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Dear Fellows and Members,

The current issue of JIMSA is devoted to a very
important health hazard, especially pertaining to the
fetus as well as new born. Poisoning through placental
transmission or by way of contamination in water and
food as adultrants, insecticide, residues etc. is a
widespread problem in the developing world.
Contaminants carry major unnoticed, undetected health =
risks. Through the pertinent articlesin IMSA, academy |
wish to draw the attention of the health authorities as 4
well as the administrators who should wake up and act,

so that posterity can be safer from many major health problems hitherto seen
or yet to be seen. Every fellow and member should strive hard with their
research activities to find out the source of such contaminants and suggest
ways and means to prevent such silent killers.

Our IMSACON-2006 on 3rd to 5th of November at Lahore, has been a very
sucessful and a memorable event. Prof. Shaheena made all out efforts to
organise an excellent meeting at Lahore.
Wishing all fellows, members and readers of JIMSA a very happy year 2007.

& IMSA/ JIMSA WEBSITE
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VOL.19NO. 4

PRESIDENT WRITES

Dr. K. Jagadeesan,
President, IMSA

S
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.Imsaonline.com
WWW.|imsaonline.com

All fellows and members of IMSA can have access to the site and get information about
its objectives, benefits to the fellows/members, chapters and their activities including
seminars, refresher courses, rural CME;s etc. and also IMSACON - aregular annual
event of international standard; application form for enrollment as fellow/member can
also be downloaded. Fellows - members and even not fellows - members can have access
to full text in the quarterly journal - jimsa from July - Sept. 2003 onwards by putting
their E-mail address under ‘user name' and using the password ‘UserJimsa'.
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FROM EDITOR’S DESK

JMSA will soon be entering the third decade of its existence. Besides the regular issues with
improved scientific content, special issues and symposia on topics of current interest, have
been published regularly. These issues have generated good response and earned wide
appreciation. Requests have been pouring in from several teaching institutionsfor contributorions
to the special issues and symposia. JIMSA Best Article Award, instituted in 2004, has not only
encouraged the contributors but has also raised the image of the journal.

In the present issue, a well written editorial by Prof. A.P.Dubey has brilliantly discussed the
pattern and hazards of poisoning in children; this editorial review supplements the information
givenintheorigina work carried out on alarge population of children, from Ludhiana (Punjab)
India. A series of interesting original articles, case reports on some of the practical topics
covering different disciplines of medicine are also published in this issue. An update on Non
Cirrhotic Portal Fibrosis — a term first coined by Prof. A.K.Basu from Kolkota in the year
1967, elaborately highlights the epidemiology, clinical spectrum and management of
complications of this common topical disorder. In another communication on Benign Prostatic
Hyperplasia, the authors have focused on the increasingly popular medical treatment of this
surgical condition. Also included in thisissueisa Symposium on An integrated approach in
the management of peripheral vascular disease, with Dr. Ashok Gupta as guest editor. The
topics covered are realy practical and provide an overview of what is evidence — based in
vascular diseases; | am indeed grateful to Dr. Ashok Gupta and other contributors of this
symposium. | am confident with vide variety of topics covered in this issue, this publication
will make an interesting and informative reading for all.

| take this opportunity to thank all the members of editorial and advisory board and other peer
reviewers of JMSA, for their help in compilation of this publication. | would also like to
extend my appreciation to all the advertisers of thisissue.

Wishing all the readers of JIMSA Very Happy and Prosperous New Year 2007.
P. D. Gulati

f JIMSA BEST PUBLISHED ARTICLE AWARDS \

Journal of International Medical Sciences Academy has instituted award for three (3)

best original articles published during the previous 3 years; guidelines are as below:

(1) Original articles belonging to any discipline of medicine published in IMSA during

the previous three years.

(2) Age Limit for the principal author/main researcher should be 45 years and below.

(3) Number of awards: Three (3) annually, carrying agold plated medal, citation and cash

prize (1st Rs. 3000/-, 2nd Rs. 2000/-, 3rd Rs. 1000/-)

(4) Awardee should preferably be a fellow/member of IMSA; non-fellows/ non members
can also be considered for the award if the original work is outstanding; and if selected
for the award will be required to apply for fellowship membership of IMSA.

(5) Awardees should preferably plan to receive the award at the annual IMSA conference

- IMSACON: in case he is unable to attend the conference, the award may be sent
K through courier, if desired. J

Copy Right No part of this publication may be reproduced, or transmitted in any form or by any means, electronic or mechnical, including photocopy without written permission from the Editor.
The Editor disclaims any responsibility or Liability for statements made and opinions expressed by authors.

IMSA is now on website and our address is www.jimsaonline.com / www.imsaonline.com
JIMSA is indexed by Experta Medica, Indian Science Abstracts/Chetna, Bibliographical Data base
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POISONINGSIN CHILDREN

A.P. Dubey, K. Rajeshwari
Department of Pediatrics, Maulana Azad Medical College, New Delhi 110002, India

Abstract: Accidental poisoning isaworld wide problemin childrenin the age group -5 years. Most pediatric poisoning
isaccidental and less than 1% is clinically serious. Majority of accidental poisoning is due to ingestion of non-toxic
substances and only reassurance is needed. Only minority of poisoning in children are clinically serious requiring
prompt attention. An effort has been made here to present an overview of pediatric poisoning including various
management modalities. The best way to avoid accidental poisoning is education of parents and to prevent easy

access of children to the toxic substances.

INTRODUCTION

Accidental poisoning in children is a globa problem. The relative
importance of poisoning as acause of childhood morbidity and mortdity
increases when manutrition and infections are brought under control.
Most pediaric poisoning is accidentd in nature and occurs between the
ages of 1-5 years. Less than 1% of pediatric and poisoning is dinicaly
serious and degth is rare. However some drugs including methadone,
TCASs iron, theophylline, antihistamines, methyl dicylate, phenothiazines,
quinine, chloroquine and cacium channe blockers can cause severe
toxicity after very small ingestions.

POISONINGS IN INDIAN CHILDREN

Accidental poisoning is the twelfth leading cause of admissionsin
pediatrics wards in India and accounts for about one percent of the
hospitalized patients. Most cases of accidental poisoning are
preventable. The exact incidence of poisoning in Indian children is
not known. In astudy of 250 cases over aperiod of 2 years admitted
to Dr. R.N. Cooper hospital, Mumbai for various poisonings, over
all incidence of poisoning was 11.9% among hospital admissions.
Of these 58.4% were seen in the age group of 1- 4 years. Mde to
female ratio was 1:7:1. Incidence of food poisoning was 48.8%,
followed by that of kerosene (24%), pesticides (9.6%), chemicals
and medicaments (8.4%), plants (3.6%) and animal hites (3.2%).
Overal mortality was0.8%. In another prospective study of 120 Indian
childrenwho were brought to hospital with history of acute poisoning,
accidenta poisoning was seen in 116 cases (96.7%). Most 78 (65%)
children were in the age range 1 -4 years. Medica aid was sought
earliest in case of children with animal bitesand in infants. Kerosene
and medications accounted for 72 (60%) of poisonings. None of the
caretakers of children received any instruction regarding prevention
of accidents and poisonings prior to the episode inspite of multiple
contactswith healthcare providers. In another perspective study from
Punjab, published in this issue, poisonings constituted 0.6% of total
pediatric admissions. Accidental poisoning occurred at homein 94%
of cases. Kerosene ail followed by organophosphorus compounds
were the commonest causes of poisoning. The National Poisoning
Information Centre (NPIC) was set up in the Department of
Pharmacology in 1995 at All India Institute of Medical Sciences
(AIIMS), New Delhi. The center functionsround the clock, 365 days
inayear and providesinformation on various poi soning and treatment
protocols on telephone, fax, e-mail and in person. The NPIC hasthe
back -up of latest literature on poisoning due to avariety of products

Correspondence : Professor A.P. Dubey
E-mail : apdubey52@rediffmail.com

that include household items, agricultural and industria chemicals,
drugs, environmental toxins including plants, animals bites, stings
and other miscellaneous products.

ECOLOGY OF POISONING

Interaction between the host and the environment (including eesy access
to the poisoning become very active and try to exploreunfamiliar objects
by putting these into their mouth and tasting these.
Largefamiliesand small accommodation: Inlargefamilieslivinginsmall
houses, thereislittle soragefacility and therefore children living in small
overcrowded houses are exposed to grester risk of poisoning.
Environment: Lead poisoningiscommoninchildrenlivinginaresswhere
there areworkshopsfor repair of old automobile lead storage betteries or
for manufacture of lead typesets for printings presses. Caugtic soda
poisoning used to be observed frequently in children of families which
prepared washing soap for domestic or commercid purposes in their
own houses. Insecticides, medicines, ngphthaene bals and kerosene are
common household things which are potentia hazards.

Rural or urban areas: The pattern of poisoning variesin rurd and urban
areas due to exposuresto different types of potentia poisons. Snakebites
are more common in those wandering in fidds.

HOUSEHOLD POISONING

The household poisoning could either be anon toxic ingestion or atoxic
ingestion. A non toxic ingestion is defined as that occurring after an
individual consumes a non - edible product that usualy does not
produces symptoms, such as abrasives, adhesives, air fresheners,
aluminum fails, antacids, baby products cosmetics, candles, chak,
erasers, ball point pen ink, lipsticks and lubricants etc. Household
toxic ingestion consists of consumption of either of the following:
soaps and detergents, shampoos, bleaches, disinfectants and
deodorizers, acids and akalis, boron compounds, cosmetics, nail
polish remover (gamma butyrolactone ), disk batteries, naphthalene
moth balls, tobacco products, pica, insecticides, pharmaceuticalsand
paints. Nearly 75 percent of poisoning episodes are due to ingestion
of non -toxic substances -which requires reassurance to the children
and their parents. About 20 percent of poisoning episodes require
urgent measures to remove the poison and approximately 5 percent
of poisoning need intensive treatment.

MANAGEMENT OF POISONING

The basic elements of the medical management of poisoning are
(1.) Support vital functions; (2.) Identify agent (when possible);
(3.) Remove, neutralize or reverse toxic effects of poison; (4.)
Hasten recovery; (5.) Treat damaged or poisoned organs systems
and prevent further damaged whenever possible.
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Initial Management

In acase of poisoning the immediate priority must be to maintain life.
The generd gpproach to evaduation and support of arways and cardio
respiratory function remains same as taught in pediatric advanced life
support course (PALS). During theinitid evauation and support of vitdl
functions, amember of theemergency team should makeeffort toidentify
thepoison. A congdlation of dgnsand symptomscondstent withingestion
on exposureto atoxin is cdled toxidrome. (Table 1).

It is important to recognize toxidrome when an acutdly ill patient does
not have any obvioushistory of poisoning. For some of thesetoxidromes
life saving thergpies are available (teble 2).

Immediate Care : Theinitia priority in treating serioudy ill patient
with poisoning is standard resuscitation, i.e. airway, bresthing and
circulation. Inadequate ventilation caused by airway compromise or
reduced respiratory effortsmay reguireoropharyngea or nasopharynged
arway and bag —-mask ventilation with the provison of supplementd
oxygen until adefinitearway can be obtained through toxinreversd (for
example, ndoxone for opioids). Hypotension should be treated initidly
using intravenous fluids (an initia bolus of 10 -20 mi/kg of Crygdloid

Table 1: Examples of sympiom ComplezesTozidromes.

