Drug*

No of records
scheme

on

Ibuprofen
Diclofenac

Naproxen
Indomethacin

Flurbiprofen
Benorylate
Piroxicam

11
13
12
11
3
4
5

No of

prescriptionst
179583
131139
76584
41811
10892
12176
15049

No of records
per 10 000

Estimated
risk relative

prescriptions

to

0.61
0.99
1.57
2.63
2.75
3.29
332

2.0
3.2
5.1
7.8
9.0
10.8
10.9

controls:j:

*Those with fewer than 3 records omitted from analysis (azapropazone 2, fenoprofen 2,
ketoprofen 1, fenbufen 1, and tlaprofenic acid 1). tDenved from PACT data for
Oxfordshire FHSA (February, 1991, to January, 1994). fSettmg ibuprofen at 2.0, as in
Langman’s study.
Table: Gastrointestinal haemorrhage reports associated with
non-aspirin, non-steroidal, anti-inflammatory drugs alerted to
the Oxford Adverse Drug Reaction Scheme (February, 1991, to

for

individual

non-steroidal, antiwas
for
local prescribing
inflammatory drugs
adjusted
in
the
Health
Service Authority
patterns
surrounding Family
the
same
time.
The
resultant
(FHSA) during
frequencies
were expressed as the number of records per 10000
prescriptions (table). These reporting rates provide an
indicator of the relative risks of gastrointestinal haemorrhage
for each drug.
The relative risks for the drugs in the Oxford study are
very similar to those reported by Langman and Garcia
Rodriguez and their associates, and by the CSM.’ The
Oxford rank order correlates best with the rank order from
Langman’s study, perhaps because in both studies only
gastrointestinal haemorrhage was investigated, whereas
Garcia Rodriguez and the CSM’ also included perforation.
C C Smith, P M Bennett, H M Pearce, D J M
J K Aronson, D G Grahame-Smith

Reynolds,

Oxford Regional Drug Information Unit, John Radcliffe Hospital, Oxford OX3 9DU, UK;
and University Department of Clinical Pharmacology, Radcliffe Infirmary, Oxford
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anti-inflammatory drugs?
Charles M Grossman
Oregon National Building,

622

1

January, 1994)
number of records

325 mg and 2600 mg daily for several weeks to many
months. No patient developed gastrointestinal bleeding or
ulcer; 1 had ruptured ulcer but had not been given ECASA
or anti-inflammatories and 2 others with known peptic ulcer
had not received these drugs. These findings may not be
representative of the general population but are consistent
with previous reports of ECASA. Non-aspirin drugs may be
effective in some patients when aspirin is not. But does
that justify the medical costs of higher gastrointestinal
damage and higher-priced widely promoted non-aspirin,

Committee on Safety of Medicines. Non-steroidal anti-inflammatory
drugs and serious gastrointestinal adverse reactions-2. BMJ 1986; 292:
1190-91.
Booth NJ, Luscombe DH, Smith CC, Veitch GBA,
Grahame-Smith DG. Scheme to promote, monitor and assess the
reporting of adverse drug reactions. Pharm J 1988; 241: R3.

SiR-Langman and colleagues and Bateman in his
accompanying commentary discuss non-aspirin drugs. I
wonder why there is such emphasis on the many expensive
anti-inflammatory drugs when inexpensive enteric-coated
aspirin (ECASA) is safer? Review of publications about
ECASA showed that there

are

almost

no

references

to

gastric or duodenal ulcers associated with its use. One
possible exception, reported by Silagy et al,’ involved
Cardiprin 100 mg daily given to 200 patients aged 70 years
or older who were followed for 1 year. 6 patients developed
gastrointestinal bleeding; in 4 bleeding was associated with
gastrointestinal ulceration or erosion. The abstract reads
"enteric-coated aspirin", but Cardiprin seems to be plain
aspirin. Contrast this with a report of no excess
gastrointestinal symptoms compared with placebo in 3667
patients receiving 75 mg ECASA daily for an average of 1-11
yearsReporting the use of therapeutic doses of ECASA in
436 patients with rheumatoid arthritis for over 2 years, Freis
et al’ stated "there was a tendency toward lower toxic effects
with buffered and particularly the enteric-coated salicylate".
Their toxicity index was 0-92 for ECASA compared with
1-89-2-86 for five non-aspirin drugs.
A retrospective review of 273 records in my practice
revealed that 141 were given ECASA in doses between

