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passive extension of each hip and of the lumbar spine. After
excluding the hip itself as a source of disease he should
increase the pressure on the fully extended joint and so rotate
the half pelvis.
The lumbar spine is then rechecked in full extension (lift-

ing both thighs clear of the couch or putting several pillows
under the knees). After this, the patient is turned on to each
side. Passive rotation of the lumbar spine is checked in
each direction and the patient then lies once again on her
back. Both knees should be firmly flexed up on to the
belly wall, thus giving maximum flexion to the lumbar
region. Rotation at this level of the spine can now be checked
in the fully flexed position by moving both knees to one side
of the body. Internal rotation and abduction of the hip joints
are examined with the legs extended on the couch. Finally,
the patient should be asked to stand and the curves of the
lumbar spine should be examined, looking for increased or
decreased lordosis or scoliosis and spasm of spinal muscles.
The range of forward flexion is investigated by making her
touch her toes, watching particularly for a "catch" in coming
up-a sign strongly suggestive of lumbar instability. Some-
times limitation of movement may be noted, but usually pas-
sive movements are more revealing.

Investigations

Few investigations help at this stage. Posteroanterior and lat-
eral x-ray films of the lumbar spine and sacroiliac joints may
exclude osteoarthritis, prolapse of an intravertebral disc, or
any serious degree of spondylolisthesis which might be the
seat of the trouble or might be incidental. A total and
differential white cell count as well as an erythrocyte
sedimentation rate may help elucidate chronic inflammation
or malignancy, and, if relevant, cervical, vaginal, and urinary
bacteriological investigations may be done. Culdoscopy and
laparoscopy may sometimes help in diagnosing pelvic lesions,
while in centres that use it frequently pelvography
(radiographic examination of the soft tissues of the pelvis)
may show up masses that might be missed on clinical exami-
nation. Except for occasional abnormalities found in the
straight x-ray film, however, the cause of backache is usually
diagnosed on clinical grounds, and one of the first things a
general practitioner has to decide is whether the woman
needs the further help of a gynaecologist, a psychiatrist, or an
orthopaedic surgeon.

(Part II of this article will appear in next week's B.M.7.)

Therapeutic Conferences
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Case 3-Photoallergy
PROFESSOR MACGREGOR: Our third patient today is a, 62-year-
old woman who was transferred from a psychiatric ward after
a haematemesis. Dr. Main, I'd be interested to hear your
comments on her rash.

DR. MAIN:. As you see, this patient has an erythematous, well-
defined rash on the light-exposed areas of the face, V of the
neck, and backs of the hands. The skin is also quite pig-
mented. Has she been taking a phenothiazine?

HOUSE PHYSICIAN: Yes, she's been on chlorpromazine for
five years.

DR. MAIN: Chlorpromazine is not an uncommon light sensi-
tizer and it seems that this patient has been affected. The drug
produces both phototoxic and photoallergic reactions.

Phototoxicity can be produced in most people on first ex-
posure if the concentration of the drug is sufficiently high
and if there is enough light. The mechanism is not allergic.
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The wavelengths of light which precipitate the -reaction are
those of the absorption spectrum of the drug. The drug
absorbs quanta of light and this energy in turn causes cellular
damage in the skin.

STUDENT: Could this be likened to a primary irritant
dermatitis?

DR. MAIN: Yes. However, photoallergy is an example of
cell-mediated delayed hypersensitivity.

SKIN SENSITIZATION
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FIG. 1-Skin sensitization. This reaction which includescontactdermatitis
and photoallergy, is a lymphocyte-mediated allergic response to the
antigenic stimulus of a drug-protein complex.
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DR. PETRIE: You mean in the same way as occurs in allergic
contact dermatitis, when the drug combines with skin protein
and becomes antigenic?

DR. MAIN: Yes. Chlorpromazine is metabolized in the skin
to a compound which can combine with skin protein and
becomes antigenic. This allergen is then characterized as

foreign by small lymphocytes and by the end of a week
sensitized lymphocytes have been produced in lymph nodes.
These can then react with the antigen and initiate an inflam-
matory reaction (Fig. 1). This, unlike the phototoxic reaction,
may be seen in areas of skin other than those directly exposed
to light. The commonest appearance is papulovesicular but
the reaction may resemble ordinary sunburn.

USE OF CORTICOSTEROIDS

PROFESSOR MACGREGOR: Does the light sensitivity always
disappear when the drug is withdrawn?

DR. MAIN: Most patients improve when the drug is stopped.
Topical corticosteroid preparations will hasten involution.
Unfortunately there are some patients who become persistent
light reactors. They must avoid sunshine and use protective
clothing and suitable light screens.