Fupila Respiraon  Consciousness  Passible apent Other associations
Punpoind TL Ciamia Organiphosphorus Cholinergic: Bradyeardia
Wheese, Salivation,
J‘ Loma Oipiidz Hypotensian, hypotbemaia
Jr Coma Flemolhigeines  Cardise arrhylbmias
&
Dilmed Apitation Alropine Anticholinergic; Fever
Dy mucous membranes,
¥ |I_'nhil'3. Urinary relenismn
l. Cioma |.ri|.'f. clic Cardins arrhytomi,

Antsdeprossants  seinres, bypotension

v Coma Sedatives, Hypatensian, kypothemiia,
Barbinurates bnvporeflexia.
& . .
Apiation Theophyllane, Seirures, achycardia,
Ampheiamines hypericrtion, scidosis.
Iermal T Coma Urenia Acidosis, hyparkskemin,
T Semi coma Salicvlaes TiFmitus, agitation,
Diapharesis, alkuboss
ulhrwed by acidosis.

Table 2 : Toxidromes for which life saving therapies are available

Toxidromes Therapy

1. Opioid: Miosis, CNS depression,
Respiratory depression.

Intravenous naloxone

2. Cholinergic: (caused by organophosphates
And carbamates)

Atropine and pralidoxine

3. Cyndlical antidepressant toxidrome
(Altered sensorium, wide QRS complexes,
arrhythmias)

Sodium bicarbonate

4. Hypoglycemia: it should be suspected in any
child with altered sensorium or seizures.

Intravenous 25% glucose.

(Occurs due to Oral Hypoglycemic, beta blockers, salicylates, ethanol)
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titratedtoclinical effect). Hypotens on produced by poison suchasopioids,
beta blockers or diogoxin can in addition be treeted using the specific
antidote (i.e naloxone, glucagon and diogoxin specific antibodies
respectively). Hypotension resistant to treatment with IV fluid or
gopropriate antidotes is managed by measuring centra venous pressure
to ensure adequite circulaory filling and then cautions adminigtration of
an appropriate isotropic agent.

Arrhythmias associated with poisoning should generdly not be treated
with anti -arrhythmic drugs as afirst line gpproach. Factors precipating
or contributing to the arrhythmia such as acidos's, hypocalcaemia,
hypomagnesaemia and hypoxia should be corrected. Correction of
precipitating factors and the appropriate use of antidotal agents negates
the need for anti arrhythmic agents in most cases. Sugtained seizures
should be trested using benzodiazepines (lorazepam or diazepam). It is
important that abeds desugar ischecked early inany patient with .seizures
to exclude hypoglycemia as a cause. Petients with core temperatures of
greater than 39°X should be aggressively treated with cool 1V fluid and
active cooling meesures because prolonged hypothermia can result in
sgnificant complications such as rhabdomyolysis and disseminated
intravascular coagulation.

Preventing Absorption : Mot toxins are rgpidly absorbed from the
gadtrointesting tract or through inhaation. Many may aso be well
absorbed upon dermd contact. Prompt action to remove the toxin and
minimize contact with the absorptive surface is crucid used to prevent
absorption of atoxin from the tomach and gestrointesting tract and eech
has limitations and risks. A decontamination procedure indtituted after
the drug is absorbed poses a risk to the patient with no potentia for
benefit. In generd mogt liquid drug products are dmost completely
absorbed within 30 minutes of ingestion and most solid dosage forms
within 1 -2 hours. Gastrointestind decontamination beyond thistimeis
of no vaue.

Investigations : All poisoned patients should have their heart rate,
blood pressure, respiratory rateand temperaturesrecorded. Patientsshould
undergo forma weight measurement as part of routine clinical care. An
ECG may detect occult cardiac conduction abnormdlities of diagnogtic
and prognogtic sgnificance. All unconscious patients and those with
features of severetoxicity (seizures, hypotension, cardiac arrhythmiasor
respiratory depression) should have measurement of eectrolytes, rend
function, paracetamol concentration and determination of acid basestatus.
Meesurement of plasma drug concentration is not routingy helpful in
treating poisoned patients and should not be part of clinica care.
Exceptions include paracetamoal, sdicylates, iron, lithium, theophylline,
ethylene glycol, ethanol, methanol, and to a lesser extent diogoxin,
phenobarbitone, sodium vaproate and cabamazepine. Mogt poisoning
should be treeted on the basis of observed dinicd toxicity rather than
drug concentration.

Gut Decontamination : Theroleof gut decontamination procedures
isoutlinedinaseriesof consensusstatements” published by theAmerican
Academy of Clinicd Toxicologists (ACCT) and European [ Associaion
of Poison Centers and Clinical Toxicologists (EAPCCT). Activated
charcod is a ; sife and probably effective agent used to decresse the
amount of drug absorbed from the gastrointestind (Gl) tract into the
blood stream. Thereispaucity of well controlled datafrom dinicd studies.
Activated charcod (Ig/kg) ordly should be consdered for patients who
have ingested a potentialy toxic overdose within the previous hour. It
can begiven to unconscious patients after intubation through alarge bore
nasogadtrictube. Gadtriclavagehasnorolein-routine Gl decontamingtion
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of actudly poisoned patients. There is no evidence that gadtric lavege
improves patient outcome. Gastric lavage should only be consideredina
patient presenting within one hour of ingestion of a potentidly life
threatening overdose. Vagd stimulation and hypoxiaduring gestriclavage
potentialy increasesrisk of cardiec arrhythmias. Adminigtration of syrup
of ipecactoincidencevomiting after acute overdoseisnot part of accepted
clinica care.

Whole bowd irrigation is a newer method of gut decontaminetion that
entails adminigtrating nolvethviene Qlveoal (25-40 ml /k{!/hour either
ordlv or bv wav of hasogadtric tube for 4 -6 calcium channd blockers)
Contra indications to its use include obstructed bowe, ileus or G |
hemorrhage.

Antidotes. Antidotes are available for alimited number of drugs
and poisons. Prompt administration of antidote can be life saving.
Enhancing Elimination: Enhancing excretionisuseful for only
afew toxins.

Diuresis: For most toxins, renal clearance is not proportionate to
urine voluing; thus diuresis alone does not increase elimination.
Increasing the Ph of the urine with intravenously administered
bicarbonate increases the elimination of weak acids, such as
sdlicylates and phenobarbital .

Dialyss Few drugsor toxinsareremoved by didysisinamountssufficient
tojudtify therisksand difficulty of didysis. Examplesof toxinsfor which
didysis may be useful include methanol, ethylene glycol and large
symptomatic ingestions of sdicylate or theophylline.

HemoDerfuson: Itisrarely usadin children becauseof therisksassociated
withitsuse.

PREVENTION
Poison prevention education should be an integrd part of dl well child
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vidits, even before a child is mobile. Counseling parents and other
caregiversabout potentia poisoning risks, how to make* poison proof’ a
child’'s environment and what to do if a poisoning occurs diminishesthe
likelihood of serious morhidity or mortaity from an exposure. Poisoning
exposuresin children 6 -12 years of age are much less common (4% of
exposures). Toxic exposures in adolescents are primarily intentiona
(suicide or abuse) or occupationd. Pediatrician should be aware of the
signs of drugs abuse or suicida idegtion in this population and should
agoressively intervene. Future directions: Cregtion of centers in mgjor
citiesand townssmilar totheNPIC at AlIM Swill facilitate early referra
of poisoned patients to gppropriate centers and ingtitution of prompt
treatment. Making life saving antidotes and anti snake venous widely
available across the country will decrease morbidity and mortdlity
.Dissamination of informeationto parentsregarding prevention of poisoning
by hedlth care providersis easily feasible and requires only motivation.
Only parent information can reducethe problem of poisoningsin children
inthelong run.
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INCIDENCE AND PATTERN OF
ACCIDENTAL POISIONING IN CHILDREN

Daljit Singh, Harmesh Singh Bains and Vinneet Arora
Department of Pediatrics,Dayanand Medical College & Hospital, Ludhiana, Punjab, India

Abstract : Accidental poisoning isacommon problem in children due to their natural exploratory behaviour. The magnitude of
this problem is associated with regional peculiarities. With this background, all children admitted in pediatric ward were studied
over a period of 6 years to find out the incidence and type of accidental poisoning. Overal incidence was found to be 0.6%.
Commonly observed poisons were kerosene oil (25.7% ), organophosphorus compounds (21% ) and drugs (20%). The mortality

rate was 7.6%.

INTRODUCTION

Accidental poisoning in young children is often encountered by
pediatricians and generd physcians. The advent of various socid and
environmenta changes has brought about a noticeeble dteration in the
pattern of poisoning now a day. Fresh hazards are congtantly gppearing
with increesing use of various chemica substances in households and
essy avalability of drugs.

The pattern of poisoning varies from placeto place because of difference
inthesodd and epidemiol ogicd factorssuch aseducation, Socio-economic
gatus, loca beliefs and customs and urban or rurd distribution of
population. Cumulative data about various categories of accidental
poisoning from different parts of country are necessary to assess the
meghitude of this childhood problem. The present study was conducted
to determine the pattern of accidental poisoning in children admitted in
thistertiary care hospitd in Punjab.

MATERIAL AND METHODS

This prospective study was caried out in the department of pediatrics,
Dayanand Medica College & Hospita, Ludhiana, Punjab. All children
admitted to hospital with accidental poisoning during 6 years viz June
1996 to May 2002 were indluded. The detailed data recording included
age, sex, urban/rurd digribution, type of family, nature and mode of
Jp0i Soning, occupation and education of parents. Thetimeinterval between
theingestion of the offending agent and admission to Children with food
poisoning and patientswith toxic andidiosyncratic reectionsto prescribed
drugs were not included in this study.

RESULTS

During the period of thisstudy, 17838 children were admitted in pediatric
ward. 105 children were diagnosed to be having accidenta poisoning
condtituting 0.6 % of the totd admissons. Of the 105 children 10.5%
were below 1 year, 41.9%,28.6% and 19% were in the age group of 1-
3,3-5 and more than 5 years respectively.(Table | ). Maes congtituted
68.6% cases with mde to femde ratio of 2.2.1. Seventy five (71.4%)
patients belonged to urban areas while thirty(28.6%) beonged to rurd
areas. Thechild bel onged to nucl eer family in 46 (43.8%) and joint family
in59 (56.2%0).In mg ority of cases(84.8%) themotherswerehousewives.
(Table 2) rhe poison was accidentally consumed a homein 94% cases .
Remaining sx children consumed poison in the neighborhood. 36.2%
patientswere admitted within 6 hours of ingestion of the offending agent,
56.2% between 6-12 hours and 7.6% &fter 12 hours. A wide variety of
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Table 1: Age distribution of various poisoning
Type of poison Age group (yrs) Total(%)
0-1 1-3 35 >5

Kerosene 1 18 5 3 27 (25.7)
Organophosphorus 1 7 5 9 22 (21 .0)
Alumi.phosphide 0 1 1 3 5 (4.8)
Other pesticides 0 1 1 2 4 (3.8)
Drugs 2 10 8 1 21 (20.0)
Acids 1 4 2 1 8 (7.6)
Miscellaneous 6 3 8 1 18 (17.1)
Total (%) 11 44 30 20 105

(105) (41.9)(28.6)(19)

agents were involved. Commonly observed poisons were kerosene il
(25.7%), organophosphorus (OP)compounds (21 %) drugs (20%),
auminium phogphide (4.8%), corrosives(7.6%) and miscellaneousagents
(17.1%). (Tablel ).

