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Benoxaprofen

Two years after benoxaprofen (Opren) was launched in a
blaze of publicity the Committee on Safety of Medicines has
suspended its product licence on the grounds of concern
about serious side effects (see p 519). The public has been
alarmed by the total of 61 deaths in patients, mostly elderly,
taking benoxaprofen and by the admission of the Committee
on Safety of Medicines that it has received 3500 reports of
adverse reactions. Has the Committee on Safety of Medicines
acted too slowly on this occasion ? What are the- lessons to be
learnt ?

Firstly, the benoxaprofen affair shows the dangers of current
marketing policies by some pharmaceutical companies. After
its clinical trials the drug was put on to the market with massive
publicity on radio and in newspapers encouraging patients to
believe it was a major advance in the treatment of arthritis-
and to ask their doctors to prescribe it.1 The promotion was
highly successful; in Britain around 500 000 patients2 have
been given benoxaprofen-though few can have taken the
drug for much more than a year. In these circumstances a
potential danger should have been apparent: that a side effect
too rare to have appeared in the trials could nevertheless still
affect considerable numbers ofpatients before it was recognised.
On medical grounds "explosive" marketing of this kind

makes no kind of sense. Manufacturers, however, will point
with justification to the vast costs and delays of the current
system of licensing and regulating new products; if costs are
to be recouped large sales have to be made quickly before
patent protection lapses.3 This conflict between commercial
pressures and medical priorities will need to be resolved-
possibly by an extension in the patent life of drugs.

Secondly, the rise and fall of benoxaprofen should make
doctors question their willingness to prescribe new drugs.
Certainly, benoxaprofen is an interesting drug. It is active in
suppressing inflammation and preventing bone destruction in
animal models of arthritis4 6 and in the treatment of patients
with the disease. The papers concerned with efficacy are
mainly in three journals.7 Virtually all the long-term con-
trolled clinical trials are included in the second two, based on
conferences at Wiesbaden8 and in Paris.9 The drug appears
to be effective in treating rheumatoid arthritis,10 11 osteo-
arthritis,'2 14 and ankylosing spondylitis." Another point in
favour of benoxaprofen is that, because of its long half life,
it may be given once daily.'6 This regimen is much preferred
by patients and by general practitioners.'7
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The mode of action of benoxaprofen appears to differ
from that of other non-steroidal anti-inflammatory agents. It
acts directly on mononuclear cells, inhibiting their chemotactic
response; it inhibits the lipoxygenase enzyme; and it has a
mild inhibitory action on the formation of other prosta-
glandins.'8 19 This combination of properties is of great
theoretical interest, since nearly all other non-steroidal
anti-inflammatory drugs appear to act by inhibiting prosta-
glandin synthetase. There is some preliminary evidence that
benoxaprofen may have disease-modifying properties in
rheumatoid arthritis.20
A drug with unusual properties may be expected to have

unusual side effects-and both the frequency and nature of
these effects have been surprising. Benoxaprofen has fewer
gastrointestinal side effects than other non-steroidal anti-
inflammatory drugs,2' 23 with peptic ulceration reported in
only 0A40 of patients24 and haemorrhage occurring rarely.25
The main unexpected side effects have been severe photo-
sensitivity and onycholysis.26 The photosensitive dermatitis is
not an allergic or immunological phenomenon but a physical
response of the benoxaprofen molecule to particular wave-
lengths of ultraviolet light.27 The extent of the rash relates
to the intensity of sunlight, the concentration of benoxaprofen
in the blood, and the degree of skin pigmentation. There
have also been reports of milia (milk spots) on the face,27 31
Stevens-Johnson syndrome,32 33 and increased growth of hair
(leading one group34 to suggest that the drug may be useful in
male baldness).
The first report of deaths associated with benoxaprofen

came in April and May this year with accounts35 36 from
Glasgow and Belfast of eight elderly women taking the drug
who developed cholestatic jaundice. Six died. Three more
patients from other centres were subsequently reported by
letter; all were elderly.37-39 The Committee on Safety of
Medicines has had 61 reports of cases in which the drug was
suspected of causing an adverse reaction and the patient had
died.

