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finds it tolerable, whereas she often finds an identical prepara-
tion given for symptoms unacceptable. So it is with
hysterectomy.
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Committee on the Review
of Medicines:- testing the
golden oldies
Once the Medicines Act came into effect in 1971, manufac-
turers wanting to license new drugs had to provide evidence
of their safety, quality, and efficacy. Though some critics
have suggested that the procedure has made for long delays,
in general it seems to have worked satisfactorily enough.
What, however, of the drugs already on the market (and
licensed automatically) in 1971 ? How well tested were they?
Were the claims being made by their makers justified by
evidence that the Committee on Safety of Medicines would
have considered acceptable if they had been new products ?
Two years ag) the Medicines Division of the Department of
Health began an attempt to answer these questions through
the Herculean task of reviewing the 30 000 products given
licences as of righiLwhen controls first came in.

In fact, the comnaittee set up to carry out the review will
not be looking at Il the individual products. Many are
obsolete and some Lizarre, and there is much overlap-
six or eight licences may exist for the same drug manufactured
by one company. Often, to, a standard remedy is sold under
many trade names. The total list includes some 10 000
remedies of plant origin, mostly sold direct to the public by
herbalists; some 4000 homoec9athic products; some 12 000
"prescription fillers" (generic ploducts sold under the name
of the active ingredient with no indications for use); some
1500 over-the-counter products; ald only 4000-5000 pro-
prietary prescription products listea in MIMS. For the
prescription products the Committee oL the Review of Medi-
cines (CRM) is looking at evidence from clinical trials, adverse
reaction reports, papers in scientific journals, and evidence
from professional bodies in an attempt to agree uniform
standards for specifying indications for the use of the drugs,
their dosage, contraindications and warnings, and pharma-
ceutical standards. The licence holders whose drugs are under
review are also being consulted and in some cases asked to
provide additional information.
The first drugs to be examined in detail by the expert

subcommittee set up under the CRM was the group of
non-steroidal anti-inflammatory agents. This group of drugs
was given priority because of their widespread use and the
frequency of adverse reactions reported with this. The CRM's
recommendations (published at p 757), deal with the mefenamic
and flufenamic acids, indomethacin, ibuprofen, alclofenac,

ketoprofen, fenoprofen, and naproxen. The conclusions will
come as no great surprise, but some clinicians may be per-
plexed by the few indications listed under the different drugs.
The indications approved are based on all the available evidence
of efficacy reviewed by the subcommittee; only if good clinical
evidence was available that an agent is effective in a given
condition and is suitable for the treatment of this condition
has it been included. All-embracing terms such as "allied
conditions" and "related disorders" were not thought accept-
able, and poorly defined indications such as "soft tissue
rheumatism" were similarly unacceptable.
What are the practical implications of the changes ? Any

general practitioner or hospital doctor remains free to prescribe
any drug that he considers to be in the best interests of his
patient. The indications approved by the CRM are those
proposed for the revised licences held by manufacturers who
market the product. Data sheets and other published informa-
tion will have to be in accordance with these recommenda-
tions, while the indications listed by a manufacturer will be
limited to those based on clinical evidence considered and
approved by the CRM. The same is true of contraindications,
warnings, and precautions. For example, all the recommenda-
tions for "carboxylic acid" antirheumatic drugs are contra-
indicated in the presence of active peptic ulceration. Even so,
only the doctor who is fully informed of the patient's clinical
condition can decide whether he should or should not prescribe
a particular antirheumatic drug in this group to someone with
an active peptic ulcer. Only the clinician, too, can decide
whether the potential therapeutic benefit outweighs the risk.
The stated contraindications are not absolute but do indicate
the presence of a serious risk.

So, while the recommendations break little new ground for
the practising doctor, they exemplify the nature ofthe examina-
tion that expert committees will now be making of the thou-
sands of drugs, old, familiar, and unfamiliar, in terms of
indications, uses, dosage, and adverse reactions. Recommenda-
tions on drugs related to phenylbutazone, antigout agents,
cytotoxic drugs, gold, and D-penicillamine and other poten-
tially toxic drugs used in treating rheumatic diseases will be
published shortly. Aspirin and other salicylates, paracetamol,
codeine, and other widely used drugs-some of which are
available to the public without prescription-are under active
consideration by both the antirheumatic and analgesic sub-
committees of the CRM. A review of psychotropic drugs will
begin later this year. The long-term objectives of these reviews
are to ensure that all drugs, whether prescribed by doctors
or available directly to the public, are of adequate quality and
are safe and effective for their recommended uses. Many
illogical and poorly substantiated products will disappear, and
the overall effect should be a more rational use of medicines
by both the prescribing doctor and the general public.

Deception by immunisation
ASM News, the monthly bulletin of the American Society
for Microbiology, is not usually a source of material of historical
scientific interest. The issue of June 1977 is an exception. It
contains two short feature articles,1 2 one on Pasteur and the
other on a hitherto undisclosed secret of the second world war.
The first is written by Marie-Louise Hemphill, a daughter

of Adrien Loir, Pasteur's nephew and assistant in 1882-8.
It recounts Loir's recollections of Pasteur's life and work at
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Arbois during the summer months. The great man was among
other things no mean artist-some of his portraits are in the
Louvre-and the writer, who is an art historian, thinks that
the powers of close observation which enabled him to paint
were a vital factor in his scientific work.
The second article is by E S Lazowski, now of Chicago, and

S Matulewicz, now of Kinshasa, Zaire, who were medical
colleagues in Poland during the second world war. Why they
have remained silent about their piece of deception for so long
they do not say.