Table 2: Socio-demographic profile (N= 105)

Parameter N %
Residence: Urban 75 71.4
Rural 30 28.6
Sex Male 72 68.6
Female 33 314
Mothers occupation Housewife 89 84.8
Service 16 15.2
Mother’s education Illiterate 23 21.9
Primary 10 9.5
Secondary 28 26.7
Graduate 32 30.5
Postgraduate 12 11.4
Type of family : Nuclear 46 43.8
Joint 59 56.2

Out of 27 cases of kerosene poisoning, mgority (66.7%) were in the
Poisoning due to drugs congtituted 20 % of total cases. The agents
implicated included antiepileptics (28.6%), antipsychatics ( 28.6%)
antihisaminics(9.5%), cough syrups(9.5%), irontablets, antihypertensives
and ord contraceptive pills.

Corrosive poisoning was due to ingestion of benzene ail, sulphuric acid
and cdleansing agents. Two patients devel oped dysphagiadueto stricrture
formation.
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Miscdllaneous agents included fire cracker powder, mosquito mats,
detergents, thennometer mercury and naphthaene balls.

Seven patients expired. The mortdlity rate was 7.6%. These included 3
patients each due to aluminium phosphide and organophosphorus
compounds and two due to kerosene oil poisoning.

DISCUSSION

Accidenta poisoning is one of the important emergencies encountered
in children. Hospital statistics reported periodicaly from different parts
of the country indicate an incidence varying from 0.3% to 7.6% of tota
admissions. (j.’ I5.We found an incidence of 0.6%.

Inthe present study, 71% of poisoning occurred in children under Syears
withmaximumincidencein 1-3year agegroup. A smilar agedistribution
has been reported from other studies. Usudly, this pattern of occurrence
isrelated to the devel opment stage of the child.

Theoverdl femderatio of 2.2: 1iscomparableto other reports 71.4% of
the children in the present study come from urban areas. This could be
due to difficulty of transport, as aresult of which therurd patients may
get treatment from nearby hospitd or generd practitioners.

Higher incidence was found in joint families (56.2%) as compared to
nuclear families(43.8%) wherethemother isoverburdened by household
chores and is more likely to be cardessin storing potentialy poisonous
substances out of reech ofher children.

No seasond variation of poisoning anong different categories has been
foundinthisstudy though someauthorsfound higher incidenceinsummer
months.

The commonest type of accidental poisoning in our study was kerosene
oil (25.7%). Thisis in agreement with other reported poisonings from

Ofrey.
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this country which have found the incidence to be 30% to 44% @9,
Most cases of accidental poisoning due to pesticides involved
organophosphorus compounds. Mgority of these children came from
rurd areas(94%). Thisisattributed towide use of these pedticidesinthis
region as farming is common occupation in Punjab.

Accidenta poisoning dueto drugs accounted for 20% of casesin our 2-
g study. Thisisin conformity with observations of other authors @9 .
Thewidevariety of agentsimplicated show that any substance available
a homeif accessibleto achild can be accidently consumed any time, to
keep dl medicinesout of sight and reach, under lock, to place household
chemicas out of reech of children, induding detergents and antiseptics
in bathrooms. All prescribed medicinesfor the children should be given
under direct supervision. Do not permit the child to takethemedicineon
his own.
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ROLE OF CORRECTIVE SERIAL PLASTER CAST APPLICATION IN
MANAGEMENT OF CTEV PRESENTING WITH MODERATE DELAY

J.P.S. Walia B.S. Brar, Parveen Garg
Department of orthopedics, Govt. Medical College and hospital, Patiala, Punjab, India

9 in most cases by casting irrespective of the initial severity.

(" Abstract: The present study aims at studying the role of corrective serial POP cast in the management of CTEV cases
presenting with moderate delay. 30 patients with type || CTEV deformity were included in the study and evaluated clinically
according to the grading in the oxford clubfoot programme before serial casting was began. Radiographs of the foot were
taken before casting was began. Six corrective serial casts were applied at 15 days intervals. After a follow up period of 3
months, all clinical and radiological tests conducted at the start of the study were repeated. The degree of correction in each
foot and residual deformity were noted. It was found that the more severe the initial deformity, the more resistant it was to
conservative treatment particularly in case of equines. But thisdid not hold true for adduction deformity, which was corrected

~

J

INTRODUCTION

Congenita clubfoot is one of the most common foot disorders with an
incidence of gpproximately 1 to 1.4 case per 1000 live births. The term
taipes equinovarus is derived from Latin: taipes, a combination of the
words talus (ankle) and pes (foot); equinus, meaning horseklike” (the
hed in plantar flexion a ankle joint); and varus, meaning inverted a
subtalar joint and adducted at midtarsd joint as reported by Lehmant.
Boys are affected twice as girls as reported by Wynne Davies.

Clinicd grading of main deformity of clubfoot done by Tibrewd et a®
and oxford clubfoot programmet.

CTEV isahighly dynamic disorder, which may vary from ardatively
mild variant that isamenableto smple conservative trestment toahighly
rigidtype, whichisamost resstant to dl treetmentsavailable. Numerous
studies have been done on the clubfoot since it was first described by
Hippocrates®.

Thereare many advocated approachesto thetreatment of clubfoot. Most
researches agree that a period of cadting can correct some clubfeet. In
classcd aticle on the trestment of congenita clubfoot by Kite JHS, a
strong pleawas made for conservative trestment of congenital clubfoot.
The literature reveded sgnificant gray aress in the fied of treatment
determingtion in type 2

CTEV. No well-defined criteria exist for cases that present moderately
late, or have improper previous treatment.

Most centres internationally advocated non-operative trestment in cases
<1 month. However the scenein the underdevel oped countriesis unique
in the sensethat treatment is often ddlayed till aslate as 6 months. Inthis
agpect it wasthought worthwhileto study theefficacy of serid POPcasting
infeet withisolated CTEV, and to try and identify factorsthat will leed to
failure.

MATERIALS & METHODS

30 feet with type—2 CTEV wereincluded in this study. All the children
werebdow 6 monthsand morethat 1 month. No child hed any associated
medica/aurgicd illness.

A thorough clinicd examination to assessthe condition of skin, extent of
deformity, muscle bulk, joint movement and neurovascular status of the
footwasdoneaongwithdinica grading of main deformitiesof clubfoot.

Correspondence : Prof. J.P.SWalia
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Radiographs of the foot were taken before casting began by placing the
foot in a pogition of maximum correction. Anterio-posterio and laterd
viewsweretaken and thefollowing anglesweremeasured. Normal range

of theeanglesare-
Taocdcaned angle (TC) AP3(P- 50°
LAT 25°- 50°
TdoAfirs metatarsd angle (TMT): APEB°-15°
Tdo-tibid angle (TT): Stresslaterd 62° - 85°
Tibio cacaned angle (TiC): Stresslaterd 50° - 75°

METHOD OF POP APPLICATION

The skin was painted with an adherent such astincture of benzoin. The
surgeon gpplied the cotton in reverse direction pulling the foot into
abduction. In aright clubfoot cast the surgeons left hand mainly thefirst
index finger, pull the hed out of inversion, the pulp of the left thumb fits
inthesnustard and hold the heed of the taus medialy. The thumb of
theright hand pusheson thefirst metatarsd to push thefoot out of adducts
and dso everts the forefoot. Once the cagt is gpplied the patient parents
will be explained clearly about plaster care and post cast complications.
After 15 daysthecast wasremoved. Thefoot waswashed and thoroughly
cleaned; degree of correction was assessed dinically and noted. Thefoot
was the remanipulated to the maximum correctable postion and cast re-
Applied. Sx serid castswereapplied at 15 daysinterva s After afollow-
up period of 3 months, dl dinicd and radiologica tests were repested.
Thedegree of correction in each foot and residul deforming were noted.

CLINICAL ASSESSMENT

Tables1,2,3&4 andyse the dinica assessment (pre & post operative),
grading of equines and various deformitiesin the subjects studied.

Table 1 :Age and sex distribution.

Age (months) Male female Total
1-2 3 2 5
2-3 8 3 11
3-4 6 3 9
4-5 1 0 1
Total 18 8 26
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Table 2: Pre & post POP assessment of equinus deformity

Equinus defor mity Post — POP equinus defor mity

Grade— 111 Grade—0 Grade—| Grade-Il Grade—III
20 0(0%) 0(0%) 6(30%)  14(70%)
Grade — 11

10 6(60%) 1(10%) 3(30%)  0(0%)

30 6(20%) 1(3%) 9(30%)  14(47%)

Table 3: Pre & post POP assessment of varus deformity

Varusdeformity Post — POP varus defor mity

Grade— 111 Grade—0 Grade—1 Grade—Il Grade-IlI
25 0(0%) 8(32%) 14(56%) 3(12%)
Grade—11

5 2(40%) 3(60%) 0(0%) 0(0%)

30 27%)  11(37%) 14(46%) 3(10%)

Table4: Pre & post POP assessment of adduction deformity

Adduction Post — POP adduction deformity

deformity

Grade—111 Grade—0 Grade—1 Grade—Il Grade—IlI
18 14(78%)  4(22%) 0(0%) 0(0%)
Grade — |1

12 10(84%) 2(16%) 0(0%) 0(0%)

30 24(80%) 6(20%) 0(0%) 0(0%)

It was seen that the equinus deformity perssted in most cases and was
most resistant to treatment. While varus and adduction deformities
including hindfoot mohility improved significantly with POP cadting;
adduction being most amenable to POP cagting trestment.

Radiological Assessment: The measurements of various angles on
radiography before casting are depicted in Table—5, theresults after POP
cadting are depicted in Table—6.

Table: 5 Pre-casting radiological assessment of foot

Measuring Number of casesin relation
Total
angle to angle (in°
0- 11- 21- 41- 81- 91- 111- 131-
10 20 40* 80 90 110 130 150
TC angle (AP) 12 10 8 30
TMT angle (AP) 3 10 5 30
TCangle (Lat) 13 15 2 30
TiCangle (Lat.) 3 11 16 30
TT angle (Lat.) 7 9 10 30

*31-40 : NIL; 41-50 : 30 (TMT-AP); >150: 4 (TT ANGLE)
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Table: 6 Post-casting radiological assessment of foot

Measuring Number of casesinrelation Total
angle to angle (in°

0- 11- 21- 41- 81- 91- 111- 131-

10 20 40 80* 90 110 130 150
TC angle (AP) 3 10 16 1* 30
TMT angle (AP) 18 2 10 30
TCangle (Lat) 3 14 13 30
TiCangle (Lat.) 6 1 6 3 12 30
TT angle (Lat.) 6 3 12 10 30

*40-50: NIL; >150: 2; TT =2

It was seen that change in talocdcaned angle (AP), talo-first metatarsd
angle and talocacaned (Lat) angle was significant. In case of tibio-
cacaned and tdo-tibid angles there was not sgnificant changes in the
angles.

DISCUSSION

The basis upon which nonoperative techniques rest is the correction of
the deformity through the production of plastic (permanent) deformation
(lengthening) of the shortened ligaments and tendons in the involved
foot. Serid manipulationand castimmobilisationrdiesontheviscod adtic
nature of connective tissue to produce plastic deformation through a
process known as stress relaxation. Deformity is corrected as much as
possible with gentle stretching, which places the shortened tissues under
tenson. As the foot is held by the maximaly corrected position in the
cad, the tension in the shortened tissues decreases over time. When the
tens on decreasesUfficiently, morecorrection can beobtained by repegting
the process’.