This unusual range of pharmacological properties and
bizarre side effects should, we believe, have alerted doctors to
a cautious approach to the drug before the deaths were
reported. As a general principle we believe that clinicians
should be slow to use new drugs when others are available
with a longer cumulative weight of clinical experience to
back them. Benoxaprofen became extremely popular very

VOLUME 285 NO 6340 PAGE 459

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J (C

lin R
es E

d): first published as 10.1136/bm
j.285.6340.459 on 14 A

ugust 1982. D
ow

nloaded from
 

http://www.bmj.com/


460 BRITISH MEDICAL JOURNAL VOLUME 285 14 AUGUST 1982

quickly; those who prescribed it so readily might ask them-
selves whether they were wise to do so.
The third lesson is that the public will want to know

whether the Department of Health could improve its
mechanisms for early warnings of side effects. As happened
with practolol-and despite the existence of the Committee
on Safety of Medicines and its "yellow card" system-a major
unexpected side effect (in this case, cholestatic jaundice) has
been first reported through a medical journal. Yet benoxa-
profen had full, careful clinical trials on over 3000 patients
and was monitored by Dr W Inman on 5000 patients after
merketing with no mention of jaundice.2 The problem
remains one of numbers. Even if 20 000 patients had been
monitored nothing untoward might have been detected.
Among the classic side effects that would evade detection
by such a programme are the marrow aplasia associated with
chloramphenicol, the slow development of chloroquine
retinopathy, and the association between unopposed post-
menopausal oestrogens and endometrial carcinoma. Further-
more, trials and surveillance programmes do not usually
include the frail, elderly patients who seem to have been
the main victims of the drug. Five years ago, in the wake
of the withdrawal from the market of the beta-blocker
practolol, we wrote that no magic solution had been found
that could "guarantee that future drugs would be free of
serious, unexpected adverse effects. Closer attention to the
recording of events (rather than side effects) in clinical trials
would help, and there seemed an overwhelming case for
some system of recording and storing details of the patients
given each new drug as it comes on to the market."40 Recording
and storing data should become easier with the growth of small
computer systems in general practices and hospitals. The
Committee on Safety of Medicines might also look again at
ways of determining the recent drug histories of patients
when their deaths are certified.
More generally, both the public and the national press

should be helped to understand that modern drugs are
powerful substances and that side effects are inevitable from
any substance which is pharmacologically active. Unlike a
washing powder, newness should not be seen as a virtue in a
pharmaceutical product. Indeed, the crucial need is for doctors
to think more carefully before prescribing a new or newish
drug. If the new preparation really does seem to have ad-
vantages that outweigh the risks implicit in its novelty, then
the prescribing doctor must accept that his decision should
carry with it an obligation to be alert for all "events," to record
them, and to report any possible adverse reactions quickly to
the Committee on Safety of Medicines.

IMcConkey B. Newspaper reports of new drugs. Br MedJ 1980;281 :1564.
2 Shedden WIH. Side effects of benoxaprofen. Br Med J 1982;284:1630.
3 Smith T. Drug famine: possible solutions. Br MedJ 1980;281:1475-7.
4 Cashin CH, Dawson W, Kitchen EA. The pharmacology of benoxa-

profen (2-/4-chlorophenyl/-alpha-methyl-5-benzoxazole acetic acid),
LRCL 3794, a new compound with anti-inflammatory activity,
apparently unrelated to inhibition of prostaglandin synthesis. Y Pharm
Pharmacol 1977;29:330-6.

5 Phadke K, Manda S. Effect of benoxaprofen on the inflammatory, humoral
and cellular components of type II collagen-induced arthritis in rats.
European Journal of Rheumatology and Inflammation 1982;5:170-4.

6 Benslay DN, Nicklander R. Radiographic studies of the effect of benoxa-
profen on bone damage in the adjuvant arthritic rat. European Jrournal
of Rheumatology and Inflammation 1982;5:175-85.

7 Dawson W, ed. Benoxaprofen. European J7ournal of Rheumatology and
Inflammation 1979 ;3 :1-36.

8 Anonymous. Proceedings of the international symposium on benoxa-
profen, Weisbaden, West Germany, Sept 1-2, 1979. J Rheumatol
1980;7, suppl 6:1-143.

9 Huskisson EC, ed. Second benoxaprofen symposium. European Journal of
Rheumatology and Inflammation 1982;5:49-281.

10 Huskisson EC. Clinical studies with benoxaprofen. European Journal of
Rheumatology and Inflammation 1979;1 :29-36.

"Bacon PA, Davies J, Ring FJ. Benoxaprofen-dose-range studies using
quantitative thermography. J Rheumatol 1980;7, suppl:48-53.

12 Alarcon-Segovia D. Long-term treatment of symptomatic osteoarthritis
with benoxaprofen. Double-blind comparison with aspirin and
ibuprofen. J Rheumatol 1980;7, suppl 6:89-99.

13 Blechman WJ. Crossover comparison of benoxaprofen and naproxen in
osteoarthritis. J Rheumatol 1980;7, suppl:116-24.

14 Tyson VCH, Glynne A. A comparative study of benoxaprofen and
ibuprofen in osteoarthritis in general practice. J7 Rheumatol 1980;7,
suppl 6:132-8.

