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THTRODUC TION

Howadays much attention has been focused on the
morbidity and mortality atiributed to the use of prescrip-
tion medicetions. It has been widely claimed that react-
ions to drugs have become a major ceuse of hospitalization,
prolonged heospital stays and even death, with projections
of up to 140,000 deaths annually in the United States from
A.RS to druge. Clearly i1f these projections are valid,
A.D.Rg copstitute & major medical_problem. {¥red E.Karch,

and Louis Losagna, 1975).

What is on ADWR ?

The world Health Orpganization has suggested that
an E.D.Ra iz any response to a drug which is noxious and
unintended and which occurs et doses used in man for pro-
phylexis, diasgnosis or therapy.- Although these criteria
for evoluating ﬁ.D.RS seem clear, there are ngjor diffi-
culties ip discerning whether a particular event in a
glven patient is the result of & specific medicaetion or
part of the patient'™s wnder lying illneases. The problem
is further complicated by the fact that most patients
who experience drug reactions often have been vreceiving
many medicaticns and freguantly have several under lying
iliness that might account for the particular aymphtoms
attributed to the drug., Also many of the synmptomatic

complaints often atiributed to drugs as nausea for example
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ig totally subijective.

(Pred i, Karch, and Louls Losasna, 1975).

The body systems most frequently affeclied by -
verse drug reactions according to cluff's study (1904)
of 714 hospitalized patients over a 3 monihs pericd at
John Hopkins Hespital, was the gastrointestinal ftract
35.6%. Stewort F. Alexander {1971} said that rasiroine-
tesgtinal reactions fo medications arc the ones nost
frequently observed and fortunately they are usually the
least harardous. Many of them diarrhea, nouses, veowmiting
were minory drug veoctions, Nevertheless 1T these ninor
reactions are sufiiciently exacerbated, thev can readily
incapacitate and sometimes seriously hara a patient.
Such minor renctions way also be indicateora of nore ger-

icug reactions that ore developiag or have develoned.,

liechanismg of the drmig reactions i

George J., Caranasas (1974) mentiocned that adverse
reactiona were dividid into those resuliing from the
pharmacological effects of drugs and those probably dus
to drug allergy 17.6% of the patients resctions on admig-

gion were due to probable or possible allergic mechanismg.

The adverse effects can be divided into 2 lrinds:

{1} One type is due to an exaggeration of the desired

pharmacological action {(too much drug fized fo
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primary sites of action) or to an unwanted pharma-
cological action (too much drug at other than pri-

mary sites of action}.

{2) The second type involves structural or biochemical

damage of the cell,

Incidence :

(1) Age

During 3 year pericd of gtudy {(Aug. 13869 : July
1672) in the University of #lorida Teaching Hospltal
George. J. Carancses found that propartionately fewex
admission for drug induced illness were obgegrved in pat-
ients undey 6l years of age, but between 61 and 30 yeors
of age proporiionately more patients were admitted
because of drug reacticns. The higher incidence of drug
reactions in older indlvwiduals may he due to the use of
a greater aumber of drugs that increase the 1ikelihood
adverse reactions in the elderly. In the 18% few weeks
of life the renal clearance of drug is relatively lower
than in adults, the liver is deficient in drug metabo-
liging enzymes and the elimination of several drugs is
impaired. The protein binding capacity for drugs is
lower thag ip adults and there is an increase gensiti-
vity of immature tissues to some'ﬂfﬁg effects, The
newborn c¢hild particularly if premaiture is therefore more

susceptible to cexrtain adverse drug effects.
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Age Roange Adverse drug reaction

Year admissicns

11 - 20 6.2 %

21 - 30 10.7 %

31 - 40 11.3 %

41 - 50 11,9 %

51 - 60 18.6 %

61 - TO 24.9 %

Tl - 80 4.7 %

81 - 90 1.7 %

(2) Race, Sex :

Adverse reactions occur more frequently in whites
than in blacks and in women than in men. This is may be
because women tend to fake more drugs, bdut thege studies
not demonsgirate other factors possibly responsible for

the sex differences noted. {George J. Caranasas, 1974).

iale Female Total
White 30.5 % 50.3 % 80.8 %
Black 6.2 % 13,0 % 19,2 %

36.7 % 63.3 % 100 %
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{3) Koute of Drug Adminstration

Adverse reactions to drugs occur more often in

patients are given the drugs orally.

{4) The incidence increases with an increase in the nu-
mber of medication administered, and in the length

of time they are administered. (Smith, 1%66}.

(5) Three quarters of the patients with allergic react-
ions to drugs has ulcer, ulcerative colitis or gas-~

trointestinal  neoplasms.

Avoiding Adverse effects :

(1) Decressing the rate of

(2) Decreasing the frequency of adminggration by the uase
of prolonged action.,

{3) Buffering to the optimum PH before ingesting, inject-
ing or applying tonically to sensgitive surfaces.

{4) Adjusting the tonicity to that of the appropriate
body fludid,

{5) A chieving appropriste rates of disaﬁlution end absor-
ption of drug administered orally in sclid dosage
forms,

(6) Administering the minimum effective dose for the
shortest possible period of time.

{7) Monitoring closely the blood levels of toxic durgs,
particularly these that are hepatotoxic.

