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only on urinalysis. Of rather more concern,
and not considered, is the carcinogenic
potential of cyclophosphamide in long term
treatment.3
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***We sent a copy of this letter to the authors,
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SIR,-In our article we reported the first three
cases of a longer series. In the period 20
October 1981 to March 1983 a total of 11
patients started treatment with cyclophospha-
mide. All had erosive classic rheumatoid
arthritis; eight were seropositive, three were
seronegative.

Before the study 11 had received penicilla-
mine, 10 azathioprine, nine gold, six chloro-
quine, five low dose prednisone, and one
levamisole. These drugs were withdrawn either
because of side effects or because the patients
did not respond to the treatment.
Cyclophosphamide was offered only to those

patients who showed severe radiological
progression. Informed consent was obtained
from all.
Four patients were given methylprednisolone

pulse treatment in the initial phase, and three
patients took prednisone in a daily dose of
5-10 mg before starting cyclophosphamide.
Six patients were given oral cyclophosphamide,
100 mg/day, for one to three months. Other-
wise dosage (ranging from 100 to 300 mg
every four days) was individual, depending on
body weight, side effects (especially leucopenia),
and response. Intermittent treatment was
continued for three to 20 months.

After a mean of 6-5 months (range two to
13 months) all 11 patients responded to the
treatment with a decrease in morning stiffness,
articular index,' erythrocyte sedimentation
rate, haptoglobin, IgG, and thrombocytes and
a rise in haemoglobin (table).

Five patients met the American Rheumatism
Association criteria for full remission,2 3 among
them the three patients reported. For the
remaining six the disease was suppressed but
not in remission. The question of remission

Clinical and serological variables in 11 patients with
rheumatoid arthritis before and after treatment with
cyclophosphamide

Before After
treatment treatment

Erythrocyte sedimentation rate
(mm in first hour (Westergren)) 78 27*

Haemoglobin (g/dl) (normal
11 3-15-0) 114 12-2*

Haptoglobin (g/l) (normal
0 3-2 8) 5 1 2.3*

IgG (g/l) (normal 6-13) 14 10*
Leucocytes ( x 109/1) 5 2 4*
Thrombocytes ( x 10/11) 360 220*
Articular index (ref 2) 14 4*
Morning stiffness (minutes) 144 22*

*Wilcoxon's test: p<0 01.

versus suppression after cyclophosphamide
treatment has been discussed elsewhere.3

Leucopenia occurred in five patients but
resolved after the dose was reduced. Cyclo-
phosphamide was stopped in two patients who
in a quiet phase of their disease developed
severe leucopenia; disease activity was still
suppressed after 10 and 12 months, respectively.
Nausea on the day of medication and a slight
loss of hair both occurred in two patients.
None of the patients displayed urinary
symptoms including haematuria (urine micro-
scopy is carried out every three weeks for all
patients receiving cyclophosphamide)..
A reduction of 62-75°' was achieved in the

three patients who took prednisone. Side
effects were not fewer and the response to
treatment was not better in those patients who
received low dose prednisone or methyl-
prednisolone pulse treatment.

Radiological examination in October 1983
of the three patients reported in our paper
showed no progression since the start of
cyclophosphamide treatment.
We have found no evidence of cancer in the

patients. The risk of developing neoplasia
seems to some degree to be dose dependent.4
Our intermittent regimen is distinguished by
the average daily dose (0-7-1-0 mg/kg) being
lower than that usually required to achieve
suppression of the disease.5-7
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Postviral neurological syndromes

SIR,-In his leading article Dr Peter 0 Behan
(24 September, p 853) states that epidemic
myalgic encephalomyelitis has been recognised
for over 50 years, that most patients have
increased IgG antibodies to Coxsackie viruses,
and that some with chronic symptoms and
signs show increases in specific IgM anti-
bodies. Yet in a previous article Dr Behan lists
many outbreaks of the syndrome, from 1950
to 1977, affecting over 3500 cases, and states
that tests for Coxsackie viruses have always
proved negative.'

I am interested to know why Coxsackie
virus were never detected in those previous
epidemics. Does this mean that Coxsackie
viruses have in recent years become more
virulent to produce a more severe, chronic, and
sometimes devastating neurological syndrome
than hitherto ? If so, there is an urgent need for

increased awareness and vigilance among prac-
titioners that the Coxsackie viruses can behave
in this way, contrary to the reassuring state-
ments in many up to date medical and viro-
logical textbooks. There is as yet no specific
treatment for this syndrome, but Ramsay
points out there is much evidence that early
rest is extremely important in preventing
chronic disease.2 Thus, pending further
research, patients with atypical, severe,
recurrent or persisting neuropsychiatric symp-
toms associated with Coxsackie infections
should surely be strongly advised to rest
completely.