After andyssof theresultsit wasseenin our study that equinusdeformity
was most resstant to casting trestment. Out of 30 feet, with Grade — 111
equinus deformity, 14 feet (70%) perssted as Grade — 111 and 6 feet
(30%) improved to Grade — I1. Out of 10 feet with Grade — Il equinus
deformity 3 feet (30%) perssted as Grade— 1, one feet (10%) improved
to Grade—1 and in 6 feet (60%0) the equinus wasfully corrected. Grade—
111 equines deformity when compared to Grade— Il had less chance of
correction. So for complete, tenotomy of Z —Plasty lengthening of tight
tendoachilles is required. In the feet treated by casting. Smons® stated
that the equinusis usudly thelast and most difficult deformity to correct
with consarvative treatment, Which is aso consistent with our findings.
Incaseof varusdeformity out of the25feet with Grade—I11 varusdeformity
3fectremained a Grade—I11, 14 feet with Grade—11 and 8 festimproved
to Grade — | varus dfter cadting. Out of 5 feet with Grade — Il varus
deformity 3 feet improved to Grade—| and inremaining 2 (40%) feet the
deformity was fully corrected. It was seen that the severity of varus did
not have a significant influence on the outcome. The talocacaned (AP)
and taocacaned (Lat) indicative of varusimproved after treatment. The
degree of correction of varus deformity was proportiona to the
improvement in hindfoot mohility.

In our experience forefoot adduction deformity was most amenable to
casting and correction was achieved in most of he cases. The tdo-first
metatarsd (AP) angle(indicativeof adduction deformity) beforeand after
casting improved and the improvement was significant.
There was a positive co-rdating b/w dinica assessment & radiologica
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Photographs (1) , (2), (3) ,(4) are of case A presenting with B/L CTEV. Photograph (1) Photograph of X- ray (AP View) both feet before POP application It shows Talocalcaneal (TC)
and Talo-first Metatarsal (TMT) angles of both feet. Rt. Sde
TC Angle — 00

soores Other sudiesa soemphasized that radiol ogica scoreisanobjective
representation of structure and function of the foot and can be used to
digtinguish the foot which will be easy to treat from those that will be
difficult as stated by Bansd et d °.

None of he previous studies have tried to focus dearly on the role of
serid correctiveplaster cast gpplicationintype2rigid CTEV. Researchers
like Ikedal® stress that conservative methods can achieve good outcome
inthetrestment of idiopathic clubfoot and criticisessurgical intervention;
as obsarved by other workers 811213,

Inour study wefound that the more severetheinitia deformity, themore
resstant it was to consarvetive treetment particularly in case of equinus.
But thisdid not hold truefor adduction deformity, whichwas corrected in
most cases by cadting irrespective of theinitid severity.
CONCLUSION

Serid POP correction isagood option in the trestment of typell CTEV,
in cases presenting with moderate delay.

TC Angle 100
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surgeries, instructional courses and ENT quiz.

CONFERENCE NEWS

16" Annual Conference of Indian Society of Otology — | SOCON 2007 will be from 16" to 18" November, 2007. The
venue will be Tgj Krishna, Hyderabad. Guest Speakers: Prof.Mario Sanna from Italy; Dr.Matthew Yung from U.K.; and
Dr.Jahnke Klaus from Germany. The conference will be one day lectures, panel discussion and oration, two days of live

Contact : Dr. T.V. Krishna Rao, Organising Chairman, ISOCON 2007 “UMA KRISHNA", 5-9-30/1/27AB, Basheer Bagh
Palace Hyderabad — 500 063. Tel : 040-23222255; e-mail: drrao@mmdsofttech.com
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VARIATIONS OF THE SPINE OF SPHENOID

Gohil K. Garg
Department of Anatomy, |.T.S. Center of Dental Studies and Research,
Murad Nagar, Delhi Meerut Road, U.P. India

Abstract : Spine of the sphenoid isrelated to few important structures like chorda tympani nerve and auditory tube, medially
and auriculotemporal nerve laterally, each of which has an important function in the body. The present study is done, as there is
scarcity of data on the length, shape and direction of spine of sphenoid and to sudy there variations of the Spineas any variation in
the spine can lead to the compression of the nerves and Structuresrelated to it. Sxty-six areas of thirty-three (33) dry skullswere studied
and the length, shape, direction of the spine was noted. The length of the spine of the sphenoid varied from absence or minimally
projecting spine, to a long spine.

The shape of the spine of the sphenoid varied from a pointed or rounded structure to a braod plate of bone. The spine was directed
downward but thetilt wasin every direction. In three speciments there was the presence of the pterygospinous plate of bone. Sncethe
twoligaments, theanterior ligament of the malleusand the spheno-mandibular ligament (both areremnantsof the sheath of intermediate
part of the Meckd's cartilage) are attached to theintervening pine of sohenoid, it may be conjectured that his spine also developsfrom
the Meckd's cartilage; the pull of these two ligamentsin different directions may lead to different lengths and shapes of spine, which
may cause pressure on the sructures related on either Sde of the spine.

PAK]

-

INTRODUCTION

Thebase of theskull isrelated to number of important nerves, vessels
and structuresthat enter the skull or exit fromit. These nerves, vessels
and structures are at times, related to some bony prominence or at
times also groove or perforate the bone through which it travels.
One of the important bones at the base of the skull is the sphenoid
bone. The pentagonal, infra-temporal surface of the greater wing of
sphenoid. The spine is present latera to the spheno-petrous fissure
i.e. the sulcus from the auditory tube). I1ts media side shows afaint
anteroinferior groove for the chorda tympani nerve. Lateraly the
auriculotempora nerveis related to it mentions that the persistance
of the sheath of theintermediate part of the Meckel’scartilage, which
givesrise to the anterior malleolar ligament of the malleus and the
sphenomandibular ligament.

Halim! said that, theanterior malleolar ligament connectstheanterior
process of the malleus to the spine of the sphenoid and is
devel opmental ly continued with the sphenomandibular ligament. He
illustratesin histextbook of Anatomy (fig 244 on page 218 of Vblume
2), all thethreei.e. anterior ligament of the malleus, the spine
of the sphenoid and the sphenomandibular ligament, are
derivatives of 1% branchial arch (remnants of Meckel's
cartilage).

Synder and blank? mentioned the bridge of bone between the
lateral surface and the base of the lateral pterygoid plate and
the psine of the greater windg of sphenoid (lateral to the
forament ovale) and this place provides passage for some or
most of the motor fibres of the trigeminal nerve,
Thevariationsin the spine are expected and are nor uncommon,
as the size, shape, length and curvature of the spine of the
sphenoid depends on the length and the pull of there two
ligaments.

The present study was undertaken there is scarcity of data on
the length, shape and direction of spine of sphenoid and to
study there variations of the spine as any variation in the spine
can lead to the compression of the nerves and structuresrelated

to it.
MATERIALS AND METHODS.

The study was conduct d on sixty-six areas comprising of thirty-
three dry skulls. An important finding did not show common
features of the spine of the sphenoid, thus the number of speciment
were taken as one on one basis. The right and the left half of the
skulls were studies, nothing the length, size, shape and direction
of the spine of the sphenoid.. Thelength of the spine was measured
from the base of the spine (the base was taken as spheno-temporal
suture, at the posterior most end of the infratemporal surface of the
greater wing of the sphenoid) to the apex of the spine.

RESULTS

The length of the spine of the sphenoid varied from absence of the
spineor aspicule, (Fig. 1(a)) to along spine, (Fig.(b)). The shape
of spine of the sphenoid varies from, a spine with broad base and
broad rounded apex, (Fig.1 (b)) to along and broad piece of bone,
Fig.1 (c) or with a broad base with a pointed apex, (Fig 1(d)).
The spine was directed downwards but the tilt was downwards and
anteriorly, fig. 1(b); downwards and extending posteriorly and
fusing with tympanic place of temporal bone (Fig. 1 (c) )Jdownwards
and posteromedially, forming the posterior and the media wall of
the foramen spinosum, Fig. 1 (d).

No half of the skull showed common features of the spine of the
sphenoid, thus numbers of speciments were taken as one on one
basis, (i.e. noright and the left half of the skull showed asimilarity
in the spine of the sphenoid).

In three specimens there was the presence of the pterygospinous
place of bone, which develops from the ossification of the
ptreygospinous ligament extending between spine of sphenoid and
lateral pterygoid plate. Two of them were partly ossified with a
large gap, Fig 1 (e), for the vesels and the nerves for the medial
pterygoid muscle and in one; it was awell developed thin plate of
bone with small and large formens Figl (f).
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The results were tabulabed as below :
Spine of the sphenoid :

Absent = 07 (10.6%)
Shape
Pointed = 28 (42.4%) Grooved anteriorly : 01
(3.5%) (Range of length 02 cm to 12 cms,
mean 07 cm)
Plate = 16 (24.2%) (range of length 0.2cm to
1.2cms means 0.7cm)
Soicule = 12 (18.2%)
Ossifed Pterygopinous
ligament = 03 (4.5%)
DISCUSSION

Our results on pterygospinous ligament in three out of 66 cases
werein agreement with the study done of the spine of sphenoid by
Synder and Blank? where the authors mention the ossification of
the pterygospinous ligament with a forament in the opssified
ligament which allows the passage of the nerves and the vessels

for the media pterygoid muscle.

The anterior ligament of the malleus and the spheno-mandibular
ligament, both are remnants of the sheath of intermediate part of
the Meckel’s cartilage . Since both these ligaments are attached
to the intervening spine of sphenoid, it may be conjectured that
this spine also develops from the Meckel’s cartilage. { This fact
has been shown only by Halim ( illustration no. 24.4 on page 218
of his textbook of anatomy (volume 3). The pull of the two
ligaments, in different directions may be responsible for varying
shape of size of the spine, which in tum can cause pressure on the
two nerves related on either side of the spine.
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Thirteen years experience of treatment of renovascular hypertension with
tranduminal angioplasty shows that thisis a feasble treatment option.
K.A. Overehus et al, 15th Scientific Sessons, ESH, Milan, 2005.

Percutaneous trandumind rend angioplasty (PTRA) is a feasible treatment op-
tion to achieve control of renovascular hypertension, as per a study reported at
the just concluded scientific sesson of ESH. In thisfollow-up study 121 patients
with rend artery stensistreated with PTRA in the period from 1991 to 2003 were
selected. The methodology adopted by the study aLthorsis described asfollows:
(@) screening with conventiona renography with Tc- DTPA,; (b) in cases with
positive screening renography, the examination wes repested with/ without ACE
- Inhibition; (c) plasmarenin was measured beforelafter ACE - Inhibition; (d) If
relative rend function was changed by the administration of ACEI or plasma
renin increased more than 4 fold, rena angiography wes performed. Based on
above data the patients were further treated: (i) PTRA was performed if rend
artery senosiswas found. (ii) The blood pressure and anti hypertensive medica
tions were recorded before and after PTRA and a 1 month, 6 month, 1 year and
the latest follow-up; (iii) The patients were divided into three groups Group 1 :
normotensive without medication, Group 2 : improved blood pressure control,
Group 3: unchanged blood pressure. Renal artery stenonsisdilated with PTRA
in 121 patients (72 men, 49 wemen); stent wasimplanted in 71 patients. At the
end of the follow-up period (mean 41 months, 1 1/2 - 155 Months) Petients
numbers in various group : Group i = 13 Patients, Group ii = 96 Patients;
Group iii = 12 Patients, managable complications with this treatment The au-
thors concluded that PTRA is afeasible treatment of renovascular hypertenson
as 90% of the patients trested had better blood pressure control, and 11% were
\Qorrmters've without medication throughout the follow-up period.

