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Spontaneous HBsAg clearance in a patient with acute 
hepatitis B and pleural exudates
K.h.	Katsanos,	Margarita	Kitsanou,	Klairi	Manatou,	A.	Papathanasopoulos,		
D.K.	Christodoulou,	E.	V.	Tsianos

TO THE EDITOR:	Sir,	spontaneous	hBsAg+	clear-
ance	in	patients	with	acute	and	chronic	hepatitis	B	virus	
(hBV)	infection	has	been	reported	worldwide.1	Sponta-
neous	loss	of	hBsAg	is	infrequent	in	adult	hBV	carriers.	
In	children	with	chronic	hepatitis	B	loss	of	hBsAg	is	rare	
(average	incidence	0.6%/year),	especially	if	they	have	
been	infected	during	the	perinatal	period	and	have	mild	
histological	changes.	however,	among	hBV	cases	with	
spontaneous	hBsAg	clearance	we	can	hardly	find	reports	
with	co-existing	pleural	effusions	in	the	absence	of	ascites.	
We	report	herein	the	therapeutic	management	of	a	patient	
with	acute	hBV	infection	and	symptomatic	pleural	exu-
date	who	succeeded	in	hBsAg+	seroconversion.

A	51-year-old	male	patient	was	admitted	to	our	De-
partment	because	of	fever	and	jaundice	during	the	last	five	
days.	Patient	medical	history	was	unremarkable	except	
of	appendectomy.	Clinical	examination	revealed	hepato-
megaly	and	laboratory	investigation	showed	evidence	of	
acute	hepatitis	B	infection	(hBsAg+,	anti-hBcore	IgM+,	
hBeAg-)	with	transaminasemia	[alanine	aminotransferase	
3720	UI/ml]	and	hBV-DNA	at	3.14x104 UI/ml.	Anti-hDV	
was	negative	as	well	as	antibodies	for	other	liver-related	
viruses.	No	clinical	or	laboratory	sign	for	any	other	con-
comitant	disease	was	evident.	During	the	second	day	of	
hospitalization	the	patient	started	to	cough	and	had	mild	

dyspnea.	Chest	x-ray	showed	remarkable	pleural	effu-
sion	on	the	right	side	and	subsequent	paracentesis	dem-
onstrated	that	this	was	an	exudate	with	cells	of	lympho-
cytic	origin	without	neoplastic	cells	and	no	evidence	of	
Dane	particles.	

During	the	next	days	of	hospitalization	respiratory	dis-
comfort	persisted	as	pleural	exudate	further	increased.	
Further	investigation	with	additional	fluid	paracentesis,	
computed	tomography,	bronchoscopy	and	pleural	biopsy	
did	not	reveal	any	signs	of	malignancy	or	other	than	acute	
hepatits	B	infection.	There	was	no	clinical,	endoscopical	
or	radiological	sign	of	portal	hypertension.	

The	patient	was	started	on	spironolactone	100mg	ev-
ery	second	day	as	signs	of	perihepatic	fluid	were	demon-
strated	with	an	ultrasound	at	the	beginning	of	the	second	
week	of	hospitalization.	After	three	weeks	of	hospitaliza-
tion	pleural	exudates	improved	significantly	and	the	pa-
tient	was	discharged	with	spironolactone	100mg	every	
second	day.	At	the	one	-month	follow	up	the	patient	suc-
ceeded	in	hepatitis	B	virus	serocoversion	with	hBsAg,	
anti-hBs+,	anti-hbe+,	and	not	detectable	hBV-NDA.	hB-
core	IgM	remained	positive	but	with	declining	titers.	Al-
anine	aminotransferase	was	257UI/ml	and	there	were	no	
signs	of	pleural	or	abdominal	collections.	Spironolactone	
was	discontinued.	Patient	clinical	and	laboratory	status	on	
the	three-	and	six-month	follow	up	remained	unchanged	
and	he	is	currently	followed	up	in	our	hepatology	outpa-
tient	clinic.