Early recognition may be difficult, as
patients' symptoms may fluctuate greatly in
the initial stages, and the doctor may "play
them down" or, worse still simply not believe
them. Routine bedside neurological examina-
tion usually gives negative results, but careful
palpation over muscles often shows minute,
fixed foci of acute tenderness.2 Furthermore, if
the patient is asked to walk a reasonable
distance-for example, up several flights of
stairs or round the hospital grounds-
abnormalities of gait may become increasingly
apparent and may be accompanied by emo-
tional lability of organic type. With respect to
diagnosis, how sensitive, specific, and reliable
is the IgM antibody test, and would Dr Behan
recommend its routine use serially to predict
those patients at particular risk of developing
a chronic syndrome?

Finally, could this apparently new behaviour
of the Coxsackie virus be an artefact, due, say,
to better laboratory techniques, and are the
cases being picked up in Glasgow and Oxford a
local phenomenon, or have such cases been
described recently in other countries ? Or is
there some other explanation as to why
Coxsackie viruses were never detected in the
epidemics Dr Behan describes in his 1980
article ?
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***We sent a copy of this letter to Dr Behan,
who replies below.-ED, BM7.

SIR,-Dr Hughson raises important points
concerning myalgic encephalitis. The tests we
used to detect IgG antibodies to Coxsackie
viruses were not available at the time of the
previous outbreaks. They were introduced in
Glasgow in 1966 and are simplified micro-
neutralisation procedures, now used routinely
in the detection of antibodies to all six types of
group B virus.

Samples from the London outbreak are still
held and it will be important to test them using
this technique, together with the enzyme-
linked immunosorbent assay method for
detecting IgM Coxsackie antibodies. It is still
too early to know how specific, sensitive, and
reliable the enzyme-linked immunosorbent
assay test is. In children it is probably specific
for Coxsackie virus antibodies, but in adults
cross reactivity between enteroviruses may be
a problem. We need further experience with
this test before drawing any firm conclusions.
Our studies of large numbers of patients,
however, using the neutralisation test for IgG
antibodies and the enzyme-linked immuno-
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sorbent assay test for IgM antibodies, suggest
that myalgic encephalitis is related to Coxsackie
group B viruses in some outbreaks.

PETER 0 BEHAN
Institute of Neurological Sciences,
Southern General Hospital,
Glasgow G51 4TF

Migraine, headache, and survival in
women

SIR,-Professor W E Waters and others (12
November, p 1442) report an unexpected
higher mortality in women aged 45 to 64 years
who did not have headaches or migraine
compared with those who suffered from these
ailments. I wonder if this finding is related to
the fact that women who are susceptible to
migraine are less likely to have ever smoked.

In a survey of 336 patients attending the
Charing Cross Hospital migraine clinic
there were significant differences between smo-
kers and non-smokers.1 2 Smokers had more
frequent and severe attacks, they were more
likely to attend the hospital for acute treatment,
and there was a 10-fold drop in the number of
attacks when they stopped smoking. 74%° of
the patients were women, and eight times more
women than men aged over 40 had never
smoked, suggesting an early intolerance to
smoking.

Migraine sufferers may be protected from
other diseases as they are more likely to avoid
alcohol and foods with a high amine content,
such as cheese and chocolate, which they have
discovered will precipitate their attacks.3

ELLEN C G GRANT
Kingston-upon-Thames,
Surrey

Grant ECG. Oral contraceptives, smoking, migraine
and food allergy. Lancet 1978;ii:581.

2Grant ECG, Rose FC. Smoking and migraine.
In: Greenhalgh RM, ed. Smoking and arterial
disease. London: Pitman Medical, 1981 :29-34.

' Hanington E. Preliminary report on tyramine head-
ache. Br MedJ3 1967;ii:550-1.

The end of clinical freedom

SIR,-If the views expressed by Professor J R
Hampton (29 October, p 1237) are generally
accepted a radical change will be required not
only in the Medicines Act 1968 but also in
the way in which clinical trials are conducted
in Britain.
At present under the Medicines Act 1968 a

decision by the licensing authority on the
registration of a new medicine can be based
only on safety and efficacy; the question of
cost cannot be considered by the authority.
When this issue was debated in 1968 through
the passage of the Bill in both Houses of
Parliament there was strong support for the
exclusion of costs from consideration for
licensing, and this support was quite inde-
pendent of the views of the pharmaceutical
industry. It would be very surprising if these
views have changed in the past decade.

In addition to the change already mentioned,
it will become essential that clinical trials of
the type required-that is, testing for safety
and efficacy and cost effectiveness compared
with existing medicines-would need to be
set up and monitored by the Department of
Health and Social Security, as it is most
unlikely that other authorities or individuals

would wish to carry out such procedures. It
may well be that other trials of the type with
which we are now familiar will have to be
stopped by withdrawal of finance for the
trials or by some form of regulation, possibly
even taxation by value added tax.

Prospects for scientific research, if this
view gains the day, appear to be most dis-
couraging, and I find it hard to believe that
the medical profession in Britain will stand by
and let its traditional freedoms be taken away
from it by regulation or Act of Parliament.

