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Thyroid function and interferon treatment in
chronic hepatitis C

EDITOR,-We read with much interest the
article by Marcellin et al (Gut 1992; 33: 855-6)
about two cases of sustained hypothyroidism
induced by recombinant a interferon in
patients with chronic hepatitis C. The presence
of antithyroid antibodies in both patients
suggested an autoimmune cause of the hypo-
thyroidism. 2
We have recently seen a 51 year old woman

with chronic active hepatitis C proved on
biopsy examination randomised to receive 3
MU of recombinant interferon alfa 2-b
(INTRON-A, Schering-Plough Corporation)
subcutaneously three times a week for six
months. The patient had no history of thyroid
disease and had not received any drug known to
be toxic to the thyroid. Serum triiodo-
thyronine, thyroxine, free thyroxine, and thy-
roxine binding globulin were determined by
RIA kits (Farmos Diagnostica Ltd, Turku,
Finland); serum thyroid stimulating hormone,

thyroid microsomal antigen autoantibodies,
and thyroglobulin autoantibodies were meas-
ured by IRMA kits (Biocode, Switzerland).
Serum samples were collected before treatment
and every month for 12 months thereafter.
A transient reduction in triiodothyronine,

thyroxine free thyroxine values started at
month 4 and an increase in thyroid stimulating
hormone values was recorded (Figure). The
patient had no clinical signs of hypothyroid-
ism; thyroid autoantibodies remained nega-
tive. On this basis, we suggest a multifactorial
cause of thyroid function change induced by
recombinant a interferon. In our case, a direct
inhibition of thyroid hormone synthesis and
secretion, or both by recombinant a interferon
could have played a determinant role. This
mechanism has been shown by in vitro experi-
ments with y interferon.3 4
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Reply

EDITOR,-We read with interest the comment
by Picciotto et al on our paper reporting
another case of hypothyroidism, probably
induced by recombinant interferon alfa 2-b in a
patient treated for chronic hepatitis C. No
antithyroid antibodies were found and the
authors suggest a multifactorial mechanism by
which thyroid abnormalities are induced.

We agree that, in the absence of antithyroid
antibodies, the role of a direct inhibition of
thyroid hormone synthesis and secretion by a
interferon, or both, might be considered.
Indeed, among 22 patients developing thyroid
abnormalities while receiving interferon, we
found antithyroid antibodies (anti-
thyroglobulin and anti-peroxydase) in only half
of them (unpublished data). Ex vivo studies of
patients' thyroid cells, if considered ethical,
might provide pertinent information about the
mechanisms of the cell damage induced by
interferon in these patients.

P MARCELLIN
M POUTEAU

N COLAS LINHART
B BOK

J-P BENHAMOU
Services d'Hipatologie, de
Midecine Nucliaire et de Biophysique
et Consultation de Medecine,
Hopital Beaujon,
Clichy, France

Biliary endoprosthesis and common bile
duct stones

EDITOR,-The report from Peters et al (Gut
1992; 33: 1412-5) of a group of patients with
bile duct stones treated with a biliary endo-
prosthesis is of considerable interest. This
technique has been used by many centres,
provides excellent immediate drainage, and
reasonable medium term results - but I wish to
sound a note of caution. The justification for
using stents as permanent treatment must
depend on the results in the long term, indeed
can only be assessed by lifetime follow up
which no one has yet reported. Our own series
with a follow up of 2-5 years was encouraging,'
but more than half of the patients were still
alive (despite being apparently at very high risk
initially),' and many problems may have
occurred subsequently.
The number of patients having stenting for

bile duct stones in the King's series seems very
high - no fewer than 40 of 146 of a consecutive
series, including 27 (18%) as projected perma-
nent treatment. The authors suggest that their
low rate of duct clearance reflected their
referral practice but referral centres should
have special expertise. Of 343 patients with
duct stones referred to this unit during the last
two years, the clearance rate using standard
techniques and mechanical lithotripsy was
94%. Stents were used as 'permanent' treat-
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ment in only eight patients (2%). Three have
already died within 6 months, of unrelated
causes, and five remain well, so far.
We strive not to leave stents in on a

permanent basis, believing that most patients
can be managed effectively by expert endo-
scopy, radiology, and surgery, including adju-
vant techniques such as shock wave lithotripsy.
Stenting is useful for a few weeks or months
during which the patient's health and options
can be reviewed. The King's group are rightly
cautious in their recommendations. Stenting
has not yet been shown to be a good permanent
method for managing difficult stones, and
should be used very sparingly.

