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INTRODUCTION




demonstrated by electron microscope (Foster, 1983).

The increased frequency of Infections in the diabetics are well  known,

but their causes have pot been discovered, the opposite view is that infec-

Sherris & Ray (1984) classified organisms as " Primary pathogens", which
May initiate disease in a previously healthy individuals ang "Opportunists"which
are the frequent causesof diseases in the immunocompromised host or whep
firsi-line defense barriers are beached,

Many of the sc-called "host factors " are known to influence the like-
hood that disease wi]] oceur if organisms enter the tissues, or tq play a deter-
mining role in the outcome once the infection has become established. These
include naturaj or acquired antibodies, interferon, Properdin, phagocytic actj-
vity, and the level of the inflammatory response, which js generally manifes-
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mones; chronic lymphedema; ischemia; the presence of foreign bodies such as

Defects in Polymorphonuclear leukocyte functions such as chemotaxis
{(Mowat & Baum, 1971), phagocytosis (Bagdade, et al., 1974), intracellular bac-
tericidal activity (Rayfield, et al., 1978), and serum opsonin activity(Rayfield,
et al.,1978) have been reported in diabetic patients. Studies of cell mediated
immunity by Mac-Cuish, et al., (1974) showed a decrease in lymphocyte trans-
formation in response to phytohaemagglutinin in poorly controlied diabetics.
Elder & Mc Laren (1983) and Naji, et al., (1983) showed T.lymphocyte immu-

noincompetence in a good number of insulin-dependent diabetes in BB-rats,

The  potential of the protozoan parasite, Toxoplasma grondii, to cause
fulminant infection in individuals with Impaired Immunologic defense mecha-
nisms has been stressed (Remington, 1970 & 1974). Most immunosuppressed
patients who develop clinically sever toxoplasmosis are likely to have been
unwitting, asymptomatic carriers of the organism. However, dissiminated
toxoplasmosis may not always result from reactivation of remotely acquired
latent infection, "Exogenous" acquisition of the Organism might well produ-
Ce an acute, €qually devasting iliness in immunologically compromised indi-
viduals and yet cause ng Symptoms at all in norma| subjects (Ruskin, and
Remington, 197g).

Caval]azzi,(lQBS) described a case of neurological toxoplasmosis in a dia-
betic patient. By reviewing the literatyre On toxoplasmosis and ijts predispo-
sing causes, none has reported correlation between diabetes and toxoplasmosis

up till now.

Overhelming strongyloidiasis with dissimation of larvae throughout the
body is being recognised increasingly in patients who are immunosuppressed
either as a result of a disease, because of the administration of immunosup—
Pressive agents, or both {Scowden, et al., 1978 and Siegman,et al.,1981).
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Dissiminated strongyloidiasis

is considered jn any com
explained

gram-negative bacteremia,
infiltrates with or without eosin
(1984)

Promised host with up-

abdominal complaints, and pulmonary
ophilia (Plorge,

1983)b. Venturi &
described a Case of dissiminated strongyl

Viliotti
oidiasis in a diabetic patient.
Yardley and Bayless (1867) noted

certain host factors contributing to
human Susceptibility to glardiasis such as

childhood, Previous gastrectomy,mal-
nutrition, and abnormalities in immunoglob

ulin,

Abd Ei-Lateaf (1982) examined th

€ stools of 80 patients with diabetes
mellitus and 25 control individuals,

the prevalence of Giardia lamblia among

diabetic patients was 21.5 percent as compared to 16 percent

among the
control group,
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1) DIABETES MELLITUS
———=-t» MELLITUS

tinct and definable Pathogenesis, €tiology, invariable set of clinical findings,
specific laboratory tests, or definitive and curable therapy. Rather, diabetes
mellitus should be viewed as g syndrome- a clinjcal entity which can invol-

Diabetes mellitus can alsg be defined as a syndrome of chronic hyper-
glycaemia of various etiologies. [t may present with acute symptoms tha
include thirst, polyuria and unexplained weight loss (classic onset) and these
can progress to life threatening ketoacidosis or hyperosmolar €oma. Subacute
Symptoms include the above, together with pruritis vulvae, balanitis and other
skin infections (Welborn, 1984) ,

(2) Large vesse] disease :

There is accelerated atherosclerosis and medig] calcificatjon,
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(3)  Microvascular disease :
There is an abnormality of capiilary basement membrane characteri-
zed by thickness and abnormal functions, These capillary related le-
sions are often termed microvascular or small-vessel concomitants

of diabetes.

(4) Neuropathy :
These are peripheral sensory and motor defects, autonomic nervous
system dysfunction, segmental demyelination and abnormalities of
Schwann cells  (Porre and Halter, 1981).

When diabetes is inherited, it is caljed essential or idiopathic, while

to  develop diabetes, i.e are prediabetics, Hereditary idiopathic diabetes is
classified into Insulin-dependent diabetes mellitus (IDDM) and non insulin de-
pendent diabetes mellitus (NIDDM) (Porte & Halter, 1981).

Table (1) shows the clinical characteristics of the two major types of
Diabetes mellitus according to the National Diabetes Data Group (1979).
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Table (1)

CLINICAL CHARACTERISTICS OF THE TWO MAJOR TYPES
OF THE DIABETES MELLITUS

NIH Diabetes Data
group Terminology,

Age at onset

Insulin dependent

Diabetes Mellitus (IDDM)

Non Insulin dependent
Diabetes Mellitus (NIDDM)

Usually less than 45 years

Genetics

Usually over 30 years

Less than 10% of first degree
relatives are affected,

More than 20% of first degree
relatives are affected,

HLA

Associated with HLA-B8, Dw 15
DW3 and Dw4

No HLA association

Immunity

Increased incidence of auto-
hmmmzphammaxm.