J MICHAEL MUNGAVIN

Knaphill,
Woking,
Surrey GU21 2AL

Road blindness

SIR,-I thank Mr E Grattan for his letter on
road blindness (1 October, p 983) and welcome
the opportunity for expansion of views that
were necessarily compressed in my leading
article (3 September, p 626). I would suggest
that he sees the problem as part of a range
wherein eye injuries comprise only a narrow
band. My stance as an eye surgeon, however,
affords a perspective denied to him. To
realign an oft quoted aphorism-one eye
perforated is a tragedy, 100 eyes perforated is
a statistic. So, although the incidence of eye
injury expressed as a proportion of all injury
to car occupants is admittedly low, the
absolute figure for eye injuries is unacceptably
high, as these injuries can be prevented. Mr
Grattan cites a figure of two eye injuries per
1000 car casualties, drawn from a seven year
series (1967-73). The most recent figures
available cite 99 perforating eye injuries in a
total of 5182 car casualties, an incidence of
about 19 per 1000.1
Mr Grattan uses figures derived from a

recent paper by Mackay et al to suggest that
laminated screens only halve the incidence of
windscreen-induced eye injuries.2 This in-
ference is not compatible with Mackay's
unequivocal conclusion that, "eye injuries are
the one major type of dysfunctional injury
associated with windscreen contacts and they
appear as a particular feature of toughened
glass, both from this study and the general
literature." In an earlier paper Mackay had
stated: "Eye injuries to car occupants could be
almost eliminated if laminated instead of
toughened windscreens were used."3 He went
on to say "increased seat belt use will also
reduce the magnitude of the problem, but will
not eliminate it."
Many authors have indeed reported eye

injuries to car occupants wearing seat belts.
The mechanism of injury in these cases may
be complex, but your correspondent's dismissal
of the role of flying glass as a "supposition"
which is "almost certainly incorrect" must be
rejected on experimental and clinical grounds.
The seminal experimental study by Patrick

et al states that with toughened glass the
problem of stone impacts is "one of controlling
the vehicle with an almost opaque windshield
or in a shower of 15 to 20 lbs of flying glass,
most of which is coming into the vehicle.
These particles of varying size cause laceration
and their number makes eye injury a grave
danger."4 The clinical relevance of these
studies is shown by a recent case in which a
young woman occupying the front passenger
seat was involved in a head on collision with

another car. On impact she was thrown
forwards, bumping her head against the
toughened windshield; it did not crack and
she continued to see clearly through it.
Moments later, on attempting to force open
the car door, she heard a loud bang, saw the
windscreen exploding in on top of her, and
felt as if she were punched in the face. Her
right eye suffered two perforating wounds and
impaction of glass particles in the cornea; her
left eye sustained one linear partial thickness
wound of the cornea. Her forehead and right
upper eyelid were deeply lacerated. This rare
first hand account of the fracture of a wind-
screen affords a vivid insight into the manner
of disintegration of a toughened screen.
Those who drafted the EEC proposal on

safer windscreens were aware, as Mr Grattan
is, of the dangers inherent in rigidly stipulating
a particular glass. Their proposal was therefore
designed to take account of future improve-
ments in design and manufacture. My case is
that proved safety measures should not
remain unused for doctrinaire reasons.

JoHN BLAKE
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Luteinising hormone releasing hormone
agonist in women with endometriosis

SIR,-The irreversible voice changes after
treatment with danazol for endometriosis
reported by Mr P G Wardle and others
(1 October, p 946) add to the list of side effects
reported with the use of this drug. Danazol
treatment has been associated with nausea,
weight gain, rashes, irregular vaginal bleeding,
hirsutism, and depression.' These symptoms
usually subside after treatment is stopped,
though some androgenic effects may persist.
Furthermore, a recurrence of symptoms
attributable to endometriosis may occur in up
to 40% of patients within three years of
stopping treatment.'
We should like to report our preliminary findings

with an alternative treatment for the medical
management of endometriosis which, so far, has
resulted in both subjective and objective improve-
ment with minimal side effects.
A superactive analogue of luteinising hormone

releasing hormone (buserelin, Hoechst) was
administered by nasal insufflation in a dose of
200 ftg twice daily. This resulted in down regulation
of pituitary gonadotrophin secretion3 and a loss of
cyclic ovarian activity; this produces a so called
"medical oophorectomy" with amenorrhoea which
is reversible.
Three patients have now completed our six

month treatment protocol, which includes a
laparoscopic evaluation before and after treatment.
One patient with symptoms of dyspareunia and
pelvic pain who had failed to respond to treatment
with danazol noted considerable symptomatic
improvement, and no active endometriotic deposits
were seen at revision laparoscopy. The other
patients, both with unexplained infertility and a
mild degree of endometriosis, showed a reduction
of endometriotic deposits at revision laparoscopy.
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