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expected if tetracycline were teratogenic it is on balance
more likely that the tetracycline could have been
responsible.

5. It is possible that only a proportion of limb
malformations in this country were due to thalidomide,
even during the " thalidomide era "-see, for example,
references 7 and 8. It is obvious that other drugs must
be under suspicion also. This letter is concerned only
with the tetracycline group, though doubts about the
phenothiazine derivatives commonly used for pregnancy
sickness8 9 deserve mention en passant.

In conclusion, we put forward a strong plea that
until the case against tetracycline has been investigated
further any doctor about to prescribe a drug of this
group for a woman of child-bearing age should (a) ask
when her last period was, and (b) if there is any likeli-
hood of pregnancy consider whether any other antibiotic
can possibly be used instead.-We are, etc.,

Lowestoft. M. P. CARTER.
Nottingham. F. WILSON.
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Registry of Toxic Reactions
SIR,-I would like to support those who favour the

regular reporting of unexpected drug reactions, whether
favourable or adverse, but hope that the registration
of such reports will be centralized (Dr. F. Wilson, July
28, p. 255), not dispersed over a number of specialized
study groups (Professor L. J. Witts, July 28, p. 254).
Linked with its wider programme of research into

congenital abnormalities, the College of General
Practitioners through its Epidemic Observation Unit has
already opened a register of toxicity and side effects
of new or established drugs.' All family doctors-
and others, whether in the College or not-are invited
to report clinical and therapeutic details about any
instance where they suspect that a therapeutic agent
has affected a patient (or offspring) adversely. Surmises
and suspicions should not be withheld merely because
there is no proof; sufficient of these from different
doctors would provide a priori grounds for most
searching inquiries.

If at some future date the collection of such reports
is organized on an inter-professional basis between
doctors and pharmacists, the information in our College
register will be passed on to the national body
concerned. Meanwhile all reports, addressed to the
Director, Epidemic Observation Unit, Corran, Peaslake,
Guiklford, Surrey, will be welcome.-I am, etc.,
Epidemic Observation Unit, G. I. WATSON.

Peaslake, Surrey.
IREFERENCE
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Toxicity Trials on New Drugs
SIR,-Professor Arnold Sorsby (July 28, p. 254) has

stressed the frequent difficulty of relating animal toxicity
tests to many deleterious effects observed in the human
eye, and this would seem one good reason for such a

registry as mentioned by Professor L. J. Witts (p. 254)
in the preceding letter. It was after hearing about the
notification system operating in the United States for
blood dyscrasias that I suggested in a recent paper
(Trans. ophthal. Soc. U.K., in press) that a similar
machinery might link ophthalmic centres in this country.
Following a local inquiry in the Midlands many
physicians and ophthalmologists kindly gave me
valuable information about isolated cases of toxic
effects on the eye which had not been previously
reported.
One problem in conducting such a survey is the

frequent difficulty in ascertaining what drugs a patient
is receiving, and it would be helpful if this information
could be routinely stated in letters referring them for
specialist opinion. An~other important point is that
without knowledge of the mechanism by which a drug
produces a serious toxic reaction it would seem most
unwise to give any exact safety levels for dosage such
as have been claimed with regard to chloroquine and
thioridazine (" melleril ") retinopathy.-I am, etc.,

Birmingham. S. J. CREWS.

SIR,-You have reported accounts of severe damage
to peripheral neurones and to the foetus in utero caused
by a non-barbiturate hypnotic, a product which was
widely advertised in the medical journals. More
recently you have published the results of double-blind
trials on a number of widely advertised tranquillizers
(May 5, p. 1219) and drugs to prevent or allay attacks
of angina pectoris (June 9, p. 1593). These trials
showed that most of these drugs are of little clinical
value.
The drug firms are turning out an ever-increasing

number of new drugs and advertising them in reputable
medical journals and in pamphlets to doctors through
the post before they have been subjected to proper
controlled testing. Thousands of pounds are being
wasted on these useless and sometimes dangerous drugs.
Surely it is very necessary to have some recognized
system which will make it compulsory for all new drugs
to be properly tested before being put on the market ?
-I am, etc.,

Dunedin, New Zealand. W. G. M. ELLIOTr.

Contraindications to Oral Contraception
SIR,-The possible association of thromboembolic

episodes with oral contraception mentioned in your
annotation (August 4, p. 315) prompts me to suggest a
line of inquiry. I have put forward the concept' 2 3
that spontaneous fibrinolysis, a property of normal
blood, is one of the parameters which ensures the
continuing fluidity during most of our lives of what
is a coagulable fluid. Gillman et al.4 have shown that
the plasma fibrinogen level rises and plasma fibrinolytic
activity falls during pregnancy, both returning to normal
after delivery. Biezenski and Moore5 had previously
observed decreased fibrinolytic activity during pregnancy
with a sudden increase after delivery. Gillman et al.
attributed their findings to the endocrine changes of
pregnancy-either ovarian or adrenal, or both. There
are thus two studies which report diminished fibrinolytic
activity during pregnancy, and the question arises
whether phlebothrombosis in the pregnant woman may
be related to this change.