Body weight

No increase in autoimmine
phencmencn,

Usually lean

Usually obese

Metabolism

Treatment

Ketosis prone

Ketosis resistant

Insulin

Weight loss, may need oral
agents or insulin

National Diabetes Data Group (1979).
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A)  Juvenile - onset - type Diabetes (jOD)
Idiopathic, type I, Insulin - dependent Diabetes Mellitus (IDDM )

Under new terminology, this will be called insulin dependent diabetes
(IDD). Insulin deficiency is the most characteristic finding of this type of Dia-
betes mellitus. It is also characterized by, sudden onset, sever hyperglycae-
mia and rapid progression to ketoacidosis and death unless treated with insu-
lin. About 50% of these patients are diagnosed before the age of 21, with a
peak incidence near puberty (Porte and Halter, 1981).

Clinically patients with IDD are lean, and even after treatment there is
a little tendency to obesity. Diagnosis is usually not a problem as they are
almost always grossly hyperglycaemic and Symptomatic with borderline or
overt ketosis in the absence of insulin treatment. They do not respond to
oral suphonylurea agents and at autopsy, have gross B-cell failure {Porte and
Halter, 1981).

Islet cells antibody (ICA) have been reported in at least 85% of insulin
dependent diabetics at the time of onset of their disease with a gradual decre-
ment in the prevalence thereafter (Lendrum et al, 1976., Del Prete, et al.,
1977 and Bottazzo, et al.,, 1974).

A significant association between ICA and specific HLA antigens has been
reported by many authors, A persistant linking of ICA with HLA-B8 and DR3
{ Morris, et al.,1976; Irvine,et al,, 1977 and Del Prete, et al.,1977).

IDD is also associated with an increased risk of having autoantibodies to
thyroid tissue and an increased risk of clinical Hashimoto's thyroiditis, another

syndrome associated with HLA-B8 (Porte and Halter, 1981).
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B} Maturity - onset Diabetes (MOD)
Idiopathic, type II, non Insulin Dependent Diabetes Mellitus (NIDDM)

Under new terminology, this will be called non-insulin dependent diabe-
tes (NIDD), The ability to survive without ketoacidosis in the absence of insy-
lin therapy is the distinguishing characteristic of these patients. This disease
usually has a slow onset and in the begining is often asymptomatic, making
it difficult to date the onset of the metabolic abnormality. Despite its clear
genetic character, the clinical onset of the disease is relatively late and may
not appear untill the 60's or 70's or 80's (Porte and Halter, 1981).

NIDD is usually associated with obesity {about 60-70%) and has no asso-
ciation with any HLA antigens. Insulinopenia is not present (except in later
stages) although there is a blunted or delayed insulin response to glucose sti-
mulus. The insulin response to argenine and to tolbutamide Is normal in these
individuals, so the deficiency of the B-cel] receptors may be specific for glu-
cose and/or the presence of post receptor block in the insulin stimulated path-
ways of intracellular glucose metabolism (Cudworth, 1976).

Patients with NIDDM may be asymptomatic for years or decades and
show only slow progression of the disease. However the typical chronic asso-
ciations and complications of diabetes, namely; macroangiopathy, microangio-

pathy, neuropathy and cataract may be seen in this type ( Fajans, et al.,
1978).

While insulin treatment is not necessary for survival, it is often
used therapeutically and is effective. Thus all insulin-treated patients do not

necessarily have insulin-dependent diabetes (Porte and Halter, 1981).
The etiology of the maturity-onset diabetes is not clear, although seve-

ral factors predisposing to its appearance are known (Ghalioungui and Ghareeb,
1978).
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Stages of Maturitz ~ onset type Diabetes :

parts of the disease ang therefore are present at birth, an attempt has been
made to separate the syndrome of maturity onset type diabetes into the cli-
nical phases as they present themselves to the physician. Their classifications
are based upon the presence or absence of hyperglycaemia or the degree of
measurable carbohydrate intolerance. The separation between categories is
arbitary. Such a classification does not mean to imply that an individual ne-
cessarily progresses from one Stage of carbohydrate abnormality to the next.
They are simply definitions which are used for communication between clini-
cians. Thus in the natural history of carbohydrate intolerance, progression or
regression from one stage to the next (I) may never occur {2} may occur
very slowly over many years, or (3) may be rapid and explosive

(Porte and Halter, 1981).

1. Potential abnormality of glucose tolerance

This category is essentially theoretical in that it designates individuals
who have the diabetic gene or genes but in whom there is no measurable car-
bohydrate abnormality. It covers the interval between conception and the time
when abnormalities in glucose metabolism can be identified (Porte and Hal-
ter, 1981),

According to Ghalioungui and Ghareeb {1978), candidates to this group
recruited amongst :-
(1) Healthy identical twin of diabetic persons.
(2) Obese subjects with diabetic history in blood relatives,
(3) Women with abnormal obstetric history: Large babies, repeated
miscarriages and stillbirths, hydraminos, toxaemia of pregnancy,
and foetal abnormalitijes,

lar disease.
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