Use of Tamsulosin results in stone expulsion in almost all patients
allowing complete home treatment Dellabella M, Milanese G,
Muzzonigro G J Urol. 2005 Jul; 174(1):167-72

Resent studies show the interesting efficacy of different drug combinations for
the spontaneous expulsion of distal uretera stones. We performed arandomized,
prospective study to assess and compare the efficacy of 3 drugs as medica
expulsive thergpy for dista ureterd caculi. A totd of 210 symptomatic patients
with distal ureterd cdculi greater than 4 mm were randomly alocated to home
treatment with phlorogucinol, tamsulosin or nifedipine (groups 1 to 3,
respectively). Each group was given a corticosteroid drug and antibiotic
prophylaxis with an injectable nonsteroida anti-inflammatory drug was dso
used on demand. The primary end point wasthe expulsion rate and the secondary
end points were expulson time, andgesic use, need for hospitdization an and
endoscopic treatment aswell as the number of workdayslogt, quality of lifeand
drug sde effects The expulson rate was significantly higher in group 2 (97.1%)
thaningroups1 (64.3%, P<0.0001) or 3( 77.1%, p<0.0001). Group 2 significantly
achieved stone passage in a shorter time then the other 2 groups and showed a
sgnificantly decreased number of hospitaizations aswell asabetter decreasein
endoscopic procedures performed to remove the stone. the control of rend colic
pain was significantly superior in group 2 compared with the other groups,
resulting in fewer workdayslost. Compared with groupl. No differencein side
effects was observed among the groups. Medicd expulsive therapy should be
considered for distal ureteralithiasis without complications before ureteroscopy
or extracorporeal lithotripsy. The use of tamsulosin in this trestment regimen
produced stone explusion in dmost &l casesin ashort time, alowing complete
home patient trestment.
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CIRCADIAN VARIATION IN THE ONSET OF ACUTE
MYCOCARDIAL INFRACTION IN KASHMIR

S.A. Tabish, A.M. Bhat, M.S. Alai, S. Jalal
Departments of Emergency Medicine & Cardiology, Sher-e-Kashmir Indtitute of Medical Sciences, Srinagar - 190011, Jammu and Kashmir, India

(Abstract : A prospective observational study of two hundred patients of acute myocardial infarction admitted in Acci dent )
& Emergency Department and the Coronary Care Unit of a premier hospital, Sher-e-Kashmir Institute of Medical Sciences,
Srinagar, India was carried out to determine the time of onset of chest pain and whether onset of myocardial infarction
“ Occurs randomly or observes circadian variation in the frequency of its onset” 50% of the patients developed infarction
between 4 am to 10 am with anterior ST elevation myocardial infarction in 50% Second peak of 22% was observed from
4 pmto 10 pmas compared to trough 100/0 between 10 pmto 4 am. 18% of myocardial infection occurred between 10 am
to 4 pm. This study revealed variation in circadian rhythmin the onset of acute myocardial infarction and its complications.

\The phannacological modulation of the physiological triggers can betried to delay or prevent the occurrence of infarction. y

INTRODUCTION

Myocardid infarction (MI) istheresult of prolonged myocardid ischemia
precipitated by an occlusive coronary thrombus in most cases, a the
preexigting site of stenosis. Human body is a master computer with
circadian rhythm, which are endogenoudy generated by sdf sustained
ogtillatorscaled biologica docks-ther rlation being governed by Centrdl
Nervous System through suprachiasmétic nucleus of the hypothdamus
region. Pinedl gland has dso been implicated in the control of circadian
aswell ascircannud rhythm. The circadian rhythm study has numerous
clinicd implicationsin medica Science.

Cardiac disorders account for the vast mgority of naturd sudden degths.
In the United States, acute myocardid infarction develops suddenly in
over 600,000 patients eech year. These patientsaredther completely free
of cardiac symptoms or have mildly symptomatic chronic stable angina
pectoris'. It isnow well established that myocardia infarction is usudly
preceded by coronary thrombosis, which in turn is often superimposed
ondisrupted intimacovering an atheroscleratic plaque®. Littleisknown
about the events or circumstances that trigger these pathologic events or
transform a chronic sable condition to an acute life threatening disease.
The anatomic distribution of the occluded vessd., adequacy of collatera
circulation and presence of additiond stenotic lesion status determines
the location and extent of infarction. However it iswell established that
onst of the pain of myocardia infarction has circadian periodicity, with
apesk incidence between 6 am and 12 noon “59, Therhythmic processes
that drivethe circadian rhythm are endogenoudy mediated and governed
by suprachiasmatic nucleusof hypothaamusand pinedl gland™ Various
key physiologica secretionslikeendogenoustissueplasminogen activator
(tpa) activity, PAl-1leves, plasmacortisol, plasmaepinephrineand other
parameters like heart rate, blood pressure and blood viscosity exhibit
circadian variation. Existence of this marked circadian variation in these
parameters including platelet aggregation in the morning and upon
assuming upright posturemay ac-count for theobserved circadianvariation
in the onset of Myocardid Infarction 19

MATERIAL AND METHODS

Two hundred consecutive patients of acute myocardid infarction with
history of chest pain of more than 30 minutes duration., -cardiac by
description with ECG showing characteristic changes of evolving
myocardid infarction wereinduded in the study. Enzyme studieswhere
carried out for SGOT, SGPT, and CPK-MB esimation. Exact time of
onset of events was recorded
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Following criteria stifying thediagnosisfor an acute evolving or recent
myocardid infarction has been followed while conducting this study.
Typicd riseand gradud fal (troponins) or morerapid riseand fal (CK-
MB) with at leest Oneof thefollowing, features (a) |schemic symptoms,
(b) Development of pathogenic Qwavesoneachreading; (C)ECG changes
indicative of ischemia (ST -sagment elevation or depression)
RESULTS

The results are tabulated in table 1 and table 2
Table 1. Digribution of patients according to onset of chest pain

Time of onset No. of patients Males Females
4 am tol0am 100 76(38%) 24(12%)
10am to 4pm 36 24 (12%) 12(6%)
4pm to 10pm 44 40 (20%) 4(2%)
10pm to 4am 20 16(8% ) 4(2%)

Table 2 : Temporal relationship of infarction type and death to
time of onsetof chest pain

Type patients(n) Time of onset

of infarction of chest pain
4dam 10am 4pm  10pm
to to to to
10am 4pm 10pm 4am

Anterior wall M1 100 56 12 24 8

Inferior wall M1 0 40 16 16 8

Anteroseptal Ml 16 4 4 4 4

Subendocardial 4 4

Death 0

DISCUSSION

Circadianvaiationinthefrequency of myocardid infarctionwithmorning
resistance to thrombolytic therapy has been observed. Their may be an
improvement in diagnosis and treatment of illness after understanding
therole of circadian rhythm in the pathophysiology of acute myocardia
infarction. Understanding of possiblerisk of atherosclerotic diseasecould
improve the perception of pathophysiology of illness and increasing
sengtivity to management.

Various sudies have demonstrated amarked circadian periodicity inthe
time of onset of myocardid infarction with peak incidence between 6am
to 12 noon. Master was the first to show the existence of periodicity in
the occurrence of acute myocardid infarction (I0f Subsequently isolated
reports showed its pesk occurrence in the morning hours! The authors
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obsarved that the pesk in the onset of acute MI occurs in the morning
hours (4 am to 10 am), which confirm the results of study conducted by
Pdls D’ Alonzo™.

Summary of Smilar results of various studies regarding time of onset of
myocardia infarction pain werefirst published in 1983%2. The pesk onsst
of pain was different in one study conducted by Dim troy™3. In this study
it pesked from 4pm to midnight with asecond pesk from6 amto8am. A
number of studiesincluding Millis data reported a secondary pegk inthe
late evening hours which the authors dso confirmed. However, this pesk
was not present in summary findings of the World Hedlth Organization
report 4 Other study from Sovelunivin showed peek incidence of chest
pain occurring in the evening hours. He observed that these patientswere
usudly young males and personswho preferred giving night duties. This
probably reflects different processes involved in dtering the circadian
rhythminthisppatient population fromthosecausing myocardial infarction
in the morning hours.

Mogt of the studies used subjective parameters to determine the time of
onset of myocardid infarctionignoring theeffect of degponminor episodes
of pain and circadian rhythm in pain threshold.

Other studies were conducted using CK-MB devation for considering
that the myocardia infarction has occurred 4 hours before the initia
eevation.

Numerous exogenous and endogenous daily rhythms have been found to
have corrdation with the variation in the onset of myocardia infarction.
Among the exogenousdaily rhythms,” which bear direct corrdation with
the occurrence of MI, isphysicd and mentd stress. Substantid increeses
in these dally rhythms occur after waking. Endogenous daily rhythms
involve rise in cortisol and catecholamine levels during morning hours
resultinginmyocardid infarction operating through multiplemechanisms
like, plague rupture thrombos's, coronary vasocongtriction; and systemic
vasocondriction increasing the myocardid oxygen demand. Circadian
vaiationinthetendency of thebloodtoclotispossibly rdated to decreased
fibrinolyticactivity of theblood and timedependent changesintheplatelet
activities 8,

The onset of acute M| shows characteristic circadian variation, thet isa
definitemorning pesk related to biologica rhythmsand avaguenighttime
peak related to sociocenomic factors.
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The incidence of onset of myocardid infraction was found to be more
frequent in the early morning hours and unaffected by geographica
distribution as obsarved by other. Understanding the role of circadian
vaiation in the path physiology of illness may lead to improvement in
the perception and increesing sendtivity to diagnosis dircadian variaion
has aso been observed

REFERENCE

1. RanaJS, Kenneth M, Morgan JPet d. Circadian Variation in the onset of myocardid infarc-
tion: effect of duration of digbetes. Diabetes, June 2003,

2. Muller JE, Stones PH, Turi Z.G, Rutherford .D, Czeider C, Parker C, et d: Circadian variation
in the frequency of onset of acute myocardid infarction. N Eng JMed 1985,313:1315-1322

3. Milter, M.M, Kripple. D.F. Circadian vaiaion in myocardid infarction N Eng J Med 1986;
314:1187-1188

4 Braunwad, E; Morning resistance to thrombolytic thergpy. Circulation 1995; 91; 1604

5. Willich, SN., Linderer T, Wegscheider K, et d: Increasing morning incidence of myocardia
infarctioninthel SAM Study. Absencewith prior adrenergic blockade. Circulation 1989; 80:853-
54

6. Ridker, PM., Manson JE' Burning, JE, et d: Circadian variation of acute myocardia infarction
and the effect of low dose aspirin in arandomized trid of physicians: Cirrolation 1999; 82:897-
98

7.NahataU, LodhaA.A, .Sulemani SJ. Circadian variation in different patterns of acute myocar-
dial infarction in patients belonging to North -West Rgjasthan: Indian Jof Cardiology 1998, 1 :
1516

8. Tanaka A, Kawarabayshi T. Fukuda D, et d: Circadian variations of plague rupture in acute
myocardia infarction .Am J Cardio 2004Jen 1,93: 1-5

9. Kunihiro Kinjo, Hideyuke Sato, Hiroshi Sato et d: Circadian variation of the onset of Acute
Myocardid Infarction in the Osaka Area, 1998-1999: Characterization of Morning and Night-
time pegks. Jon Cir J 2001; 65:617-620.

