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Diabetes M dlitus associated Erectile Dysfunction.
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Abstract : Erectile dysfunction is common in diabetic patients and occurs at a younger age group than non diabetic population.
Both neurogenic and vascular factors are important in the pathogenesis of erectile dysfunction.
Keywords: Pathophysiology , evaluation and management of erectile dysfunction is discussed.

INCIDENCE AND PREVALENCE

ectile dysfunction is more common in digbetic than in the generd

lation and occursat ayounger agegroup andisoften associated

ith gaculatory problems'. Vast mgority of diabetic patientshave

an organic bass for their erectile dysfunction . Both neurogenic and

vascular factorsareimportant in the pathogenesis of erectile dysfunction.

Autonomic neuropathy isalmost certainly the cause of gaculaory failure
but may be present in upto 40% of men with Digbetes mellitus>+Y",

Thefrequency of erectiledysfunctionin digbeteswasevaduatedinasurvey
of 541 men aged 20 to 59 years with digbetes mdlitus atending alarge
community diabetesclinic. Theprevelanceof ED increased progressively
with age from 6 percent in men aged 20 to 24 yearsto 52% in men aged
55 to 59 years. In addition to increasing age the main factors associated
with ED were peripherd or autonomic neuropathy, retinopeathy, long
duration diabetes and poor glycemic control®®. In a smilar study ED
severity incressed with digbetesduration, poor glycemic control, presence
of microvascular and cardio vascular diseese. This study suggests thet
the presence of ED isapredictor of cardio vascular eventsin men with
digbetes®*>. Men with diabetes who develop ED experience significant
dedinein qudity of life aswell asincrease in depressive symptoms.

PATHO PHYSIOLOGY

Erection is a neurovascular event that involves spina and supra spind
pethways. Thefinal common pathway involvesthere easeof NitricOxide
(NO) from both endothelid cellsand neurons, which actsasavasodilator
causing penile engorgement and erection. No is degraded by Phospho
diesterasetype5 enzymeinthe penis’. When the neurovascular pathway's
are inhibited by medica conditions or drugs, results in ED . The
development and maintenance of anorma erection requires an increase
in parasympathetic activity and a reduction in sympathetic activity and
these changesincrease the blood flow into the Corpora Cavernosa of the
penis and relax the trabecular smooth muscle of Corpord cavernosa
thereby decreasing venous drainage. ED can result from loca nerve
damage (eg : Neuropathy or surgicd trauma), impaired blood flow tothe
penisor psychologica factors. Cavernosal muscle degeneration isfound
in digbetic men with ED %34,

All men with diabetes should be asked about erectile dysfunction. The
other causesof ED suchasdrugs, vascular diseese, endocrinedysfunction,
depression, dcohol consumption should be looked into. Men should be
examined for retinopathy, peripheral or autonomic neuropathy,
hypertension peripheral vascular disease, hypogonadism and
gynaecomastia>**1, Some expert groups suggest that men with digbetes
and erectiledysfunctionwho areplanning to start vasoactive drugsshould
first undergo evduation of CHD . Depression is an important cause of
ED in men with Digbetes. In astudy the prevaence of mild or moderate
and severe ED was 24 and 34% respectively>Y,

EVALUATION

Laboratory testing should include haemoglobin AIC, Serum cregtinine,
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Cholegterol, testosterone, prolactin, thyrotropin and Urinary protein
excretion.

In one sudy of 1022 men with ED, persstently low serum testosterone
(less than 300ng /ml) were found in 4% of men under age 50 yrs and
90% of those age 50yrs or older®. If testing had been restricted to men
with symptoms of low sexud desireand Sgns of hypogonodism 40% of
the men with low serum testosterone would have been missed. Some of
them may respond to trestment with testosterone .

Specifictestsof peripherd or autonomic nervefunction arenot necessary.

TREATMENT

Severd treatment option are available for ED none of which is specific
for didbetes. Intensve glycemic control reducesthe development of ED.
Thereareno datato suggest intensivetherapy for blood sugar canreverse
or improve ED once it has developed®.

