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mmune defects, immunosuppressive and other

iatrogenic diseases, immunologically-mediated

disease, and infections account for most new oral
mucosal entities and aetiologies. The major impacts
increasing oral disease over the past decade have
probably been the appearance of infection with
human immunodeficiency viruses (HIV)!. 2 and the
increasing use of immunosuppressive agents > 4,
These will undoubtedly be of even more major
significance in the future as the immunocompromised
patient is liable to develop mucosal disorders rarely
seen in immunocompetent persons, as well as some
new diseases.

The increasing prevalence of
immunocompromising conditions and iatrogenic
disease and the greater awareness of the importance
of oral health in these persons, means that this area of
expertise must be developed as a matter of some

prioritys. .

A: IMMUNOCOMPROMISED PATIENTS

Immunosuppressive treatment is commonly used
to inhibit graft rejection (a predominantly T
lymphocyte phenomenon), and autoantibody
production. Immunosuppressive drugs currently
include particularly corticosteroids, azathioprine,
cyclophosphamide and cyclosporin and predispose to
oral infections and neoplasia,

The most common complication of
immunosuppressive therapy is infection, with
viruses, fungi or mycobacteria 2. Hairy leukoplakia
has been described in various immunocompromised
patients, especially those having organ or tissue
transplants 10 and is caused by Epstein-Barr virus.

Immunosuppressive therapy may predispose to
oral carcinomal!l! Kaposi's sarcomal!?, and

lymphomas!3. Immunosuppressed renal transplant
patients may develop oral white lesions (keratoses) -
though these are not known to be premalignant '4.

Cyclosporin is now well recognised to cause
gingival hyperplasia 13 and facial hirsutism as well as
soft tissue morphological changes leading to a coarse
facies 16,

B. OTHER IATROGENIC DISEASE
(1) BONE MARROW TRANSPLANTATION

Bone-marrow transplantation is increasingly
used?, patients being prepared by
immunosuppression with cyclophosphamide and
total body irradiation. Oral effects include
mucositis, dry mouth and parotitis, sinusitis and
infections!7-20, Hairy leukoplakia is a rare
complication.

Following the transplant, graft lymphocytes may
attack the recipient to produce “graft versus host
disease” (GVHD), characteristics of which are
lichenoid reactions and sometimes a
sclerodermatous reaction with dry mouth 18
predisposing to rampant caries 19. 20,
Cyclosporin or methotrexate are used to
ameliorate or prevent GVHD but themselves
may produce adverse oral effects - gingival
hyperlasia or oral ulcers respectively 21

(2) LICHEN PLANUS AND LICHENOID
REACTIONS

Most of lichen planus remains idiopathic2? but
graft versus host disease, drugs, and restorative
materials are sometimes implicated. The
reported association of lichen planus with
autoimmune liver disease in Southern Europeans
has now been disproved in Scandinavian and
British patients 23-25,

Drugs implicated in producing lichenoid
reactions include the non-steroidal anti-
inflammatory agents, antihypertensive agents,
antidiabetic drugs and antimalarnals22, 26,

Oral lichen planus may also appear in close
relationship to restorative materials 22. 27. 28 and
electrogalvanism?® and contact allergy 2933 have
been suggested causes though recent studies
have found no evidence of hypersensitivity34,
Lichenoid reactions may appear also to some
composite restorations3,
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Table 1. Oral side effects that occasionally follow drug treatment
(most are rare but the more common are in bold type)

CANDIDOSIS

Broad-spectrum antimicrobials
Corticosteriods

Drugs casuing xerostomia
Immunosuppressives

ERYTHEMA MULTIFORME
(and Stevens Johnson syndrome)
Barbiturates

Busulphan

Carbamazepine

Clindamycin

Codeine

Frusemide

Penicillin

Pheylbutazone

Pheytoin

Sulphonamides

Tetracycline

ANGIOEDEMA
Aspirin
Essential oils
Mianserin

Penicillin

GINGIVAL HYPERPLASIA
Contraceptive pill

Nifedipine

Nitrendipine

Cyclosporin

Phenobarbitone

Phenytoin

Diltiazem

PIGMENTATION
ACTH
Amodiaquine
Anticonvulsants
Busulphan
Chloroquine
Minocycline
Heavy metals
Mepacrine
Phenothiazines

FACIAL PAIN
Phenothiazines
Stilbamidine

Vinca alkaloids

SALIVARY GLAND SWELLING
Anti-thyroid agents

Chlorhexidine

Ganglion-blocking agents

Insulin

lodides

Isoprenaline

Methyldopa

Oxyphenbutazone

Phenothiazines
Phenylbutazone
Sulphonamides

SALIVARY GLAND PAIN
Bethanidine

Cimetidine

Clonidine

Cytotoxics

Guanethidine

Interferon

Methyldopa

HYPERSALIVATION
Anticholinesterases
Buprenorphine
Ethionamide

lodides

Ketamine

Mercurials

Niridazole

XEROSTOMIA
Amphetamines
Anti-Parkinsonians
Antihistamines
Atropinics

Benzhexol

Clinidine

L-dopa

Ganglion blocking agents
Lithium

LUPOID REACTIONS
Gold

Griseofulvin
Hydralazine
[soniazid
Methyldopa
Para-aminosalicylate
Penicillin

Phenytoin
Procainamide
Streptomycin
Sulphonamides
Tetracylines

PEMPHIGUS-LIKE REACTIONS

Penicillamine
Rifampicin

PEMPHIGOID-LIKE
REACTIONS
Clonidine

Frusemide
Penicillamine
Psoralens
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ULCERATION
Cytotoxis
Emepromium
Gold
Indomethacin
Pancratin
Penicillamine
Phenytoin
Phenylbutazone
Potassium chloride
Proguanil
Monoamine oxidase inhibitors
Phenothiazines
Propantheline
Tricyclics