10. Master AM. The role of effort and occupation (including physician) in coronary occlusion.
JAMA 1960; 174:942-948.

11. Pells D. Alonzo CA. Acute myocardid infarction in alarge industria population: report of a6
year study of1356 cases. JAMA 1963,185:831-838.

12. Reinberg G A, Smolensky MB: Biologica rhythms and medicine, cellular, metabolic,
physiopathaogic aspects. New York. Springer- Verlog, 1983.

13. Dimitrov |, Khadzichrigtiv A. Dynamics of the incidence of myocardia infarction in Smoljan
Digtrict for the period 1965-1979. Vutr Boies 1983; 22(4):40-46.

14. World hedlth Organization. Myocardia infarction community registers: results of a, WHO
international rollaborative study c.oordinated by the Regiona Office of the Europe. In: Public
Hedlth in Europe, No.5, Copenhagen Regiona Office for Europe WHO 1976; 1:232.

15. Weitzrnan ED, Fukushima D, Nogeire C, et d. 24-hour pattern in the episodic secretion of
cortisol in normal subjects. J Cl Endocrinology Matab 1971;33: 14-22.

16. Turton M B, Deegan T. Circadian variation of Plasmacatecholamine, cortisol andimmunosecretive
insulin concentrations in supine subjects, Cl Chim Acta 1974; 55:389-397.

17. Wertheimer L, Hassen AZ, Delman AJ. The 24-hour circadian rhythm of cardiovascular sys
tem. Clinres 1972 ; 20:404 (Abstract).

18. Miller-Craig MW, Bishop CN, Raftery EB. Circadian variation of blood pressure. Lancet 1978;
1: 795 797,

———————

Diapride
Glimepiride 1mg/2mg’/d4mg tablets
Dibizide-M

Glipizide Smg+Metformin 500mg tablets

: Melmet

PMetformin S00mg tablets

Rosinorm

Rosiglitazone 2mg & 4mg tablets

For further information please write (o

MICRO LABS LIMITED

MICRO LABS

| Dependable Anti-Diabetic Care

Mo. 3, Queen Road, Bangalore-560001.
amail : micropmt@microlobsitd.com

Rosinorm-G

[
|
Rosiglitazone 2mg+Gliclazide 80mg tablets ‘
|

Diapride Pluas

Glimepinde Tmg+Meattormin S00mg tablets

Diapride Forte

Glimepiride 2mg + Metformin S500mg tablets

Rosinorm-M

Rosiglitazone 2mg + Metformin 500mg tablets

—




JIM SA Oct. - December 2006 Vol. 19 No. 4

ORIGINAL —

PROTECTIVE EFFECT OF VIT.E WITH CYPROHEPTADINE AGAINST
LETHAL EFFECTS OF EXUDATES FROM BURNT RAT SKIN

V. Krishnaraju, K. Krishna Rao
Department of Pharmacology, Mediciti Institute of Medical Sciences, Ghanpur, Medchal Mandal, RR. District, AP, India

(" ABSTRACT: To evaluate the protective effect of vit.E with cyproheptadine againg lethal effects of exudates from burnt rat skin. the
steps of the procedure were: Sep 1: A pouch was made with air on the dorsal side of the albino rats and dipped in hot water. Tyrode
solution was injected into the pouch and withdrawn after two minutes. The procedure is repeated for not more than 5 times to collect
meximum exudates. Sep 2: Albino rats were divided into three groups receiving three different doses of exudates and monitored for
24 hoursfor the mortality. The lethal doseis determined and served as control group. Step 3: Albino rats are divided in five groups.
Group | received cyproheptadine and Group 2,3,4& 5 received same dose of cyproheptadine with increasing doses of Mt.E. (0.9 to
7.2mg/100g) and monitored for 24 hours for the mortality. Group 1 and 2 showed same reduction in mortality rate. Group 3 and
4.showed increase in mortality rate while group 5 has the same effect as that of group 4. Vit.E. with cyproheptadine reduced the
mortality rate confirming the presence of free radical s in the exudates along with antihistaminic and anti serotonin properties

\of cyproheptadine .

J

INTRODUCTION

Literally speaking, bums induced injury and death are ridiculous,
Compared to adults, children are the major victims, caused by
accidents with kettles, pans, hot drinks and bath water%.Burns
cause damage in a number of different ways, but by far the most
common organ affected isthe skin. However, burns can also damage
the airway and lungs, with life threatening consequences. Airway
injuries occur when theface and neck are burnt, Respiratory system
injuries usually occur if a personistrapped in aburning place and
isforced to inhalethe hot and poisonous gases. Fortunately, marked
decreases have seen in both mortality rates and length of
hospitalizationssince 1970°. Thisimproved prognosisdueto better
understanding of the systemic effects of massive bums and
discoveriesof better waysto prevent wound infection and facilitate
healing of skin surface.

RochaE Silvaand Rosenthal© have reported that the exudates from
burnt rat skin contain histamine, bradykinin, adenosine derivatives
and possibly serotonin and other as yet unidentified
pharmacologically active and toxic substances'“. It was confirmed
by Rao:5 that two newer antihistaminic and anti serotonin
compounds Cyproheptadine and BC 105, possess significant
protective effect against the lethal effects of exudates from burnt
rat skins. It is also stated that bums release free radicals and
prostaglandins, which aso account for the mortality®.

MATERIAL AND METHODS

The method of Rocha E dliva and Rosethal® was utilized to obtain
the exudates. Animals weighing between 120 and 150g were
anesthetized with thiopental sodium (40mg/kg, i.p.) and then 30ml
of air was injected beneath the dorsal skin to raise a pouch of
7x4x3cm. Thisdome was submerged in water at 95° Cfor 15t0 20
sec. After scalding, the animal was suspended by its pawsand 5 ml
of tyrode solution was injected into the pouch. The animal was
then shaken for 2 min after which the fluid was withdrawn by
syringe and needle. The washing was repeated at regular intervals
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after burning and a maximum of 5 washings were done to each
animal Determination of control dose Animals were divided into
three groups often each. The exudates were injected
intraperitoneally at three different doses. Group | received (2ml/
100g), Group 2 received (4mi/100g) and Group 3 received (6ml/
100g). Animals were monitored during the next 24 hrs for the
mortality. The dose, which is prior to the 100% mortality dose, is
selected asthe control dose, to prevent overloading in the peritonesl
cavity and for better efficacy

Drug TreatmentAnimalsweredivided, into five groups of 10 each.
Group | received cyproheptadine (0.05mg/100g, s.c.). Group
2,3,4 and 5 received same dose of ryproheptadine (0.05mg/
100 g, s.c.) and 0.9,1.8,3.6 and 7.2mg/1 00g,s.c., of vit E
respectively. The animals were monitored for the next 24 hrs
for the mortality.

Animals: Albino rats of either sex ( 120-150 g) were used.
The animals were bred and housed under standard
environmental condition and fed with standard diet and water
ad libitum. The institutional animal ethics committee has
approved the animal studies.

RESULTS

Tablel: Percentage mortality of rats injectedwith exudates from

burnt rat skin

Groups  Control dose of
exudate (ml/100g,i.p.)

% Mortality in 24hrs.

1 2 50
2 4 70
3 6 100

Table 1 indicates the percentage mortality of animals when
exudates were administered intraperitoneally. A dose of 6ml/
100g) showed 100% mortality.

Table2 indicates the influence of drugs on toxic effect of
exudates. Groups showed almost partial reduction in mortality
rate (40%). In case of Vit-E added groups, at lowest dose
(Group 2) of vit E) it has no effect in reduction of mortality
rate.
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Table2: Percentage mortality of ratsinjected with 4ml/100g, 1hr
after administration of test drugs.

Groups Drug Dose Mortality in 24hrs.
mg/100g,s.c.

1 Cyproheptadine  0.05 40

2 Cyproheptadine  0.05+0.9 40
+ Vit-E

3 Cyproheptadine  0.05+1.8 30
+ Vit-E

4 Cyproheptadine  0.05+3.6 40
+ Vit-E

5 Cyproheptadine  0.05+7.2 40
+ Vit-E

Atthedoseof 1.8 and 3.6 mg/l00g (Group3 and 4), themortality ratewas
reduced to 30% and 20% respectively. Group 5 received thehighest dose
and showed no reduction in the mortdity rate when compared to the
prior dose (Group 4).

The maximum and minimum reduction of mortdity rate\werea 3.6 and
1.8 mg/100g respectively.

DISCUSSION

The present investigation carried out on the effect of Vit-E in enhancing
the protective effect of iyproheptadine againgt lethd effect of exudates
from burnt rat skin revealsthat moderate decrease in mortdity wasthere
withincressing doseof Vit-E, suggestiveof destructiveroleof freeradicas
in burns exudates.

Rocha E SIL V A. et al* have dready reported that exudates contain
histamine and serotoninG. Our present study reved s the presence of free
radicasintheexudatesfrom burnt rat skin. Though many research projects
suggested the beneficid role of various anti-oxidant in burns™2, the
protective action againgt exudatesis not yet reported. It may therefore be
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anticipated that the histamine, serotonin and free radical contents
of the exudates are the major cause of death in animals and the
drugs protect the animal s dueto their antihistamine, anti serotonin
and anti-oxidant properties only.

In clinical cases of extensive burns, antihistaminic, antiserotonin
and antioxidants are rarely used. They are therefore possibly
therapeutically important in the management of cases of extensive
burn. Fat soluble vitamins rarely cause hypervitaminosisin burnt
patients and so the safety of Vit.E should be extensively studied.
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Diacerein

M echanism of Action : Rhein, the active metabolite of diacerein inhibits the production
of interleukin-1 betaby human monocyteswhichin turn reducesthe collagenase production
and collagenolytic activity in articular cartilage. Diacerein decreases the number of
urokinase receptors on chondrocytes to normal elvels and rduced fibrinolytic activity of
synovial fibroblasts. It, dose dependently inhibits superoxide anion production, chemotaxis
and phagocytic activity of neutrophils and macrophage migration and phagocytosis. In
Patientswith active osteoarthritis, diacerein increasesthelymphocyte number and synoveal
membrane fluidity and reduces the ratio of chondroitin 6-sulphate to chondroitin 4 and
thereby protects the proteoglycan aggregation and helps the articular cartilage to resist
compression under load. It does not alter rena or phatelet cyclooxygenase activity and
may therefore be tolerated by patients with prostaglandin dependent renal function.
Pharmacokinetics : Oral diacerein undergoes first pass metabolism and is deacetylated
toitsactivemetabol oiter hein,whichisin metabolized to glucurono and sul pho-congjugates.
In healthy volunteers, the maxmum plasma concentration (C,_,) of rhein was 3.2 mg/L at
2.2 hours after adminstration of asingle oral does of diacerein 50 mg. The plasmaprotein
binding isapproximately 99%. Areaunder the plasmarhein concentration time cuve (AUC)
from time zero to infinity was 21.2 mg/L.h, apparent volume of distribution was 13.2L,
terminal elimination half life (t,,) was 4.3 hours, apparent total plama clearance was
1.6L/h and rend clearance (CL ;) was 0.13 L/h. The total quantity excreted in the urineis
approximately 30%. The elimination half life of rhein is approximately 4.5 hours. Rhein
iseliminated in urine 80% as sulfo and glucurono conjugated formsand 20% in unchanged
form.

