to 14000/mm® at the 16th week. She had
petechiae on the upper extremities, Peginterferon and
ribavirin were withdrawn. Coagulation test results
were normal. A direct Coombs’ test result was nega-
tive. Antinticlear and anticardiolipin antibodies were
negative. Cryoglobulins were not detected. Serum
was negative for antiplatelet antibody by mixed passive
haemagglutination. However, the platelet-associated
IgG level on the platelet surface had increased to 372
(reference range, 9.0-25.0) ng/107 cells as measured by
an enzyme-linked immunoassay. Bone marrow aspira-
tion demonstrated increased numbers of megakaryo-
cytes, compatible with a diagnosis of ITP. The results
of a "*C-urea breath test were negative for Helicobacter

:
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Fig. 1. Clinical course of a 69-year-old woman with chronic hepatitis C in whorm immune thrombocytopenic purpura developed
during treatment with peginterferon x and ribavirin. ALT, alanine aminotransferase; PAIGG, platelet-associated immunoglobulin G;

PEG-IFN, peginterferon,
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Diagnosis of immune thrombocytopenic purpura

pylori infection. Corticosteroid therapy was started
with 50mg oral prednisolone. The platelet count
returned to 141000/mm’ in 14 days, and remained
normal while tapering the dose of prednisolone. The
platelet-associated 1gG titre decreased in response
to corticosteroid therapy. HCV RNA continued to
remain negative after the withdrawal of peginterferon.

Immune thrombocytopenic purpura is an autoim-
mune disorder characterized by peripheral consump-
tion of platelets and clinical manifestations of a
haemorrhagic diathesis (8). ITP is a diagnosis of
exclusion, often difficult to establish. In the literature,
interferon-induced ITP has developed after 4 week to
12 months of therapy (2, 4), or even 6 months after the
completion of therapy (6). The ages and baseline
platelet counts of patients have varied widely, ranging
from 27 (6) to 73 (5) years and from 80000 (3) to
260000 (4)/mm?® respectively. As demonstrated in our
patient, the detection of circulating antiplatelet anti-
bodies unbound to platelets is not sensitive enough for
diagnosis. Such autoantibodies can develop in patients
immunized by pregnancy, allogenic transfusions or
organ transplantation and are thus not specific for ITP.
In contrast, a direct assay of platelet-associated IgG
(bound to platelets) is more useful for the diagnosis of
ITP, with a sensitivity of 49—66% and a specificity of
78-929 (8). In our patient, platelet-associated IgG
was also helpful for monitoring the response to
corticosteroid therapy.

In summary, we have described a patient with
chronic hepatitis C in whom ITP developed during
treatment with peginterferon o and ribavirin. Albeit
rare, TP can occur any time during interferon treat-
ment. Physicians treating patients with chronic hepa-
titis C should be aware that platelet-associated IgG is
helpful for promptly diagnosing this potentially fatal
complication.
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