2

3

610 SW Alder Street, Portland, OR 97205, USA

Silagy CA, McNeil JJ, Donnan GA, Tonkin AM, Worsam B,
Campion K. Adverse effects of low dose aspirin in a healthy elderly
population. Clin Pharm Ther 1993; 54: 84-89.
Patrono C. Aspirin as an antiplatelet drug. N Engl J Med 1994; 330:
1287-94.
Fries JF, Ramey DR, Singh G, Morfeld D, Block DA, Reynauld JP. A
re-evaluation of aspirin therapy in rheumatoid arthritis. Arch Intern
Med 1993; 153: 2465-71.

Soluble tumour necrosis factor receptors
prognostic factors in cancer patients

as

SiR-Two distinct types of soluble tumour necrosis factor
receptors (sTNF-Rs), which are thought to represent
proteolytic cleavage products of the extracellular domains of
membrane-bound TNF-Rs of molecular mass 55 kDa
(sTNF-RI) and 75 kDa (sTNF-RII), are found in the serum
and urine of human beings. We measured the serum
concentrations of sTNF-RI in 99 patients with advanced
cancer (91 with renal cell carcinoma, 4 with melanoma, 4
with other solid tumours) before treatment with interleukin2-based immunotherapy.
As noted by Aderka and colleagues,’ we found raised
sTNF-RI in cancer patients compared with normal controls
(5-39 [2-35] ng/mL vs 2-67 [0’69] ng/mL, p=00001). An
apparent correlation was observed between sTNF-RI and
clinical and laboratory parameters that indicate progression
of disease
(Eastern Cooperative Oncology Group
status
>1,
performance
p=0033; weight loss 5 kg,
sedimentation
rate, p=00003;
p=00056; erythrocyte
C-reactive protein, p=00001). Serum concentrations of
sTNF-RI correlated inversely with serum albumin
(p=00001) and haemoglobin (p=0’0168) concentrations.
Aderka et all also observed a strong correlation between
sTNF-R concentration and staging of disease. To investigate
whether the prognosis of cancer patients can be predicted by
the concentrations of their sTNF-Rs, we analysed
progression-free survival times in subgroups of patients with
sTNF-RI less than 6-5 ng/mL (n=76, group 1) or 6-5 ng/mL
or more (n=23, group 2) (figure). Survival analysis according
to the Kaplan-Meier method showed longer progression-free
survival in patients with sTNF-RI less than 6-5 ng/mL
(Mantel Cox p=00017, Tarone Wave p=00039, Breslow
p=00101). Median progression-free survival of patients with
low pretreatment sTNF-R concentrations was 10-6 months.
Patients with high sTNF-R levels reached a median survival
of 3-6months.
The mechanisms involved in the increase of sTNF-R in
cancer patients, as well as the functional implications,
remain to be elucidated. Earlier studies suggest that
excessive amounts of receptors in the sera of cancer patients
are produced by the tumour cells themselves.2 There is
evidence, primarily from in-vitro studies, that tumour cells
have a greater tendency than non-malignant cells to produce
and shed soluble forms of their cell surface proteins.] So it
57

Figure: Progression-free survival
Patients with sTNF-RI

<

6-5

since treatment initiation

ng/mL (1) and6-5 ng/mL (2).

