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Current Dermatolegical Therapy

A series of articles on the current dermatological therapy will feature in the pages of the

journal this year.

This issue presents the sixth of the series.

Articles are contributed by

Dr. J. 8. Pasricha, M.D.,Ph.D., Department of Dermato-Venereology, All India Institute of

Medical Sciences, New Delhi.

MANAGEMENT OF ALLERGIC CUTANEOUS REACTIONS
TO DRUGS

In most references to adverse re-
actions to drugs, it is customary to use
the phrase ‘due to the addition of new
drugs every now and then, the incidence
of adverse drug reactions continues to
rise’. In my opinion, however, there is
no valid basis for making such a
statement. Firstly, we have no system
for monitoring adverse reactions to
drugs and therefore do not know about
the incidence of -such - reactions and
secondly, a new drug does nof neces-
sarily mean more adverse reactions.
Our only source of information about
adverse drug reactions is, initially the
studies undertaken by the pharmaceuti-
cal firm before the introduction of the
drug and subsequently the reports
which may appear in the literature after
the drug has been in use. Tt is however
important to bear in mind that majority
of the adverse drug reactions are mild
and may not be reportedl, while severe
drog reactions sometimes remain un-
detected because of ignorance and
non-availability of proper medical
facilities, On the other hand, many
patients attribate any symptom that
may appear during the course of treat-
ment, to the drug(s) being used at that
time and most physicians as well as the
patients are too scared to prove or
disprove the association. Moreover,
reports’,? that are based on unconfirm-
ed drug reactions are likely (o be wrong
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and misleading. Therefore, the first
duty of all clinicians should be to sort
out the truth from falsehood.

Out of all the various types of adverse
reactions to drugs, allergic reactions
are one of the most frequent and skin
is the most commonly affected organ?,s.
The clinical manifestations include
urticaria, angio-odema ; exanthematous
eruptions manifesting as macular,
papular, papulo-vesicular, vesicular,
purpuric or erythemato — squamous
lesions, erythema multiforme, Stevens-
Johnson syndrome, epidermal necro-
lysis, exfoliative dermatitis, SLE-like
syndrome, lichenoid eruptions and fixed
drug eruptions!,*-12, It is often said
that like syphilis (which is not so
frequent now) drug eruptions can
mimick most of the skin diseases in-
cluding vesicular eruptions and many
of these eruptions are severe emough to
warrant emergency treatment.

The first thing that needs to be done
in a case of drug eruption is to with-
draw all the drugs including vitamins
being taken by the patient!8, The only
exception to this rule is when the with-
drawal of a particular drug is likely to
be more serious than the drug reaction
itself, It may however be noted that in
many conditions, withdrawal of the drug
for a few days does not necessarily lead to
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serious complications. A correct deci-
sion at that stage is very important. In
case the treatment of the original
disease cannot be interrupted, it is safer
to employ those drugs which the patient
has not used earlier; but while making
the choice, care should be taken to
ensure that these drugs do not have
any chemical resemblance to the pre-
vious drugs, otherwise cross-sensitive
reactions may develop!4-22, It is also
preferable to admit the patient parti-
cularly in severer drug reactions, so that
the progress of the disease and that of
the drug reaction can be watched almost
continuously and readjustments in the
treatment can be made as and when
necessary.

In most cases, the drug reaction
tends to subside spontaneously after
the causative drug has been withdrawn1?
and in mild cases, no further treatment
may be necessary. The process of
spontaneous regression however is slow
and in severer drug reactions, it is as a
rule necessary to control it rapidly.
Cases of urticaria and angio-odema
may be controlled only with oral and/or
parenteral antihistamines but in case
the lesions tend to appear at important
locations such as the larynx, it is
important to use adrenaline immediate-
1y11,12. A subcutaneous injection of
0.5 ml of 0.1% adrenaline is usually
enough, but the dose can be repeated if
there is no improvement in the condi-
tion within 5 minutes. Subsequently,
treatment with an adequate dose of
antihistamines has got to be continued
till the effect of the drug wears off
spontaneously. This may take between
one and four weeks. Some physicians
tend to use corticosteroids if the patient
does not respond to the usual doses of
antihistamines. Use of corticosteroids
in urticaria is justifiable only if the
reaction is based on type III immuno-
logic reactions (serum sickness type)?2.
In all other types of urticaria, an
adeyuate dose of antihistamines as a
rule, is sufficient.
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Exanthematous eruptions manifesting
as macular, papular, papulo-vesicular,
vesicular, purpuric or scaly lesions and
even erythema multiforme may be very
mild and require only local applications
of soothing lotions and the antipruritic
effect of oral antihistamines, but severe
exanthematous eruptions and all cases
of Stevens-Johnson syndrome, epidermal
necrolysis, exfoliative dermatitis and
SLE-like syndrome as a rule require
systemic corticosteroids. The dose of
corticosteroids has to be determined
arbitrarily, but it is preferable to err on
the higher side of the dose to control the
drug reaction as quickly as possible. In
case new lesions do not stop appearing
within 2 days, the dose must be increased
proportionately. Some dermatologists
hesitate to administer corticosteroids
in patients who are having tuberculosis,
diabetes or some other similar disease,
but experience shows that a week or so
of corticosteroid therapy even without
specific therapy for the original disease
is not really that dangerous. In fact
at that stage, one has to select the lesser
evil and in case the situation demands,
corticosteroids should not be withheld.
It may also be borne in mind that a
half-hearted treatment with corticoste-
roids delays control of the drug reaction
and is therefore more risky. In the case
of fixed drug eruptions, 10-15 mg pred-
nisolone a day is usually sufficient to
control the reaction within 2-3 days.

