1 Titration of IgG anti-GOR showed a median value of 1:20 in patients with occult
2 ° .HCV infection with serum GOR antibody titres ranging from 1:10 to 1:80 (figare 2). In
3 patients with chronic hepatitis C the median IgG anti-GOR titre was 1:80 and titres ranged

from 1:40 to 1:320. Thus, GOR IgG antibody levels were significantly lower amon

rosis) tended to be greater, although not significantly, among IgG
{®I-positive patiénts with occult HCV infection (data not shown). On the other hand,

the percentage of infected hepatocytes (that is, cells positive to genomic HCV RNA by in

17  situ hybridization) resulted signiﬁcantly greater (P = 0.042) in patients with occult HCV

‘18  infection who tested positivc to IgG anti-GOR (figure 3). However, the percentage of

19 HCV-infected hepatocytes did not correlate significantly with IgG anti-GOR titres among

20 the twenty-two GOR antibody-positive patients (r; = 0.311, P = 0.19). In patients with _

21 overt chronic HCV infection the median percentage of infected hepatocytes observed by in

22 situ hybﬂdizaﬁon was 8.0 (range 2.5 — 38.6), which resulted significantly higher (P<0.001)

23 - compared with occult HCV infection (median of 4.0, range 0.1 — 18.0), in agreement with

24 aprevious report (19).

29
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With respect to rheumatoid factor, it was detec::ted in the serum from 12 of the 110

(10.9%) patients with ocoult HCV infection, including one (4.5%) of the 22 GOR

antibody—ﬁositivc individuals. Similarly, C-reactive protein was detectable in 15/110

(13.6%) patients with occult HCV infection, including 1/22 (4..5%); igG anti-GOR-positiy
individuals. Finally, cryoglobulins were found in 14/110 (12.7%) pqﬁeﬁts with occ

infection; only one of them (4.5%) had IgG anti-GOR detectable. |

30
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1 DISCUSSION

2 In this study, we have observed a 20% frequency of IgG antibody reactivity to the
3 GOR autoepitope in the serum of anti-HCV-negative patiénts with occult HCV infection.

4  Low IgG anti-GOR titres were found in most GOR antibody-positive individy;

{Cw reports “fdentified anti-HCV-

10 ,14) including blood donors (7,32);

e frequcncy.of IgG anti-GOR ip oecult HCV infection Was-signiﬁc'antly lower
comp‘z;rcd with a 63.6% GOR IgG—ahﬁbody reactivity found in'f'pati‘cnt's with - chronic
17  hepatitis C, which is similar to the frequency reported by several authors in patients with
18 overt HCV infcctioﬁ (10,12,%4,16,2 1). Also, anti-GOR ;evcls were greater in chronic
19  hepatitis C compared with 6ccp1t HCV i;fecﬁon.'Wc havc reported ;eccntly that sera from
| 20 ~ some patients w1th occult HCV infcc_':tion may defnonstratc a positi_v_(; reaction against HCV
21 gon-structu_ral }.proteins. on immm;obld; assays suggestiug '2.1 very low level of specific
22 antlbody brdcl_uctio_n (23'). In chror_ﬁt: hepatitis C, the presence of antibodies reactive to the
.23 host-derived anti gen GOR is not merely due to sequence hq;riolc;gy but to cross-reactivity

1
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| 23  Nevertheless, cqmpared with chronic hepatitis C occult HCV infection seems to be a less '_

12

{  at the molecular level becanse of conservation of residues essential for antibody binding
2  (34). Thus, de novo infection with HCV after liver transplantation produces an increase in
3 IgG anti-GOR likely due to increased viral load and replication under immunosuppresion

4  indicating that the immune response to GOR autoantibody is triggered by HCV (24).

anubodxes usually persist for decades although these may eventually d:sappear after

17  recovery from HCV infecti_on (29,30).

18 Among individuals with 'oecult .HCV infection, the subset 'of GOR IgG antibedy- ‘

19 'posmve patients did not show a different clinical background compared with their IgG

20  anti-GOR-negative counterparts (9) However, a greater number of IgG antl—GOR—pOSlthc

21 patlents had 81gns of necro-inflammation, which is similar to pat1ents ‘with chromc hepatitis

22 C,in Whom react1v1ty to GOR had been conelated with liver disease actmty @2n..

32 -

body responses to GOR and HCV may be mdependently regu]ated as'

- in chronic hepat:ltls Cc {1 1) In patients with chromc hepatitis C antl—HCV‘ '
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1  aggressive form of the discase caused by the hepatitis C virus (19); although, liver cirrhosis

2 is present in around 4% of these patients.
A

3 Finally, rheumatoid factor, C-reactive protein and/or cryoglobulins were detected in

4  the serum of 10-14% of occult HCV-infected patients. Frequencies of such factors

d thus GOR'1s unlikely a marker

10 onic HCV infection (13). Indeed,

1002 '2L Jadwaoao ue AQ Biorwse a2 Wl papeoumMoc]

R 18 ﬁot detected in patients with HCV-unnf:Iated liver disease detection of IgG ‘.

antiquics to the GOR seems to reflect cross-recognition with _v'iral. sequences during

i ‘17 -occult HCV infecﬁon, cv.en in the ab’scnce of dctectablc HCV—épeciﬁc aritibodies using
18 commércial fests. Testing for IgG anti-GOR might be use& to 'screen_HCV'rRNA-negaﬁve
19 paticnts and thus belp in idénﬁfying' at least a subset of occult HCV infection without

| 20 performing a HVc;' biopsy. Nevertheless, even after implem;entation of IgG anti-GOR

21  testing the majority -of paﬁents--’woulq still nce(i a liver biops_'y.for acc-:tn:at.e diagnosis of -

92 occult HCV infection.

33
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