For does ranging between 50 and 200 mg of diacerein capsulesin asingle intake, al the
pharmacokinetic parameters are independent of the dose. The concomitant administration
\\grf\di acerein capsules with food delays the absorption but increase the bioavailability

‘esents a low accumulation. Among patients with severe renal impairment (creatinine

@ )

clearance less than30 ml/min), the area under plasma concentration-time curve and elimination
half life are doubled and urinary elimination is reduced by half. Among elderly subjects, taking
into account the good tolerance of diacerein capsules, it is not necessary to modify the dose,
despite Sower elimination.

Indications : Diacerein is indicated for the symptomatic treatment of osteoarthritis of the knee
or hip.

Warnings and Precautions i) Diacerein should not be administered to children (less than 15
years), (ii) Caution is advised in patients with inflammatory organic disease of colon (ulcerative
calitis, Crohn's disease, etc.) or abdominal painful syndrome of unspecified cause. (iii) With
prolonged treatment with any medication, a complete blood test, including liver enzymes and
urinalysis should be conducted every 6 months. (iv) Diacerein capsule should not be used during
pregnancy, and in awoman during the breast feeding period. Drug Interactions : The concomitant
administration of hydroxides of aluminium, calcium or magnesium may cause reduction in the
absorption of diacerein from gastrointestinal tract.

Sideéeffects: (A) Diarrhea, soft stools and abdominal pain. (B) A yellow-brown colouring of the
urine and pigmentation of the colonic mucosa (colonic melanosis) can be observed occasionally.
(C) Other side effects like pruritis, eruptions and eczema may occur.

Dosage and Administration : As diacerein may cause acceleration in intestina transit time
during the first 2 weeks of treatment, it is recommended that therapy be started with one capsule
per day administered with the evening meal for 4 weeks. The capsules should be swallowed
whole with water, preferably in the middle of the meals.

The duration of treatment should not be less than 6 months. In clinical trials diacerein has been
administered for upto 2 years with no safety problems. NSAID or analgesics for the first 2-4
weeks of treatment, may be needed. Modification of the dosage of diacerein capsulesin patients
with hepatic impairment is not required.

Renal impairment : In mild to moderate rena insufficient patient, it is not necessary to modify
the dosage of diacerein capsules while in patients with severe renal insufficiency (creatinine
clearance less than 30 mi/min), dose should be reduced by half. J
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LEFT OVER FOOD IN TRAY BY INDOOR PATIENTS

Hem Chandra, Arvind Srivastava, Leela Masih, K. Jamalddin
Department of Hospital admisitration, Sanjay Gandhi PGIMS, Luchnow U.P, India

will go waste.

-

/ Abstract : Hospital diet plays important role in recovery from illness amongst indoor patients. Usually hospital h
diets are not well accepted. The refusal of food served, partly or whole may be due to many reasons. The refusal
pattern of breakfast differs from lunch. The study conducted at SGPGIMSrevealed that the refusal may be as high
as 15.75% in case of breakfast and 19.50% in case of lunch. The major factors for refusal of breakfast were
anorexia / vomiting (32%), hospitalization (17%), fasting for tests (12.25%), feeling of satiety (8%), fever (7%) etc.
Whereas in case of lunch, salt free diet (27%, cyclic menu (18%), anorexia /vomiting (11%), taste of food (10%),
hospitalization (7%) were the major factors. Majority of factors have administrative background and some have
disease related for which little can be done, as they can only be overcome with recovery. But administrative reasons
can be removed gradually by putting in efforts and acceptance of food can be improved. Still some amount of food

J

INTRODUCTION

The life cannot be sustained without adeguate nourishment Man neads
adequate food for growth, development and to leed active and hedthy
life importance of good diet could have on their recovery is well
established". But one can see physologic sresslikein many hospitdized
patients as a consequence of infections, fever, surgery, anorexia, nauses,
vomiting, food aversons, burns, or other traumas dl which adversaly
affect ord Intake?. Therefore these patients are unable to ingest sufficient
food to meet the increased needs . It is the prime responghility of the
hospitd to take care of the adequate quantity and qudity of the food
served to the patients Thiscan beachieved by keepingin mind theaspects
likeportionsze, seasond foods, ingredients, storage, preparation, cooking
methods paatability, holding and service methods so as to provide and
maintain good nutritiond quality of food. For proper acceptance of food
one should dso condder, the gppearance colour, flavor, and texture of
food. But usualy hospitd diets are not well acoepted.

Thereisagreat wastage of food portionssincemany of themed sprepared
for paientsare not eaten®. Thismay be dueto many reasonslike different
med timings, unfamiliar hospitd environment, bland diet, taste of food,
due to culturd difference, repeated menus, fagting due to tests, nauses,
vomiting, congtipation, poor qudity of food and many more. As a
consequence one can seeleft out food in traysin hospita's Food westage
isaproblem in many hospitalsand the problem may be dueto number of
reasons as mentioned above®. As such it was thought to conduct this
study with the following objectives: (1.) To find out amount of bregkfast
and lunch consumed and not ~ consumed by the patients; (2.) Tofind
out thereasonsfor thefood | eft over intraysof hospitdized patients,
it breskfast and lunch; (3.) Based on above to make recommendationsfor
better  acceptance of food to reduce the wastage of food.

MATERIAL AND METHODS

Survey was concdluded a SGPGIMS Hospitd between 10-04-2004 to
19-04-2004 to ascertain the information on the followings —

(@ amount of food consumed by the patients.

(b) Reasonsfor thefood left over intrays.
SHection of subjects : 20 patients per ward per day for 10 consecutive
days (total 400) were randomly selected from indoor patients of
Nephrology and Medicd Gagtroenterology wards of SGPGI Hospitd.
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Deve opment of questionnaire : For obtaining the required information a
questionnaire was formulated. It consst of the following information.
(@ Breskfast or lunch taken or not taken
(b) Amount of breskfast or lunch consumed
(©) Reasonsfor thefood left over intrays.
Coallection of data: After the development of questionnaire, interview
method wasfollowed to collect thedatafor thepresent study. For reference
intake the consumption in the patients atendant was also taken.

RESULTS

After the datawas coll ected, tabul ation was done and the respective
percentage for left over food with reasons were calculated
(i) Break fast Consumption

Respondents: 84.25% of therespondentstaketheir breakfast, where
as 15.25% of them skips their breakfast.

Amount of Breakfast consumed

Figure 1 shows that out of 84.25% of the respondents who were
consuming their breakfast only 46.29% of them consumed 3/4™ of
their breakfast. 17.21% ate %2 of their breakfast and the rest 9.29%
ate only 1/4" of their breakfast; 27.29% who did not have any

breakfast
%

2%

17%

Fig. 1
47%

|:| Full - 34 I:l]JZ I:l]J4
Reason for left over Break Fast

Food was usually seen left out in trays of hospitalized patients due
to various reasons (table 1), major reason in 31.75% was to
anorexia and vomiting, whereas 17.75% of them did not take
their full breakfast because of hospitalization; 12.25% each did
not take due to fasting for test and abdominal distension; 10.25%
due to constipation; 6.75% had fever; 8% of the patients reported
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actua appetite; 6% did not eat because the taste of food was not
good and remaining 4% meal timing were different from their daily
schedule.

Table 1: Distrbution on the basis of reasons for left over breakfast

Reasons No. of Respondent %-age
(n=400)
Fasting for Investigations 49 12.25
Different meal time 16 04.00
Taste of food 24 06.00
Constipation 41 10.25
Anorexia/lvomiting 127 31.75
Hospitalization 71 17.75
Feeling of satiety 32 08.00
Fever 27 06.75

Lunch Comsumption
(i) Respondents:  Analyss reveded that 80.5% respondents took thelr
lunch, remaining 19.5% did not take lunch.
(i) Digribution on the basis of lunch consumed: Fig 2 shows that out of
80.5% of the respondents who were taking lunch 44.45% of them
consumed ¥20f their lunch followed by 25.15% who weretaking 3/4™ of
thelunch; 18.32% ate 1.4" of their lunch and therest of them did not have
any lunch.

18% 12%

\ |

5%

45% Fig. 2

Cru W32 [z [Jua

(iii) Reasonsfor left over lunch (table2) : In 29% <t freediet wasmain
causefor left over lunch; 18%didiked becauseof cydlic menu (especidly
vegetables); 11% to anorexiaand vomiting; 7% of them becauise of were
depressad due to hospitdization; 8% did not eat properly due to fasting
for various testg/didysis. 4% of the patients had condtipations, 3% had
actud gppetite loss. In 3% each reason was high fever and food fads,
respectively.

Table 2: Distrbution on the basis of reason for |eft over lunch

Reasons No. of Respondent %-age
(n=400)

Fasting for Investigations 32 8
Different med time 16 4
Taste of Food 40 10
Condlipation 16 4
Anorexial\Vomiting 44 ik}
Hospitdization 28 7
Feding of Satiety 12 3
Food fads 12 3
Fever 12 3
Cycdlic menu 72 18
St free diet 116 29

JIMSA Oct. - December 2006 Vol. 19 No. 4

Relative's response to left over food

Amongst the 63 respondent patient’s relatives,all (100%) took the
breakfast when whole of it was left over, none of them ate 3/4,
1/2, or 1/4 the breakfast |eft over by the patients. In the case of
lunch, 88.25% of the 68 respondent relatives took |eft over lunch;
only 11.75% took when 3/4 th lunch was left over; none of the
relatives took 1/2 or 1/4 th left over lunch.

DISCUSSION AND CONCLUSION

The present study conducted on 400 indoor patients revealed that
most of the patients consumed their breakfast and lunch i.e,,
84.25% and 80.50% respectively. Out of these, 46.29% of the
subjects consumed 3/4th of their breakfast followed by 27.29%
who ate full amount which was served. Therest of them ate 1/2th
and 1/4th of the breakfast served. Asfar aslunch was concerned,
most of the patients i.e 44.72% ate only 1/2 the amount of the
lunch followed by the 25.15% who ate 3/4th of the amount 18.32%
ate 1/4th of the lunch and only 11.8% ate full amount served to
them; in most of the cases the left over food was in the form of
vegetables.

Thestudy revealed that: (i) breakfast intake by the patients was
slightly better (84.25%) as compared to lunch (80.50%); (ii) The
major reasons contributing to over lunch were: salt free diet (29%),
cyclic menu (18%), anorexia & vomiting (11%), persona taste
(10%), hospitalization; (iii) The major factors contributing the | eft
over lunch were anorexia & vomiting (31.75%), hospitalization
(17.75%), The acceptance of |eft over food by the relatives was
good (breakfast 100%, lunch 88.25%).

Therewerevalid administrative reasons which could be removed.
Itisapparent that thetotal quality of food to be served to patients
should be reduced only marginally.

Major Recommdationsincludes:

B Thefood prepared in hospital kitchen should be divided into
two portions - salted and unsalted .

B Long term cyclic menu should be used so that weekly
repetition of food item is avoided.