15 Bird HA, Rhind BM, Pickup ME, Wright V. A comparative study of
benoxaprofen and indomethacin in ankylosing spondylitis. Y Rheumatol
1980;7, suppl 6:139-42.

16 Berry H, Bloom B, Hamilton EBD, et al. Dose-range studies of benoxa-
profen compared with placebo in patients with active rheumatoid
arthritis. J Rheumatol 1980;7, suppl 6:54-9.

17 Wright V, Hopkins R. Administration of antirheumatic drugs. Ann
Rheum Dis 1976;35:174-6.

18 Dawson W, Boot JR, Harvey J, Walker JR. The pharmacology of benoxa-
profen with particular reference to effects on lipoxygenase product
formation. European Journal of Rheumatology and Inflammation 1982;
5:61-8.

19 Meacock SCR, Kitchen EA, Dawson W. Effects of benoxaprofen and
some other non-steroidal anti-inflammatory drugs on leucocyte
migration. European J'ournal of Rheumatology and Inflammation 1979;
3:23-8.

20 Roberts A. Antisecretory, antinuclear, cytoprotective and diarrheogenic
properties of prostaglandin. In: Samuelson B, Paoletti R, eds. Advances
in prostaglandin and thromboxane research. Vol 2. New York: Raven
Press, 1976:507-20.

21 Bang NU, Dwyer AM, Marks CA, et al. Effects of benoxaprofen and
indomethacin on platelet function and biochemistry. Y Rheumatol
1980;7, suppl 6:27-35.

22 Ridolfo AS, Crabtree RE, Johnson DW, Rockhold FW. Gastro-intestinal
microbleeding: comparisons between benoxaprofen and other non-
steroidal anti-inflammatory agents. J Rheumatol 1980;7, suppl 6:36-46.

23 Laiwah ACY, Hilditch TE, Horton PW, Hunter JA. Antiprostaglandin
synthetase activity on nonsteroidal anti-inflammatory drugs and
gastrointestinal microbleeding: a comparison of flurbiprofen with
benoxaprofen. Ann Rheum Dis 1981;40:455-61.

24 Mikulaschek WM. Long-term safety of benoxaprofen. J Rheumatol
1980;7, suppl 6:100-7.

25 Stewart IC. Gastrointestinal haemorrhage in benoxaprofen. Br Med J

1982 ;284:163-4.
26 Mikulaschek WM. An update of long-term efficacy and safety with

benoxaprofen. European J'ournal of Rheumatology and Infiammation
1982 ;5 :206-15.

27 Hindson C, Daymond T, Diffey B, Lawlor F. Side effects of benoxaprofen.
Br MedJ7 1982;284:1368-9.

28 Jaffe IE. Workshop held at University College, Oxford. Benoxaprofen,
symptomatic or suppressive relief. Chairman's review 1981. University
of Oxford, 1981.

29 Halsey JP, Cardoe N. Benoxaprofen: side-effect profile in 300 patients
Br MedJ 1982;284:1365-8.

30 Larkin J, Pullar T, Mason D. Side effects of benoxaprofen. Br Med
1982 ;284: 1784.

31 Dawes PT, Raman D, Haslock I. Side effects of benoxaprofen. Br MedJ
1982;284:1631.

32 Taylor AEM, Goff D, Hindson TC. Association between Stevens-
Johnson syndrome and benoxaprofen. Br MedJ 1981;282:1433.

33 Morgan SH, Behn AR. Association between Stevens-Johnson syndrome
and benoxaprofen. Br MedJ 1981;283:144.

34 Fenton DA, English JS, Wilkinson JD. Reversal of male pattern baldness,
hypertrichosis, and accelerated hair and nail growth in patients receiving
benoxaprofen. Br MedJ 1982;284:1228-9.

35 Taggart HM, Alderdice JM. Fatal cholestatic jaundice in elderly patients
taking benoxaprofen. Br MedJ 1982;284:1372.

36 Goudie BM, Birnie GF, Watkinson G, MacSween RNM, Kissen LH,
Cunningham NE. Jaundice associated with the use of benoxaprofen.
Lancet 1982;i:959.

37 Prescott LF, Leslie PJ, Padfield P. Side effects of benoxaprofen. Br MedJ7
1982 ;284:1783.

38 Fisher BM, McArthur JD. Side effects of benoxaprofen. Br Med Jf
1982 ;284:1783.

39 Firth H, Wilcock GK, Esiri M. Side effects of benoxaprofen. Br Med J
1982 ;284 :1784.

40 Anonymous. After practolol. Br MedJ 1977;ii:1561-2.

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J (C

lin R
es E

d): first published as 10.1136/bm
j.285.6340.459 on 14 A

ugust 1982. D
ow

nloaded from
 

http://www.bmj.com/