Chakrabarti and 16 have recently reported that the
male sex hormone, testosterone propionate, increases
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the fibrinolytic activity of the blood, and our current
study indicates that nandrolone and other anabolic
steroids have a similar effect. It is conceivable,
therefore, that blood fibrinolytic activity is under
endocrine control, being enhanced by male hormone
and perhaps depressed by female hormones.
The relevance of these observations is hypothetical

and the evidence in your annotation circumstantial, but
together they make a case for finding out whether oral
contraceptives affect blood fibrinolytic activity. I would
add for the comfort of the manufacturers that if an
adverse effect were found there is the theoretical
possibility of correction with an anabolic steroid.-I
am, etc.,

Gloucestershire Royal Hospital, G. R. FEARNLEY.
Gloucester.
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Treatment of Acute Osteomyelitis
SIR,-Pyogenic infection of bone is as old as man.

We do not know all the diseases to which the flesh of
palaeolithic man was heir, but his surviving bones tell
us that a common disease was inflammation of the bone,
involving a joint and producing deformity. The Smith
Surgical Papyrus (written about 1600 B.C.) tells us that
bone caries and suppuration were treated by poultices
of ground snakes, frogs, and puppies and by decoctions
of various herbs.
The treatment of acute haematogenous osteitis is now

much more scientific, but it would appear that we have
not yet discovered the answer to " the unconquered
staphylococcus" when it infects bone. I have been
deeply interested in this condition for some 30 years, and
while I, too, have felt constrained to burst into print
on the topic on more than one occasion I cannot yet
be so dogmatic as Mr. N. H. Harris (May 26, p. 1440),
or my colleagues Mr. N. J. Blockey and Mr. T. S. Mann
(July 21, p. 187). I delude myself into believing that my
own results are quite as good as (if not better than) other
people's. My methods of treatment have varied with
individual patients. Many have recovered uneventfully
despite the inadequacy of treatment. (We must remem-
ber that two-thirds of the patients recovered even before
the introduction of chemotherapy.) Some recovered
despite the use of the "wrong" antibiotic; others
showed gross sequestrum formation, even when the
" correct " antibiotic was administered from the time of
admission to hospital. Only too often, the ultimate fate
of the bone has been decided before the child is admitted
to hospital. Neither " adequate " surgery nor the pro-
longed administration of the "correct " antibiotic will
greatly affect the bone if its blood supply has been
seriously damaged before treatment is started. We are
all agreed that to-day the patient's life is rarely in danger
once adequate treatment is started; we are concerned
in attempts to reduce the morbidity of the disease. Very
humbly I submit a few personal observations which may
help to resolve at least some of the controversial points
between the main protagonists in this correspondence.
Any discussion must consider separately the com-

pletely different problems of neonatal osteitis and osteitis
in older children. The " hospital staphylococcus "

acquired in a maternity unit is almost invariably resistant
to penicillin: in my own unit there has been no great
increase in the incidence of penicillin-resistant staphylo-
cocci in bone infection in older children since 1947-
The life history of the disease in the two age groups is.
also quite different.

In 100 consecutive patients admitted to my unit,
suffering from haematogenous osteitis, pus was present
under the periosteum or in the soft tissues on admission
in 82. It is rather sad that patients with acute osteitis.
are admitted to the surgical wards rather later than they
were 25 years ago.
Between 1950 and 1958 there was a steady decrease

in the incidence of acute osteitis in older children
(between 2 and 12 years). During this period there
was a very worrying increase in the incidence of osteitis
in the newborn. During the past three or four years
neonatal osteitis has steadily declined in incidence, and,
generally speaking, the babies have been less ill. During
the same period the old-fashioned haematogenous
osteitis in older children has once more become quite
common in my wards. This disease, which was once-
associated with poverty and lack of hygiene, is no longer
a respecter of social class, and I now encounter it even
in my very modest private practice. I have great
sympathy for my medical colleagues and my friends in
general practice with their difficulties in early diagnosis.
of osteitis, as I feel that the disease to-day is more
insidious in onset. Bilateral and bipolar infections are
more common and quite often there is considerable
delay in radiographic changes. Undoubtedly the wide-
spectrum antibiotics are life-saving, but I feel that they
produce less dramatic results than once occurred follow-
ing the administration of penicillin. But perhaps our
standards are now higher and we may be expecting too
much.
The family doctor, the paediatrician, and the

paediatric surgeon all see children with severe limb and
joint pain-particularly with pain around the hip and
knee joint. I suggest that most of these children should
be.observed in the surgical wards of a children's hospital.
The paediatric surgeon recognizes the existence of such
conditions as acute rheumatism, rheumatoid arthritis,
traumatic synovitis, and the so-called "monarticular
arthritis." While haematogenous osteitis may not be a
very common disease, it can still produce serious com-
plications and serious deformity. Little harm can result
from the erroneous treatment of non-surgical conditions.
I admit that I have made practically all the possible
mistakes and have treated as haematogenous osteitis
such conditions as sarcoma, reticuloses, rheumatoid
arthritis, and traumatic synovitis. The final outcome
has been little affected by my early wrongful treatment.
-I am, etc.,

WALLACE M. DENNISON.
Royal Hospital for Sick Children,
Glasgow C.3.

Juvenile Disk Lesions
SIR,-With reference to Mr. T. T. Stamm's letter

(July 21, p. 190) in which he draws attention to "a
comparatively new clinical group comprising young
adults, or even adolescents, who, following some minor
strain, present the clinical features of a prolapsed disk,"
I cannot agree, from my own experience, that there has
been either a shift in the age incidence of lumbago or
the appearance of a new group.
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