PB COTTON
Duke University Medical Center,

Box 3341, Durham,
North Carolina 27710, USA

1 Cotton PB, Forbes A, Leung J, Dineen L. Endo-
scopic stenting for the long term treatment of
large bile duct stones; 2 to 5 year follow up.
Gastrointest Endosc 1987; 33: 411-2.

Reply

EDITOR,-In his letter, Dr Cotton raises two
important points. The first is the high number
of patients that were treated with an endo-
prosthesis and the second the adequacy of such
a treatment in the long term. It is true that the
number of patients treated with this approach
in our series is high and this is because of two
reasons. Firstly, it reflects the referral of some
patients who had not responded to treatment in
other experienced hands and secondly a con-
scious decision to achieve immediate drainage
and clinical stabilisation in elderly and frail
patients in whom we considered a protracted
procedure might be more detrimental.
Dr Cotton places great emphasis upon duct

clearance, but we would suggest that in some
cases this may expose the patient to more risk
than an in-dwelling prosthesis. There is a need
for controlled data to answer these important
points and we are pleased to confirm that we are
now well into a multicentre study in a well
defined 'high risk' group of patients.

D WESTABY
R PETERS

Gastrointestinal Unit,
Charing Cross Hospital,
Fulham Palace Road,

London W6 8RF

Assessment of proliferation of squamous,
Barrett's, and gastric mucosa in patients
with columnar lined Barrett's oesophagus

EDITOR,-I comment on the interesting paper
by Iftikhar et al on assessment of proliferation
in oesophageal squamous, Barrett's, and gas-
tric epithelium by flow cytometric evaluation of
Ki67 immunolabelling (Gut 1992; 33: 733-7).
The authors found that biopsy specimens from
squamous lined oesophagus contained cell
populations with a higher percentage of Ki67
positive cells than Barrett's, and gastric
mucosal biopsy specimens. Barrett's and gas-
tric mucosal biopsy specimens having similar
percentages of Ki76 positive cells.

Their results may be misleading as the
proportion of stromal cells in Barrett's mucosa
greatly exceeds that in gastric and squamous
mucosal biopsy specimens, which have over
90% pure epithelial populations; stromal cells
are not excluded from the total cell count by
their technique and dilute the epithelial cell

population. Thus the finding that Barrett's
mucosal biopsy specimens contain a similar
percentage of Ki67 cells to gastric biopsy
specimens (by this technique) is more likely to
imply a considerably higher epithelial Ki67
labelling index in Barrett's than in gastric
epithelial cell (as opposed to the total mucosal
cell population).

This agrees with the studies performed on
stained sections of mucosal biopsy specimens,
including our own.' In our study of epithelial
proliferation in Barrett's oesophagus we used
PCNA immunostaining of specialised Bar-
rett's, junctional, and gastric type metaplasia to
evaluate proliferation in the epithelial cells only
(excluding stromal cells). In our study
specialised type Barrett's had a higher propor-
tion of cells in cycle and an expansion of the
proliferative compartment out of the crypt and
into the lumenal and gland cell compartments;
implying a higher level of proliferative activity
in the specialised Barrett's than in the other
types ofmetaplasia. Our findings are consistent
with the proved association of specialised type
Barrett's epithelium with malignant change (in
smokers).2`

MICHAEL GRAY
Marine Villa,
LittleLane,

Parkgate, Wirral L64 SSD

1 Gray MR, Hall PA, Lane DP, Nash J, Kingsnorth
AN. Epithelial proliferation in Barrett's
oesophagus - by PCNA immunolocalisation.
Gastroenterology 1992; 103: 1769-76.