We	described	herein	a	patient	with	presumed	acute	
hepatitis	B	infection	who	was	hospitalized	due	to	pleural	
exudates	and	who	succeeded	in	spontaneous	hBsAg+	se-
roconversion.	This	is	a	rare	case	as	we	are	aware	of	only	
two	additional	cases	which	have	been	so	far	reported.2-3

There	are	also	reports	on	chronic	hBV	patients	with	
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concomitant	pleural	exudates	during	hBsAg	seroconver-
sion	and	also	during	acute	exacerbations	of	their	chronic	
hepatitis	B.4	In	these	cases,	without	specific	treatment,	ef-
fusions	resolved	completely	as	hepatitis	subsided.

We	believe	like	others2	that	pleural	effusion	in	this	pa-
tient	represented	a	hitherto	manifestation	of	the	hepatitis	
itself.	however,	we	were	not	able	to	demonstrate	any	ev-
idence	of	Dane	particles	in	the	pleural	fluid	as	it	occurred	
in	one	single	case	where Dane	particles	were	demonstrat-
ed	in	a	pleural	effusion	obtained	from	an	individual	with	
a	protracted	course	of	acute	hBV	infection.4

Our	patient	had	no	evidence	of	concomitant	hCV	or	
hDV	infection.	Thus,	hBsAg	clearance	was	not	influ-
enced	by	such	co-existing	factors.	Nevertheless,	the	real	
role	of	hCV	and	hDV	co-infection	in	hBsAg	clearance	
remains	contradictory.5	According	to	a	study6, patients	
older	than	35	years	with	concomitant	hCV	infection	suc-
ceeded	in	higher	hBsAg	clearance	rates.	however,	in	other	
studies2,8	no	factor	predicting	hBsAg	clearance	was	dem-
onstrated,	including	hCV	and	hDV	co-infection.	

It	seems	that	our	report	strengthens	the	findings	of	oth-
er	studies8-9	on	chronic	hBV	carriers	which	demonstrat-
ed	achieving	that	male	sex	is	a	positive	predicting	factor	
in	hBsAg	seroconversion. Males	clear	hBsAg	easier	but	
no	evidence	exists	that	hCV	suppresses	hBV	replication. 
Interestingly,	a	molecular	clearance	mechanism	associat-
ed	with	emergence	of	a	novel	pre-S2	mutation	has	been	
recently	reported.10

We	implemented	a	six-month	follow	up	in	this	patient,	
as	the	occurrence	of	future	adverse	manifestations	of	this	
so	called	“cleared”	hBV	infection	may	be	not	minimized	
even	in	the	absence	of	hBsAg	(E.V.T., National	Institutes	
of	health,	project	proposal).	In	fact,	it	has	been	suggested	
that	patients	with	hBsAg	seroconversion	may	nonetheless	
harbor	hBV-DNA	in	their	peripheral	blood	mononuclear	
cells	and	hepatocytes	for	prolonged	periods.11	

Thus,	after	hBsAg	clearance,	hepatitis	B	viremia	may	
persist,	and	adverse	complications	are	not	infrequent	in	pa-
tients	who	“cleared”	hBsAg.12-15	All	these	patients	should	
be	closely	monitored	for	an	earlier	detection	of	a	probable	
hepatocellular	carcinoma	occurrence.	

REFERENCES
	 1.		hsu	hY,	Chang	Mh,	lee	CY,	Chen	JS,	hsu	hC,	Chen	DS.	

Spontaneous	loss	of	hBsAg	in	children	with	chronic	hepa-
titis	B	virus	infection.	hepatology	1992;15:382-386.

	 2.		Viola	C,	Vineta	l,	Bosch	J,	rodes	J.	Exudative	ascites	in	the	
course	of	acute	type	B	hepatitis.	hepatology	1983;3:1013-

1015.
	 3.		hess	G,	Dienes	hP,	hess	A,	Arnold	W,	Meyer	zum	Bau-

schenfelde	Kh.	Transmission	of	hepatitis	B-virus	by	pleural	
effusion	containing	Dane	particles.	hepatogastroenterology	
1981;28:151-154.

	 4.		lee	hS,	Yang	PM,	liu	BF,	lee	Cl,	hsu	hC,	Su	IJ,	et	al.	Pleu-
ral	effusion	coinciding	with	acute	exacerbations	in	a	patient	
with	chronic	hepatitis	B.	Gastroenterology	1989;96:1604-
1606.