Verapamil

DISTURBED TASTE
Acetazolamide
Anti-thyroids
Biguanides
Clofibrate
Ethionamide
Gold
Griseofulvin
Guanoclor
Lincomycin
Lithium
Metronidazole
Niridazole
Penicillamine
Phenindione
Prothionamide

BURNING MOUTH
SENSATION
Captopril

Mianserin

LICHENOID REACTIONS
Amiphenazole
Chloroquinine
Chlorpropamide

Dapsone

Gold

Labetalol

Mepacrine

Methyldopa

Non-steroidal anti-inflammatory
drugs

Oxprenolol
Para-aminosalicvlate
Penicilliamine
Phenothiazines

Practolol

Tetracycline

Thiazides

Tolbutamide

Triprolidine
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The management of oral lichen planus is mainly
with topical corticosteriods and new agents such
as etretinate ¢ have had only limited success.

OTHER DRUG -
DISEASE

INDUCED ORAL

Gingival hyperplasia is now a recognised
complication of cyclosporin, nifedipine,
diltiazem and some other calcium channel
blockers3/. 38,

IMMUNOLOGICALLY-MEDIATED AND
OTHER DISORDERS

OROFACIAL GRANULOMATOSIS

The group of disorders variously described as
oral Crohn's disease or orofacial granulomatosis,
and the related Melkersson-Rosenthal syndrome
and Miescher's cheilitis  (cheilitis
granulomatosa) can also sometimes be difficult
to differentiate from sarcoidosis®.

Classic Crohn’s disease can be complicated by
oral ulceration and other lesions even when there
are no gastrointestinal symptoms 49,
Manifestations that may also be seen include
orofacial swelling, mucosal tags, gingival
hyperplasia, mucosal cobblestoning, and angular
stomatitis. Since these may also be seen in the
total absence of detectable gastrointestinal
disease, the alternative term orofacial
granulomatosis has been suggested’2,

Such patients are also predisposed to atopic
disorders4Z; in some there may be an allergic
basis 43. Some may respond to dietary
manipulation and avoidance of putative
precipitants such as various flavourings and
other additives44. In others, intralesional
corticosteroids may be required4’ though
systemic drug therapy is rarely needed.

ALLERGIC REACTIONS

Though proven allergic reactions in the mouth
appear to be rare’ it is likely that some
manifestations have been overlooked and that
food intolerances will be recognised to be of
greater importance. There have, for example,
been clear examples of reactions to various
dentifrices and other materials. Gingival lesions
that have been recognised for many years and a
new association with supraglottic plasmacytosis
has now been described, though an allergic basis
remains unproven4,
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Allergic reactions manifesting as cheilitis and
gingival changes have been with tartar-control
and some other dentifrices 47,48,

VYESICULOBULLOUS DISORDERS

The vesiculobullous disorders characterised by
subepithelial blistering and formerly termed
pemphigoid, are now known to be a
heterogeneous group of disorders, some of
immunological®® and others of non-
immunological aetiology. The diagnosis of
mucous membrane pemphigoid is often not
reliably confirmed with histological and
immunological evidence® but it is important to
differentiate bullous pemphigoids!, dermatitis
herpetiformis 4% and the linear IgA variant52, and
non-immunological disorders such as localised

oral purpura (angina bullosa haemorrhagica:
ABHS3,54),

New topical corticosteroids offer therapeutic
promise in the vesiculobullous disorders 55,

Another recently described entity is that of
superficial mucoceles, These produce small
intra-epithelial vesicles and can, therefore, be
misdiagnosed as pemphigus 56 though
immunostaining shows no positive intercellular
antibody deposits.

ORAL DISEASE RELATED TO USE OF
SMOKELESS TOBACCO

Smokeless tobacco had been increasing in
popularity in many western countries. Two main

types are in common use: snuff, and chewing
tobacco7-60,

There is limited evidence for an association
between the use of smokeless tobacco and oral
cancer and neoplasms other than in the oral
cavity eg. pancreas3’. 61, but smokeless tobacco
can induce oral keratosis and gingival
recessionS2-66 and, as it contains carcinogens its
use is to be deprecateds’. 68,

BURNING MOUTH SYNDROME

Burning mouth syndrome remains a common
condition, often with a psychogenic background,
but sometimes with other aetiologies®®. Among
the more recent suggested organic causes are
deficiencies of zinc 70 or B vitamins 7! but the
results of these latter studies have not been
confirmed by others 72, A few patients may have
similar symptoms due to sensitivity to food
stuffs 73,74,
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