possible that the increased concentrations of sTNF-R
in cancer patients represent a tumour "escape" mechanism
from the destructive effects of TNFa produced endogenously in respone to tumour antigens4 and to interleukin-2
treatment.5 However, our results suggest that sTNF-Rs may
have a role as prognostic factors in cancer patients.
seems

Fauke

Langkopf,

Jens

the tumour or even the tumour itself. Tumour growth at
incision sites suggests a mechanism of desquamation of
tumour cells from the serosal surface during extraction of
the specimen, leading to metastasis. Patients benefit more
from laparoscopy when a smaller incision is used to remove
the specimen. However, a small incision inevitably leads to
more manipulation of the specimen and closer contact
between the specimen and the margins of the incision, which
increases the chance of implant metastases. The use of an
endobag or camerabag to take out the specimen as described
by some authors may be useful during extraction, but cannot
be expected to prevent abdominal-wall metastases due to
exfoliation of tumour cells during intra-abdominal
manipulation. The presence of free viable tumour cells in the
peritoneal cavity due to surgical manipulation or extensive
peritoneal disease as in malignant ascites could be held
responsible for implant metastases at trocar sites remote
from the tumour. Local ischaemia due to pressure on the
dermal margins and passage of abdominal fluid or gas
containing malignant cells along the trocars could add to this
phenomenon. Since knowledge about long-term oncological
sequelae is limited, it remains uncertain whether
laparoscopic resection, particularly for advanced colon
carcinoma, is a safe and efficient procedure.
Frederik J Berends, Geert Kazemier, Hendrik J Bonjer,
Johan F Lange
Department of General Surgery, St Clara Hospital, 3078 HT Rotterdam, Netherlands;
and Department of General Surgery, Academic Hospital Dijkzigt, Rotterdam
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Subcutaneous metastases after

laparoscopic

colectomy
SiR-The use of laparoscopy in patients with colon
carcinoma is widely accepted, although no long-term followup data are available.’ Metastatic infiltration of the operation
scars after laparoscopic procedures has been reported but is
believed to be rare.23 However, in a three-year follow-up
period we encountered three abdominal-wall metastases in a
series of fourteen laparoscopic hemicolectomies for
carcinoma. Two metastases occurred at the paraumbilical
scar through which the specimen was taken, and one was
located at a trocar site. Primary tumours in these three
patients were staged ACD BII, CII, and D.
Several mechanisms can be postulated. Exfoliation and
subsequent implantation of free viable tumour cells through
surgical manipulation, particularly of advanced tumours, can
cause malignant cells to spread from the primary site to
distant tissues.45 Owing to limited moving space and lack of
tactile response, tumours are manipulated extensively during
laparoscopy. Laparoscopic clamps are used to maintain
constant traction to enable dissection of the specimen, and
there is danger that a clamp traumatises the specimen near
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Human parvovirus B19 infection in Kawasaki
disease
and colleagues (May 21, p 1260) report that
B19 infection might be associated with Kawasaki disease.
We have contradictory results from Japan.
We have done large-scale screening for human parvovirus
B19 DNA in serum samples by the polymerase chain
reaction (PCR). Primers used in PCR were located in the
non-structural-1 (NS-1) region. 1,2 This assay can detect B19
DNA when serum contains more than 105-10" genomes per
mL. A total of 7038 serum samples from patients with
various disorders obtained from January, 1978, to June,
1992, were tested, and 71 samples (50 patients) were
positive. There were 53 samples from patients with the
acute-phase of Kawasaki disease among them; but none
showed positive results. We re-tested the 53 stored samples,
obtained at patient admission, by the enzyme-linked
immunosorbent assay (ELISA) and nested PCR. PCR was
done first with primers 3503-3522 and 3882-3901, and
second with 3542-3561 and 3847-3867 in the VP region.
This nested PCR can detect B 19 DNA when serum contains
more than 102-103 genomes per mL. 25 samples from
patients with typical clinically diagnosed erythema
infectiosum were all positive by this assay. Serum samples
from 2 of the patients with Kawasaki disease were positive
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