	 5.		Wawrzynowicz	–Syczewska	M,	Urbanowicz	W.	A	case	of	
spontaneous	 elimination	 of	 hBsAg	 and	 seroconversion	
of	hBe	after	infection	with	hCV	virus.	Przegl	Epidemiol	
1993;47:417-419.

	 6.		Sheen	IS,	liaw	YF,	lin	DY,	Chu	CM.	role	of	hepatitis	C	
and	delta	viruses	in	the	termination	of	chronic	hepatitis	B	
surface	antigen	carrier	state:	a	multivariate	analysis	in	a	lon-
gitudinal	follow	up	study.	J	Infect	Dis	1994;	170:	358-361.

	 7.		Da	Silva	lC,	Magruga	Cl,	Carrilho	FJ,	Pinho	Jr,	Saez-
Alquezar	A,	Santos	C,	et	al.	Spontaneous	hepatitis	B	sur-
face	antigen	clearance	in	a	long	term	follow-up	study	of	
patients	with	chronic	type	B	hepatitis.	lack	of	correlation	
with	hepatitis	C	and	D	virus	superinfection.	J	Gastroenterol	
1996;31:696-701.

	 8.		Fan	Cl,	Wei	l,	Jiang	D,	Chen	hS,	Gao	Y,	li	rB,	et	al.	Spon-
taneous	viral	clearance	after	6-21	years	of	hepatitis	B	and	
C	viruses	coinfection	in	high	hBV	endemic	area.	World	J	
Gastroenterol	2003;9:2012-2016.

	 9.		Perrillo	rP,	Campbell	Cr,	Sanders	GE,	regenstein	FG,	Bod-
icky	CJ.	Spontaneous	clearance	and	reactivation	of	hepati-
tis	B	virus	infection	among	male	homosexuals	with	chronic	
type	B	hepatitis.	Ann	Intern	Med	1984;100;43-46.

	10.		Yeh	CT,	Chang	Mh,	lai	hY,	Chang	Ml,	Chu	CM,	liaw	YF.	
Identification	of	a	novel	pre-S2	mutation	in	a	subgroup	of	
chronic	carriers	with	spontaneous	clearance	of	hepatitis	B	
virus	surface	antigen.	J	Gastroenterol	hepatol	2003;18:1129-
1138.

	11.		Mason	A,	Yoffe	B,	Noonan	C,	Mearns	M,	Campbell	C,	Kel-
ley	A,	et	al.	hepatis	B	virus	DNA	in	peripheral-blood	mono-
nuclear	cells	in	chronic	hepatitis	B	after	hBsAg	clearance.	
hepatology	1992;16:36-41.

	12.		Chen	YC,	Sheen	IS,	Chu	CM,	liaw	YF.	Prognosis	follow-
ing	spontaneous	hbsAg	seroclearance	in	chronic	hepatitis	
B	patients	with	or	without	concurrent	infection.	Gastroen-
terology	2003;123:1084-1089.

	13.		Chu	CM.	Natural	history	of	chronic	hepatitis	B	virus	infec-
tion	in	adults	with	emphasis	on	the	occurrence	of	cirrho-
sis	and	hepatocellular	carcinoma.	J	Gastroenterol	hepatol	
2000;15	Suppl:	E25-30.

	14.		huo	TI,	Wu	JC,	lee	PC,	Chau	GY,	lui	WY,	Tsay	Sh,	et	al.	
Sero-clearance	of	hepatitis	B	surface	antigen	in	chronic	car-
riers	does	not	necessarily	imply	a	good	prognosis.	hepatol-
ogy	1998;28:231-236.

	15.		Kato	Y,	Nakao	K,	hamasaki	K,	Kato	h,	Nakata	K,	Kusumo-
to	Y,	et	al.	Spontaneous	loss	of	hepatitis	B	surface	antigen	
in	chronic	carriers,	based	on	a	long-term	follow	up	in	Goto	
Islands,	Japan.	J	Gastroenterol	2000;35:201-205.

xx	xx	xx	xx	
x	xx