Once the drug reaction has been
controlled, it is important to withdraw
corticosteroids as quickly as possible!!
and this can usually be accomplished
within a week or two. The important
question however, remains, how to find
out the drug responsible for the drug
reaction and how to treat the original
disease. The simplest course is to
avoid all the drugs being taken at the
time of the reaction and to treat the
patient with alternative drugs. This
however may not be possible or econo-
mical in all the cases. Moreover, if
a patient is advised to avoid a large
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number of drugs, there are far greater
chances that the patient will take some
such drug or its analogue and develop
another drug reaction. Worse still,
even this time the patient may take
more than one drug and once again the
opportunity. to find out the causative
drug will be missed. Moreover, this
second drug reaction may occur under
such circumstances where adequate
medical facilities for recognition and
treatment of the drug reaction may not
be available leading to serious conse-
quences. It is also wrong to presume
that the drug most commonly known
to produce a drug reaction is the one
responsible in every case. Sometimes
at least, drugs not previously known to
produce a drug reaction are found to
be the causative drugs?8,2¢. Thus it
seems to be very important to find out
the drug responsible for the reaction.
For this, several in vivo and in vitro
tests such as intradermal tests, basophil
degranulation tests, histamine release
tests, monkey ileum tests, radio-allergo-
sorbent test, haemagglutination test,
complement fixation test, lymphoblast
transformation test, leucocyte migra-
tion inhibition test and several others
have been recommended from time to
time,1,18,26.28 but the general consensus
is that none of these tests is fool-
proof1,3,29, Some of these tests such
as the intradermal test give a high
incidence of false positive or false
negative results,’,3° while others such
as the radio-allergo-sorbent test are too
complicated to be clinically practicable.
It is therefore generally agreed that
provocation test is the simplest and the
most reliable method for finding out
the causative drugl,223132  Some
dermatologists however, do not favour
provocation tests for fear of fatal
reactions®,8,12, There is no doubt that
the provocation test can be risky and
should not be resorted to when the
drug reaction was anaphylactic in
nature!?,2¢, But in cases manifesting
as urticaria and when the drug is not to

be injected, the provocation test can be
undertaken with due precautions. The
patient should be kept available in the
hospital and all resuscitative measures
should be available if required. One
capsule or tablet of the drug can be
given and the patient kept under obser-
vation for the next 1 to 2 hours. In
case there is no reaction, the next drug
can be tested the next day.

Provocation test can also be under-
taken in cases who developed exanthe-
matous eruptions, erythema multiforme,
Stevens-Johnson syndrome, epidermal
necrolysis or exfoliative dermatitis?,13
provided the paticnt can be available
for observation. It is preferable to
admit the patient though it is not ab-
solutely necessary if the patient can
report as soon as the reaction occurs.
On the first day, the patient is given
one half of a single therapeutic dose.
In case there is no reaction during the
next 24 hours, the patient should be
given one full therapeutic dose of the
same drug on the second day If still
there is no reaction, on the third day
the patient should be given one day’s
full therapeutic dose. If there is no
reaction with even this dose, the patient
can be considered not allergic to this
drug and one can proceed to test with
the next drug. Using a small dose on
the first day helps to minimise the re-
action whenever it occurs, but since the
reactions are dose dependent,?,2333 it
is necessary to use a day’s full thera-
peutic dose before declaring the drug
safe. In lichenoid eruptions or SLE -
like syndrome, it is necessary to give a
drug for a week or so before changing
over to the next test drug because these
eruptions are slow to develop. In the
case of fixed drug eruptions, there is no
need to hospitalise the patient. One
drug (one tablet or a capsule) can be
given per day to watch which of these
reactivates the lesions??, Once some
drug leads to recurrence of the sym-
ptoms, further testing should be sus-
pended and the drug reaction should be
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controlled as described previously.
Generally, there is no need to resume
provocation with other drugs, but occa-
sionally, cases allergic to more than
one drug have been recorded!”,*$,3% and
therefore it may be preferable to com-
plete the provocation test with the re-
maining drugs.

Contact dermatitis due to locally
applied drugs is an altogether different
problem in which there is hardly any
risk of fatality, but the patient is very
much inconvenienced for no fault of
his. Quite often a patient who starts
using a medicine for a minor injury or
a skin lesion, finds that after a few
days the lesion starts becoming worse
with the appearance of new papular
and papulo-vesicular lesions and exten-
sion into the adjoining areas®. In such
a case patch tests can be undertaken
immediately in contravention of the
general rule that  patch  tests
should be avoided as long as contact
dermatitis is active, because it is im-
portant to find out which drug(s) can be
used to treat the patient. Although
neomycin is known to be a very potent
contact sensitizer all over the world,37-39
in our experience®?,40 nitrofurazone tops
the list. Even then a patient may be
allergic to an altogether different agent.
Moreover, our findings show that some
patients are allergic to as many as six
antibacterial agents?®, In case patch
tests cannot be performed, gentian
violet or brilliant green can be safely
used as antibacterial agents.
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