Most men with digbetes have one or more organic causes for their ED.
Psychologic factors are dso often present. Pshychosexua counceling
doneisnot often effectivein diabetic men with ED but it may be helpful
as an adjunct to drug therapy with Phospho diesterase Inhibitorsi®®,

Thefirgt line thergpy for ED are a dass of drugs that are cydic GMP
PDE 5 inhibitors (Sildengfil, Taddafil, Vardendfil) that prolong the
vasodilatory effect of Nitric oxide to initiate and maintain an erection.
Andysisof 8 tridswith 976 diabetic men teking sldendfil vardendfil or
tada&fil reported improvement in severd indices of erectile dysfunction.
Theadverseeffectswere headache, flushing, dyspepsia, abnorma vision,
backpain etc. PDE 5 inhibitors are contra indicated in patients taking
nitrates'®.

With Intra urethrd dprastodol (Prostaglandin E1) the success rate was
65%'418,

Intracavernosd injectionwith pgpaverine phentolamineand progtaglandin
E1, either done or in combination are effective men with ED°,

The patients who are not getting benefit from these treatments are
considered for Penile prosthesis implantation. Semirigid and inflatable
penileimplantsareavailable. Menwith peyroniesplaquewith ED benefit
from dermd grafting and Penile progthess implantation. Incidence of
infection is more in diabetic men who undergo penile prosthesis
implantation+202.,
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EDITORIAL

marked clinical and pathologica overlap. These may be

roadly classified as syn nucleopathies (PD, DLB, and MSA)
and tauopathies (PSP and CBD), however making a pathologica
diagnosis is not always feasible. Genetic studies CSF biomarkers
and functional imaging may be helpful in diagnosing these disorders
at an early stage when aclinical differentiation is difficult.

kai nsonian disorders encompass a heterogeneous group with
b

Role of Genetics

Recent advances in genetics have shed light on the underlying
pathophysiology of various parkinsonian syndromes . The genome
wide association studies have found more than 16 PARK loci
associated with PD and 11 genes for PARK loci with new insights
gained every year. Five of the identified genes present as typica
Parkinsons disease [a-synuclein, parkin, PTEN induced putative
kinase 1, DJ-1, and leucine-rich repeat kinase 2 (LRRK2)] while
mutations of ATP13A2 (PARK 9) cause Kufor—Rakeb disease
characterized by both Parkinsonism and many atypical features 2.

Cerebrospinal fluid biomarkers®

The Cerebrospina fluid (CSF) represents a potentially reliable
biomarker source for diagnosing various parkinsonian syndromes.
Tota -&syn is apromising marker in differentiating PD, DLB and
MSA from other neurodegenerative diseases. Similarly
Neurofilament light chain (NF-L) may be helpful in differentiating
PD from atypical parkinsonian syndromes. CSF AB- 42 might be
helpful in predicting cognitive decline in patients with PD.

Functional imaging - positron emission tomography
(PET)/ singlephoton emission computed tomography
(SPECT)

Dopamine transporter imaging (DAT) has largely been employed
with SPECT using 123l-ioflupane or DATSCAN. This typically
revealsnormal DAT levelsin caudate and putamen of healthy people
and patients with essentia tremor & drug induced parkinsonism but
reduced DAT levelsin PD, PDD, MSA or PSP. Hence it has high
sengitivity in differentiating patients with parkinsonian syndromes
fromthosewith ET and healthy controls*2Cracl opride(*C-RACLO)

PET isemployedinorder to estimate D2 receptor and various studies
showed that these receptors are more reduced in MSA than in
PD.FDG PET (18 Fluorodeoxy glucose) directly assesses synaptic
activity. In PD metabolism in putamen and globus pallidus is
increased whereas parieta associated cortices show decreased glucose
utilization. In contrast in MSA bilateral putamina hypometabolism
and decreased pontocerebellar activity is observed and PSP is
characterized by decreased activity in premotor, motor cortices and
mid brain.

Each of these markers may be helpful in selected casesfor clinching
an early diagnosis. However further research may bewarranted before
these can be incorporated in routine testing.

Thisissue on Parkinsonism discusses briefly about clinical approach
to differentiate various parkinsonian disorders followed by their
neuroimaging findings, clinical features of atypical parkinsonian
disorders and management issues.
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