(Stewort P, Alexander, 1971).
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In &2 regional aporoach ta gastrointestina) reactions

to drugs one furns to :

Oral cavity - salivary slands,
Pharynx -~ oegophagus,
Stomach — amall inteatine.
Large intestine ~ Pancreas,

Liver, B'iliary syutem — Spleen.
Peritoneum.
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CHAPIER I

ORAL CAVITY AND SALIVARY GLANDS
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ORAL CAVITY AND SaALIVARY GLAWDS

1. Dry Louth :

~ Lourence (1973) said that atropin and other anti-
cholinergic drugs are capatle of reducing all secretions
0f Exocrine glands including salivary glanda leading to
dry mouth., Atropine acte by competing for the same drug
receptors as aceiyl choline, cceupying them and thus re-

ndering the acetyl choline ineffectusl.

- kieyler {1i572~1975) found that antihistamines lead
to dryness of the wmouth, and this is atiributed to an
atropine like asction possesgsed by many aniihistamines,

it iz prominent with deptropine and diphenvhydramine.

- Also lizgals, H.P. (1976) found that a dry mouth
geeurs commonly alter ILV, dnjection of dizopyramide

witich is used in cardiac arrhythmias,

~ Tricyclic antidepressants e.g. indlpramine
{Tofranil) have mnticholinergic action, so it lead to

dry mouth. (Lourence 1973).

2. Stonatitis =

On muccus membranes 2 types of local reactions
may in general be elicited : prirary irritation caused
by toxic waterials and contact allsrgic reactions. The

absence of a keratine layer, of hair follicles, sebaceous
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and sweat glands modifies the effect of the remctions.
The presence of saliva and of an abundant mucosal vascu-
lerization tend to favour rapid absorption of the aller-

gic or toxic compound.

The oral mucous membrane is more resistant to tbe

effect of primary irritants. (Meyler, 1972 - 1975),

- @link, (1974)found that Aspirin held in the
mouth uged in the form of a rinse or placed in mucobuccal
folds opposite teetli produces a chemical burn, thig i=

due to local irritating effects.

- Lourence (1973) said that tetracycline lead to
disordere of epitheliml surface, perhaps partly due o
Vit.B. complex deficiency and partly to mild superinfaci-

ion with yeasts or moulds lead to sore mouth and throst.

- Lourence P, Garrod {1973) found that soreness
of the mouth is fairly common if a course of treatment Ly
chloramphenicol exceeds one wéek. It is stiributable i{o
depression.of the normal flora by the antibiotic in the
saliva and consequent overgrowth of candida slbicans.
Mild cages show little change, but in the more smevere
there is frank stomatitus, it is possible that vitamin
‘B. deficiency or even & direct action of the antibiotic
-on the epithelium of the tongue leads to airophic chargsc.
Also (HMeyler 19?2 -~ 1975} said that : chloramphenicol
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produces 2 distinct types of bong marrow dnmagze 3

a)

bj

induced stomatitis by vaorious mechanism 3

1)

2)

3)

4}

5)

An immedinte type of reaction whicii is dosze dapend-
ent and causeg 2 reversible suppresaion of the for-

maticn of erythrocytes, ilmwombocytes and granulocy-

tes apd,

A delayed type of reaction which occurg less Ifrequen~
tly but in most cases has the nature of an irrevers
ible pancytopenis and is agscciated with a very hnish
mortality. Granulocytopenia causing ulceration of

the mouth and throzt.

- According to Heyler 1972-1975%, Penicillamine

-

An allergic reactions in association with & generali-

med allergic eruption.

Increase friability of the epitheliuvm due Lo Ehe

production of poor collagen.

A penphigus like disorder caused by production of

antibodies againgt the intracellular substance,

Pyridoxine deficiency, which is more likely where
L. penicillamine containing compound has been

given.

Agranulocytosis may be associated with necrotic ul-

CETS.
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- Antineoplastic drugs : e.g. Hitroren musiards,
5. fluorouracil, 6. mercapitopurine, kethotrexate, and
L. asparaginase. All these drugs damage nuclei andé cy-
toplasm of normal as well as neoplastic cells. Inter-
ference with maturation of cells results in regression
of solid fumors but also gives rise to side effects.
Also 5. fluorouracil irhibits the synthesis of DHA and
to a lesser extent R.MN.,A. This antimitotic action is re-
gponsible for the side effects as stomatitis (Cuneri

A.R. 1958),

- Strouthidis, T.M., Mankikar, G,D. and Irvine,

R.E, (1972) treated seventy six incontinent patients
wiith emepronium bromide using the dose recommended by
the manufactures - 100 mg. three fimes a day and 200 mg
at night., In thirteen petients {(17%} four men, nine
women, mouth ulcers developed. All the patients were
mentally impajred. The lesichs occurred in the first

3 weeks of treatment, They were unilateral, starting
as bullae, later ulcerating and involving the fongue
and adjoining mcosa, and occasionally the lower lip.
The unlcers healed when the drug was withdrown, and when
one patient was exposed to the drug again ulceration of
the mouth recurred. The mechanismappears to be local
irritation, though dryness of the moth may be sn addit-
ional factor. It appenred that the ulecer developed in

those patients who held the tableis in the mouth. The
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