2 Gray MR, Kingsnorth AN. Barrett's oesophagus
and ulcerative complications of reflux
oesophagitis. Gullet 1993; 3 (suppl 1): 42-52.

3 Gray MR, Wallace HM, Golding H, Hoffman J,
Kenyon WE, Kingsnorth AN. Polyamine
metabolism in the columnar lined oesophagus.
Gut (in press).

4 Gray MR, Donnelly R, Kingsnorth AN. The role of
smoking and alcohol in metaplasia and cancer
risk in Barrett's columnar lined oesophagus. Gut
(in press).

5 Gray MR. Barrett's columnar lined oesophagus-
pathogenesis and predisposition to malignancy.
[Thesis] University of London, 1991.

Reply

EDITOR,-Thank you for giving us the oppor-
tunity to reply to Mr Gray's comments. We
share his concern about the increased popula-
tion of stromal cells in Barrett's oesophagus
and it is for this reason that we selected the size
of the gate for the epithelial cell populations
identified by staining with anticytokeratin.
This is clearly stated at the end of the second
subsection in the methods section ofour paper.
We have not had the opportunity to study

the recent paper by Mr Gray and his colleagues2
as it has not yet appeared in print. It would
seem, however, that they have been examining
different types of Barrett's metaplasia rather
than comparing Barrett's mucosa with gastric
or oesophageal squamous mucosa. The rele-
vance of their results with respect to our
findings is therefore difficult to understand.

S Y IFTIKHAR
R J C STEELE

S WATSON
P D JAMES

Department ofSurgery,
University Hospital,

Nottingham NG7 2UH

Strategies for hepatitis B infection

EDITOR,-In their comprehensive leading
article Catterall and Murray-Lyon (Gut 1992;
33: 576-9) discuss strategies for hepatitis B

immunisation. With regard to the need for
booster vaccinations it seems to us that option I
(no booster and reliance on immunological
memory) has gained additional strength by new
in vivo and in vitro data. Some of these have
already been mentioned in the addendum. Our
own data' have been supported by the findings
of Jilg's group.23 To our knowledge, not a
single case of clinically evident hepatitis B or
carriership following hepatitis B virus infection
has been reported in a confirmed serologically
to hepatitis B vaccine.
A spot ELISA assay, which visualises the

specific immunoglobulin production of either
IgG or IgM class by individual mitogenically
stimulated B cells in vitro, is able to show latent
immunological memory and adds further sup-
port to this strategy.4 Long term follow up data
confirm the presence of persisting circulating B
cell memory despite undetectable anti-HBs in
the serum seven to nine years after the first
vaccination.' Further studies with an even
longer interval are in progress. Moreover,
follow up data carefully monitoring the course
of events after accidental infection (such as
needlestick injuries) will give additional infor-
mation.

Omitting booster vaccinations completely
despite theoretical objections, in all those who
have been known to react to the initial vaccina-
tion series with an anti-HBs titre in excess of
100 IU/1, seems to be a perfectly reasonable
alternative to expensive, complicated, and
probably unnecessary booster immunisation
programmes. This policy is actually being
evaluated on a world wide scale at present (be it
uncontrolled) because many vaccinees with
known responder status will not have received
a booster vaccination.

P J WISMANS
Harbour Hospital,
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3011 TDRotterdam
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Overview of screening and management of
familial adenomatous polyposis

EDITOR,-In their review article Rhodes and
Bradburn (Gut 1992; 33: 125-31) emphasise
the necessity, and potential benefits, of long
term screening of family members and siblings
of probands diagnosed as having familial
adenomatous polyposis. These screening pro-
grammes have identified many affected sub-
jects, usually by identification of rectal polyps
at sigmoidoscopy,' 2 and reduced the occur-
rence of invasive colorectal carcinoma to less
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