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not require further analgesia. Nausea or vomiting was a presenting feature of
pancreatitis in 11 patients treated with pethidine and 15 with buprenorphine.
This settled after analgesia in six and seven patients respectively. Only one
patient receiving buprenorphine developed vomiting after administration of
the drug. Specific questioning did not elicit any other side effects.

Comnparisont of median pain scores before and after injection of pethidine and
buprenorphine

Pethidine Buprenorphine
(n= 15) (n= 17)

Linear analogue scale (range 0-10):
Before injection 9 1 8.4
After injection 3 6 2-5
Difference 5 9 5 4

Ordered category scale (range 0-3):
Before injection 3-0 2 9
After injection 1.1 1-1
Difference 1.9 1-6

Duration of pain relief (h) 9 5 9 2

Comment

This study shows that pethidine and buprenorphine provide
comparable analgesia in acute pancreatitis. Although pethidine has
some cost advantage ovet buprenorphine, it is a controlled and potenti-
ally addictive opiate. Potential addiction to narcotics in young adults
presenting with recurrent episodes of pancreatitis, often secondary to
alcohol abuse, is a cause for concern among clinicians treating this
disease. Buprenorphine appears to have little potential for physical
dependence; and may be preferred in such patients. Potential objec-
tions to buprenorphine include its side effects of vomiting, dizziness,
and respiratory depression, which are only partially reversed by
naloxone. Respiratory depression was not seen in this study, but
anxiety that it may occur may prevent the routine use of buprenorphine
in acute pancreatitis, particularly in elderly patients with severe
disease.
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Human T cell leukaemia virus
associated lymphoproliferative
disease: report of two cases in
Nigeria
The association between animal leukaemia and retroviruses has long
been established but only recently was their human equivalent-
the human T leukaemia virus (HTLV)-discovered.1 We report
features of HTLV positive cases from Nigeria.

Present series

Nine patients with various forms of malignant lymphoproliferative
disorders from Ibadan were sampled and sera tested with an enzyme linked
immunosorbent assay for HTLV.2 The table summarises the relevant
clinical features in each case.

CASE HISTORIES OF HTLV SEROPOSITIVE PATIENTS

Case 4-A 19 year old Nigerian secondary school student of upper middle
class had spent all his life in the metropolitan city of Lagos. Four months
before admission he had been diagnosed as suffering from lichen planus,
which regressed with topical and systemic corticosteroids. One month
later rapidly progressive and generalised nodular skin lesions erupted and
he became bedridden. Examination on admission showed nodular violaceous
skin lesions and generalised adenopathy without enlarged viscera. Radio-
graphically there was reticulonodular shadowing in both lung fields but no
evidence of skeletal lesions. Skin biopsy showed lesions similar to those of
mycosis fungoides. The white cell count was 62 x 109/l and 10°, of the
cells were abnormal, resembling the tumour cell bone marrow infiltrate.
Cell surfaces of a skin nodule and bone marrow lymphocytes were typed as
mature T, consistent with a diagnosis of adult T cell leukaemia. Doxorubicin
hydrochloride 60 mg/IM2 was given. When last seen at six month follow up
he was well.

Case 8-This patient was a 57 year old Nigerian petty trader of lower
socioeconomic class. On presentation she gave a three month history of
progressive weight loss and abdominal swelling. She was moderately
emaciated and had generalised adenopathy and an enlarged liver and spleen.
Serum calcium concentration measured on a single occasion was normal.
Clinically she had chronic lymphocytic leukaemia. She defaulted from
follow up after beginning chlorambucil and is believed to have died three
months later.

Comment

These two Nigerian patients had antibodies against HTLV and
the clinical features of HTLV associated leukaemia-lymphoma. In
one case we documented a T cell phenotype similar to that in other
cases of the virus associated sentinel disease adult T cell leukaemia.3
Thus typical cases of adult T cell leukaemia have now been docu-
mented from Japan, the West Indies, South America, in blacks from
the southern United States, and, with this report, for the first time
in black Africans.3

In our case 1 the patient had skin lesions consistent with cutaneous
T cell lymphoma and was HTLV seronegative. This observation
confirms that of reports that typical cutaneous T cell lymphoma is
only rarely associated with HTLV infection.3 The transient
occurrence of hypercalcaemia in our case 4 was consistent with
reports of this abnormality at various stages in HTLV associated

Diagnosis itn nine Nigerian stuidy subjects correlated with evidence of HTL V infection

Immunological HTLV antibodies
Case No Age and sex Social class Habitation Clinical diagnosis* Sites affectedt phenotype: (titre)

1 25 M Lower City CTCL LN/S/CNS ND
middle

2 11 M Lower City ALL PB/BM ? Immature T
3 10 F Lower City ALL PB/BM ND
4 19 M Upper City ATL L/S/PB/BM/HC Mature T§ + (4000)

middle
5 21 M Lower City HD LN/LV/SP ND
6 63 M Lower Rural TSS SP ND
7 25 M Lower City NHL LN ND
8 57 F Lower Rural CLL ?T PB/BM ND + (1700)
9 15 F Lower City BL MS/BM ND