DR. PETRIE: Would you confirm that the sulphonamides and
thiazide diuretics are also occasional light sensitizers?

DR. MAIN: Yes, as are the tetracyclines, especially demethyl-
chlortetracycline. There is also a cross-sensitization between
similar drugs, and probably this patient would get the same

reaction with other phenothiazines. Such a reaction could
occur with the antihistamine promethazine (which is a pheno-
thiazine), which may be given in an attempt to alleviate itching.

DR. WOOD: Presumably you disapprove of the use of topical
antihistamines?

DR. MAIN: We never use antihistamines topically because,
as you know, their application holds a high risk of producing
contact dermatitis.

DR. PETRIE: The trouble is that antihistamines are contained
in many proprietary preparations for topical use and the name
rarely tells one that they are present.

PROFESSOR MACGREGOR: Are there any other particular drugs
we should avoid as topical applications because of the risk of
sensitization?

DR. MAIN: Sulphonamides and penicillin have a high index
of sensitivity and should never be used topically. Neomycin
and framycetin also sensitize and seem to do so especially
when used on broken skin. Benzocaine is still widely used in
spite of the fact that it is a common and potent sensitizer.

PROFESSOR MACGREGOR: Our last patient illustrates the
problem of multiple drug therapy.

Case 4-Blood Dyscrasia

HOUSE PHYSICIAN: This 70-year-old woman was admitted
because of extensive purpura and- was found to have a platelet
count of less than 20,000/mm3. She was on multiple drugs-
tolbutamide for maturity onset diabetes, a thiazide diuretic on
account of some ankle swelling, salicylates and phenylbutazone
for rheumatoid arthritis. She'd also recently been started on

quinidine to prevent her episodic bursts of atrial fibrillation,
and three days before her admission she began sulphadimidine
for a urinary infection.

PROFESSOR MACGREGOR: Polypharmacy. Quite possibly
many of her problems are the result of her drug therapy.
However, the purpura was the serious problem, and, to com-
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plicate the issue, each drug you mentioned has been associated
with purpura What did you do?

DR. PETRIE: As the haematological findings were otherwise
reassuring a drug cause seemed likely. Two recent additions
to her treatment, quinidine and sulphonamide, were stopped.
The purpura cleared in a few days and the platelet count is
now normal. We have shown that her serum, when incubated
with quinidine and her own platelets or those of a normal
control, caused platelet lysis.

PROFESSOR MACGREGOR: So quinidine was the cause. I think
you ought to tell the students some more about the mech-
anisms here.

DR. WOOD: In this example the drug, or metabolite, is
thought to bind to protein and become antigenic. The antigen-
antibody complexes are adsorbed on to the platelets and, in
the presence of complement, the platelets become lysed (Fig. 2).

OUINIDINE THROMBOCYTOPENIA
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FIG. 2-The postulated mechanism of quinidine thrombocytopenia.

DR. PETRIE: We don't yet know why the complexes bind
preferentially to platelets. A similar mechanism has been
suggested to explain why some drugs cause haemolytic
anaemia or leucopenia.
PROFESSOR MACGREGOR: There are, of course, other mech-

anisms.

DR. WOOD: Yes, the antibody may be against the cell. Some
patients on methyldopa develop a positive direct antiglobulin
(Coombs) test. This may remain positive for several months
after the drug is withdrawn. In most patients it is not necessary
to stop the methyldopa as there is no anaemia or overt
haemolysis.

DR. PETRIE: We must also mention non-allergic mechanisms,
such as the serious effects of chloramphenicol on the bone
marrow. In people whose red cells are deficient in the enzyme
glucose-6-phosphate dehydrogenase sulphonamides and anti-
malarials may provoke haemolysis. This is an example of a
genetically determined condition exposed by drugs.
PROFESSOR MACGREGOR: It's impossible to remember all

the drugs which cause blood dyscrasias. The important thing
is to consider that a drug may be the cause and then seek out
the necessary information. Often, as here, the addition to
existing treatment is the guilty party.

In conclusion I would stress that drug allergy is a common
problem. As we've seen today, the mechanisms are diverse
and complex and the clinical syndromes are not always recog-
nized as being due to drugs. For the most part treatment con-
sists of removing the cause but, where necessary, the conse-
quences of the antigen-antibody reaction can be cut down to
the minimum with the appropriate drug treatment.

The participants wish to thank the Medical Illustration Department, University
of Aberdeen, for help in the preparation of diagrams.

 on 24 M
ay 2023 by guest. P

rotected by copyright.
http://w

w
w

.bm
j.com

/
B

r M
ed J: first published as 10.1136/bm

j.2.5753.100 on 10 A
pril 1971. D

ow
nloaded from

 

http://www.bmj.com/