During the German occupation of Poland a fifth ofthe popu-
lation was murdered and many others were condemned to
forced labour in Germany. Meanwhile epidemic typhus broke
out, and doctors were required to notify cases to the German
authorities, who confirmed the diagnosis, on specimens of
blood posted to them, by the Weil-Felix reaction. This test,
based on a discovery made also in Poland in the first world war,
depends on the fact that in typhus a high titre of 0 agglutinin
is developed in the blood for a strain of Proteus named X19.
This test is easily performed and highly specific, a titre of
50 or more being absolutely diagnostic.
A Polish labourer on leave from Germany to visit his family

"was ready to do anything, including committing suicide, to
escape the misery of slavery in Germany." The authors there-
fore proposed an experiment to him, to which he agreed. He
was given a single intramuscular dose of Proteus OX19 sus-
pension and developed an agglutinin titre of 500. A specimen
of his blood was then posted to a German State laboratory
and thence reported positive by telegram. This was presented
to the local German authorities, whereupon the man "was
officially released from his duties in Germany, and he and all
his family were excluded from future detention. The Germans
were afraid of transferring 'infected' lice during the incubation
period." Fear of transmitting the disease to Germany itself
was an important motive then and later.
The authors then realised that the artificial Weil-Felix

reaction could be used as a form of defence against the policies
of the German government of occupation. Under the guise
of "protein stimulation therapy," several forms of which
were in vogue at the time, they immunised "selected patients
with any suggestion of symptoms to epidemic typhus," con-
trolling the numbers in accordance with the seasonal incidence
of the disease. "Soon the number of reported cases was
sufficiently large to declare the area of our practice (about a
dozen villages) an 'epidemic area' with relative freedom from
oppression." This practice continued for two years and
escaped detection even when "a medical detachment of the
German army made an inspection of our 'epidemic area' on
the basis of information supplied by a collaborator." The
Germans evidently suspected that a Polish doctor would "use
the blood from one typhus patient for many other reported
cases." Mercifully the Germans, still fearing exposure to
infected lice, examined none of the supposed patients in their
homes but confined themselves to taking further blood speci-
mens in their own laboratory, which, of course, were always
found positive.
The brief account given does not explain why two further

circumstances did not arouse suspicion. The agglutinin titre
produced by a single injection is likely to have been fairly
constant and never high, whereas the response to the disease
itself is widely variable, the titre sometimes reaching many
thousands. More significant still, presumably all these
"patients" survived, whereas the mortality of typhus is con-
siderable. Whether the Germans were simply obtuse or were
somehow outwitted over this we are not told. Should not the

authors consider publishing a fuller account of this unique
piece of deception ? This should be possible even though their
records (if any) no longer exist. But at least it is fortunate that
this interesting echo of a hideous past has not been entirely
lost to knowledge.

I Hemphill, M-L, ASM News, 1977, 43, 298.
2 Lazowski, E S, and Matulewicz, S, ASM News, 1977, 43, 300.

Diagnostic tests in
rheumatology
The absence of specific and reliable diagnostic tests leaves
rheumatology as one ofthe few remaining havens for clinicians.
Care and time spent in history-taking and examination reap
greater rewards than laboratory and even radiological investiga-
tions; laboratory tests interpreted inflexibly often lead to
diagnostic disaster.
The overlap of symptom and disease complexes in several

rheumatic diseases prevents rigid demarcation. For example,
morning stiffness, particularly of more than 30 minutes'
duration, is useful in separating rheumatoid arthritis from
degenerative joint disease, but it also occurs in any inflam-
matory joint disease, in polymyalgia rheumatiza, and in some
presentations of giant cell arteritis. A synmetrical poly-
arthritis with a positive rheumatoid factor test is usuply
rheumatoid arthritis, but it may be the preseiting fewdre of
systemic lupus erythematosus (SLE) or progrtssivw systemic
sclerosis (PSS). Raynaud's phenomenon, scleroActyly, and
oesophageal abnormalities occur not only in PSr but also in
SLE and rheumatoid arthritis and in long-stiding uncom-
plicated Raynaud's phenomenon, which is it<lf also a recog-
nised entity.' Proximal muscle weakness is common to
polyarteritis nodosa, SLE, PSS, dermatmyositis or poly-
myositis, and even polymyalgia rheumatics Current diagnostic
tests should do no more than influence th,clinician's judgment;
a reasonably definite clinical diagnosi' can always be made,
often based partly on the presence ordbsence of abnormalities
in the renal, pulmonary, or neureOgical systems. That odd
entity, "undiagnosed collagen Ascular disease for trial of
steroid therapy," should never se seen again.
What are the tests availableand how useful are they? A few

are absolutely diagnostic, sich as the finding of intracellular
monosodium urate or cAlcium pyrophosphate crystals in
synovial fluid for the ditgnosis of gout or pseudogout. Both
conditions may presenf as an inflammatory polyarthritis with
morning stiffness, ard for this reason an examination of
synovial fluid is always worth while-as well as for its place
in the exclusion of infection.

Immunological tests in inflammatory joint disease are of
limited value. They depend greatly on the source of reagent
and on the experience of the laboratory personnel. In general,
commercial kit tests are less reliable than those using in-
dividually prepared antisera, but are far easier to set up.
Quality control is also less easy to achieve than in biochemical
tests. Rheumatoid (IgM) factor tests are in most demand, yet
perhaps they are the most disappointing. Those based on
latex particles are negative in some 40%0 of patients with
rheumatoid arthritis and are positive in 5-10% of normal
individuals; in 150% of those with diseases such as sar-
coidosis, liver disease, syphilis, and other infections; in 25%
of the population over 70 years2; and in many other rheumatic
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