*CTCL = Cutaneous T cell lymphoma. ALL = Acute lymphoblastic leukaemia. ATL = Adult T cell leukaemia. HD = Hodgkin's disease. TSS = Tropical splenomegaly syndrome.
NHL = Non-Hodgkin's lymphoma. CLL = Chronic lymphocytic leukaemia. BL = Burkitt's lymphoma.
tLN = Lymph node. S = Skin. CNS = Central nervous system. PB = Peripheral blood. BM = Bone marrow. L = Lung. LV = Liver. HC = Hypercalcaemia. SP = Spleen.
MS = Mesentery.
$ND = Not determined.
§Leukaemic and/or bone marrow cells positive by indirect immunofluorescence for mature T cell markers DA-2, OKT-11A, S33, WT-1, and J-5 and negative for Tdt.
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sentinel disease in patients in the United States.3 A paraneoplastic
syndrome has been postulated, since direct tumour infiltration is not
responsible for the generalised osteoclast activity seen in these cases.3
There are no epidemiological data on the prevalence of HTLV

infection in Nigeria. Recently, however, HTLV antibodies were
found in the sera of people from several African countries, reflecting
varying levels of HTLV infection in these populations (C Saxinger
et al, paper submitted for publication). Thus the pattern of clustering
of adult T cell leukaemia in areas of endemic HTLV infection3 is
likely to prevail in Nigeria.
The two cases of HTLV associated lymphoproliferative disorders

were identified during a two month prospective search at a major
referral hospital for patients with clinical features of adult T cell
leukaemia.3 This suggests that this type of disease may not be rare in
some areas of Nigeria. Hence the recent report that about 700' of
cases of non-Hodgkin's lymphoma in Jamaica with clinically aggressive
features were seropositive for HTLV infection4 appears to be of
particular relevance, since reports also indicate a similar clinical
pattern of non-Hodgkin's lymphoma in Ibadan, Nigeria.5 The
unusually aggressive nature of chronic lymphocytic leukaemia in
Nigeria, especially when it occurs after 50 years, has been reported5
and a virus link to similar cases in Jamaica postulated.4 Thus, although
it is clearly too early to conclude that Nigeria represents another
cluster area for HTLV associated disease, these preliminary findings
are suggestive and warrant thorough follow up studies.
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Terfenadine in exercise induced
asthma

The release of histamine in exercise induced asthma remains contro-
versial and it is also still not clear whether the raised plasma histamine
concentrations observed by some workers are derived from the lung
mast cells or from circulating basophils.' Nevertheless, asthmatic
patients are well known to be hyperreactive to histamine. Histamine
acts directly on H, histamine receptors on the bronchial smooth
muscle or through stimulation of afferent vagal receptors to cause
subsequent reflex bronchoconstriction. The failure of antihistamines
to modify exercise induced asthma in previous studies may have
resulted from inadequate blockade of H, histamine receptors of the
airways; larger doses could not be given because of the central

nervous system side effects observed with conventional antihista-
mines.2 3 Terfenadine is a potent H, histamine receptor antagonist
and as it does not cross the blood brain barrier it is devoid of major
central nervous system side effects. To examine a dose response
effect of antihistamines I compared the effect of placebo with that of
terfenadine 60 mg, 120 mg, and 180 mg given orally to 10 patients
with exercise induced asthma in a double blind study.

Patients, methods, and results

I studied 10 patients aged 16-50 years with extrinsic and reproducible
exercise-induced asthma. Patients taking oral or aerosol corticosteroids were
excluded. Sodium cromoglycate and bronchodilator drugs were discontinued
for 24 hours before each test. Forced expiratory volume in one second
(FEV1) was recorded on a dry wedge spirometer (Vitalograph). Exercise
testing consisted of steady state running on an inclined treadmill (10°) for
up to eight minutes. Speed was adjusted so that the pulse rate at the end of
exercise was at least 170-180/min. The same setting and duration were
used for each test in any one patient. Room temperature on study days
varied from 20 to 22°C and the relative humidity from 40 to 60%. The
study was carried out in a random double blind fashion using placebo and
terfenadine 60 mg, 120 mg, and 180 mg given orally. Spirometry was
repeated 30, 45, 60, 120, 180, and 240 minutes after treatments, then at
2, 5, 10, 15, and 30 minutes after exercise. The exercise tests were per-
formed four hours after treatment as plasma concentrations of terfenadine
reach a peak at this time. The results of the tests were expressed as mean
percentage fall in FEV1 from the baseline at 240 minutes after treatment
and analysed with Student's t test.
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The effect of placebo and terfenadine on the mean baseline FEV1 (SEM)
and mean percentage falls in FEVI after exercise in 10 patients with asthma.

The mean baseline values of FEV, (SEM) before treatments on four days
of testing were: 3-16 (0-26) 1, 3-20 (0-26) 1, 3-08 (0.28) 1, and 3 09 (0-23) 1
and no statistical difference was noted. Although terfenadine produced a
small bronchodilator effect this did not reach statistical significance with
any of the doses used. After exercise the mean maximal percentage falls in
FEV, (SEM) after placebo and terfenadine 60 mg, 120 mg, and 180 mg
were 32-9 (4-8)%, 27-6 (5 0)%, 22-8 (4-1)%, and 21-2 (4-6)%
respectively 10 minutes after exercise (see figure). Terfenadine at 120 mg
(p<0.02) and 180 mg (p<0.01) offered significant protection compared
with placebo. There was considerable variation in response to terfenadine
between patients: three patients had good protection, four showed partial
protection, and in three terfenadine had no effect at any of the doses. The
non-responders were all over the age of 40. The only side effect observed
was dryness of mouth. None of the patients complained of drowsiness or
tiredness.

Comment

Terfenadine given orally in a single dose of 120 mg and 180 mg
offered significant protection against exetcise induced asthma in the
patients studied, whereas 60 mg of terfenadine showed no significant
inhibition. Terfenadine is a potent antagonist of histamine H,
receptor mediated responses both in vitro and in vivo and does not
possess anticholinergic, antiserotonin, or antiadrenergic properties. It
antagonises histamine in two ways: by competitive blockade at low
concentrations and by a non-equilibrium blockade at higher con-
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