B There should be aprovision for hot case tiffins or facility of
reheating of food in the ward pantry for the patients who
skip their meals because of tests.

B The standardization of each recipe should be done under
strict supervision; food served should be palatable and
attractive.

B Counselling isimportant in case of the patients who do not
eat due to some food fads or dietary regime, related
particularly to underlying diseases.

B Thereshould be provision for specific therapeutic, attractive
and palatable snacks.
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RENAL PSEUDOCYST SIMULATING ASA SIMPLE CYST:
AN ULTRASOUND CASE REPORT

Rajul Rastogi, Satish K. Bhargava, Suchi Bhatt
Department of Radology, UCMS & GTB Hospital Dilshad Garden, New Delhi- 110019, India

Abstract : Renal involvement by pancreatitisis uncommon. Pseudocystsin the kidneys carry the potential for massive hemorrhage
if they erode the renal vessals or can cause thrombosis due to vascular compression. They are not as benign as smple cystsand
need timely management. hence we report a case of renal pseudocyst that Smulated asa sinple cortical cyst.

INTRODUCTION

Classically, pancreatitis is a disease process where spread is not
limited by adjacent organs, mesenteries or the omentum. While
pancreatitis most commonly involves the pararena spaces and
lesser sac it can extend to and involve adjavent organs. Renal
involvement istypically inflammatory extension into the anterior
and sometimes posterior pararenal space?. Uncommonly, a
pseudocyst can track into the perirenal space and even beneath
the renal capsule. This pseudocyst can at times, even simulate a
simplerena cyst. When pancreatic fluid tracts beneath the capsule
it can result in a Page kidney due to compressive forces on the
renal parenchyma; percutaneous drainage may be needed.

CASE REPORT

A 37-year-old mae patient was referred to the radiology department for
ultrasound examination of the adbomen with pain in the epigastrium.
Patient was a chronic dcohalic for the last 5-7 years. The laboratory
findingswerewithinnormd limitsexcept for themildly raised erythrocytic
sedimentation rate. Serum Pancregtic amylase waswithin normd limits.
The ultrasound of the patient reveded small, arophic, cdcific pancress
with adilated main pancrestic duct (figure 1). Therewasacydic massin
the lesser omentum in relation to the dista body and tail of the pancress.
Another cydticlesonwasseenintheleft kidney in the superomedid part
resembling asmplecyst . On careful scanning, the cyst gppeared ablong
and subcapsular in location with an interface between it and the rend
parenchyma. Further examination reveded a possble communicaion
between the cyst in lesser momentum and the left kidney as they were
bothtapering towardseach other. Based ontheabovefindingsthediagnos's
of the chronic cacific pancredtitiswith pseudocyst in thelesser omentum
and the left kidney was made.

Computed tomography of the patient revedled chronic, cacific, atrophic
pancregtitiswith alargelesser omental cys dissectingintotheleft kidney
in the subcapsular region with a very narrow neck of communicationin
between the two cysts confirming the diagnoss of rend pseudocys as
suggested by ultrasonography (Figure 2).

Biochemica andyssof theaspirated fluid fromthecyst revededincreased
pancrestic amylase confirming the diagnod's of |eft rend pseudocyst as
suggested by ultrasonography.

DISCUSSION

Pseudocyst is a fluid collection that has developed a well-defined
nonepitheliadisedwal inresponseto extravasated enzymes. Itisgenerdly
gphericd inshgpeand digtinct from the other structures. Most commonly,
pseudocyst formation isassociated with dcohalic or biliary panereatetis.
Classically, a pseudocyst is seen on ultrasound as a well defined,
smoothwalled, anechoic sructurewith acoustic enhancement. Pseudocy st
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Figurel: Us scan through the epigastrim
showing calcific, atrophic pancreatitis

Figure 2 : CT scan showing possible commu-
nication between lesser omental and left renal
cyst and atrophic, calcific pancreatitis

may become very large or may be strategically placed and cause
obstruction of the stomach, small bowel (especially duodenum), colon
or the bile ducts. They can also dissect into the adjacent organs such
as the liver, spleen, and kidney. When subcapsular pseudocyst is
very large it can result in a Page Kidney due to compressive forces
on the renal parenchyma. Percutaneous drainage may be needed.
Other unusual complications include rena vascular abnormalities
such as narrowing of the rena vein, renal vein thrombosis, perirenal
varicesand asymmetric renal enhancement dueto extrinasic pressure
on one of the renal arteries.

US and CT findings of a pancreatic tail pseudocyst extending into
the subcasular space of the left kidney has been described by

Lo et a® and Singh et a* a'so described renal pseudocystsin patients
of pancrestitis and have emphasized therole of computed tomography
in the diagnosis. Similar case report also appeared in Japanese
literature s.

Our casereport emphasizestherole of the ultrasound inthediagnosis
of rend pseudocyst and its differentiation form the smplerend cyst.
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BLEOMYCIN - INDUCED FLAGELLATE HYPERPIGMENTATION

V Talwar ; Ashok K Vaid ; Dinesh C Doval
Department of Medical Oncology, Rajiv Gandhi Cancer Institute & Research Centre, Sec. V, Rohini, New Delhi, India

Abstract : This male patient, a diagnosed case of Hodgkins Lymphoma (nodular sclerosis) developed linear hyper
pigmentation on the chest, abdomen, trunk, when on combination chemotherapy which included bleomycin. Bleomycin is
metabolised in all parts of the body by bleomycin hydrolase except in skin and lung, resulting in cutaneous and pulmonary
toxicites. the cutaneous lesions usually appear on normal skin without proceeding inflammatory lesions. Although many
hypothesis regarding the pathogenesis have been postulated but the exact cause is not known.

CASE REPORT

A 52 years old mde patient was diagnosed as Hodgkin's Lymphoma,
(nodular sclerogs) stagel 1A @ our Ingtitute. He was planned for ABVD
combinaion chemothergpy (adriamycin, bleomycin, vinblagtine, and
dacarbazine). Four days after the firgt course of the chemothergpy, he
noted linear hyperpigmentation on his chest, abdomen, trunk (Fig.). On
close examingtion the rash was linear, erythematous, excissated plague
on the chest and abdomen with a flagellate gppearance. He denied
permissonfor biopsy of thelesions. During thistimethe patient devel oped
dmilar, linear eruptions a new aress by scratching the skin. The patient
was continued with COPP chemotherapy instead (cyclophosphamide,
vincristine, procarbazine, predinosolone), following which,
hyperpigmented lesionsresol ved completely over aperiod of threemonths
of discontinuation of ABVD regimen.

DISCUSSION
Bleomycin is an antineoplagtic antibictic derived
from dreptomyces verticillius. After intravenous
adminidration it iswidely distributed through out
the body. Bleomycin has cell cycle specific
cytocidd effects. The most pronounced inhibition
of cdl growth is during the S phase. The during
a0 damages prophase chromosomes and induces
. aG, phasematuration arredt. Itisrapidly inactiveted
o emiatten  inall organs by bleomycin hydrolase except the
lungsand skinwhereit isdeficient. Thisresultsin
primarily cutaneous and pulmonary toxicities. In addition to pneumonia
and pulmonary fibrosis, muco cutaneous reactions associated with the
use of bleomycin are common and include stomatitis, aopecia, ulcerson
pams and soles, warty keratotic plagques and inflammatory nodules' .
Almost every patient may experiencefever withinfirst 4 to 12 hours after
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Bleomycininjectionwhichisusudly brief and not clinicaly troublesome.
Chills, myagies, nausea, vomiting and anorexia may accompany fever
but lessfrequently. Angphylactoid reactionsand rardly angplylaxis® were
noted exclusively inlymphomapatientsreceivingfirst doseof Bleomycin
and it was recommended to give test dose of Bleomycin prior to the
actud dose.  However, flagelate linear hyper pigmentationisseenina
magjority of cutaneous reactions, which occur in 8-20% of cases’. These
generdly occur after a cumulétive dose of 90 and 285mg. However,
some cases have been reported with doses as low as 15mg given
parenterdly; aswasin our case. Thetimelgpsebetween theadminigration
of drug and onset of clinica Sgnsand symptomsrangesfrom 1 day to9
weeks® and may persist for upto 6 months'. Theflagdllatedermatitisoccurs
primarily on the upper trunk and limbs'®. They usudly gppear on norma
skinwithout preceding inflamméatory lesions. The exact pathogenesisof
theselesonsis not known. Some authors congder that the linear lesions
result fromincreased |leskageof thedrug from dil ated vessal safter rubbing
or scratching the skin, but others have been unable to reproduce linear
hyperpigmentation by these means. It is aso speculated that scratching
induces subclinicd loca vasodilatation by a dermographic mechanism
resulting in an excessvein Stu accumulation of bleomycin?. Thereason
for theincreasad pigmentationisthought to beduetoincreased meanocyte
gimulation by melanocyte stimul ation hormone, inflammatory oncotaxis
and gimulation of maanocytes by adrenocorticotrophic hormone®.
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SPONTANEOUS CANDIDA PERITONITIS

H.S.Hira, Punit Pruthi, Didar Singh,Yasir S. Rizvi
Department of Medicine, Maulana Azad Medical College and Assoc. Lok Nayak Hospital, New Delhi - 110002, India

Abstract : Spontaneous fungal peritonitis caused by candida albicans is very rare. A middle aged male who was a
known case of chronic pancreatitis and chronic liver disease presented in hepatic encephalopathy. On investigations
he was diagnosed to be suffering from peritonitis caused by candida albicans with no evidence of bacterial infection.
There are very few case reports of spontaneous candida peritonitis in this literature.

CASE REPORT

A 43 year old male, chronic acohalic for the last 20 years, was a
known case of chronic acoholic pancregtitisfor theyear. The patient
wasoperated for pancreatic pseudocyst (cystogastrostomy wasdone)
1year back. During work-up hewasincidentally diagnosed ashaving
cirrhosis with portal hypertension. Ascites was not present at that
time and patient never had any complication due to cirrhosis. He
was on irregular pancrestic enzyme supplements.

Thistime he presented with the history of painin abdomen of 4 days
duration which was diffuse, non-colicky, continuous, not aggravated
by meals. There was no history of vomiting or loose stools. Pain was
associated with distension and congtipation. Patient was in atered
sensorium for last one day before admission, without any focal
neurologica deficit. There was no history of fever, jaundice, upper
Gl bleed or any recent drug ingestion. On examination his vitals
were stable, there was mild pallor and mild pedal edema. There was
no icterus. His chest and cardiovascular system examination were
unremarkable. His per-abdomen examination reveal ed freefluid with
normal bowel sounds. There was no organomegaly. His CNS
examination reveadled grade |11 encephal opathy.

On investigating the patient, his hemoglobin was 10 gm%, total
leukocyte count ( TLC ) was 10,500 with differential count of 90%
polymorphs and 10 % lymphocytes. His blood sugar was 87 mg %,
blood urea 45 mg/dl, S. Creatinine 1.2 mg/dl, serum electrolytes
were within normal range. Histotal bilirubin was 0.9 mg/dl, ALT —
38 (normal 20-40) ,AST —46 (norma 20-40) , dkaline phosphatase
10 KAU (normal < 13) , serum total protein 4.8 gm % and serum
albumin 2.4 gm % , serum amylase 31 Units. Ascitic tap was turbid
with TLC - 16000, DLCP, L , protein 1.2 gm % and sugar was 10
mg %. Gram staining revealed numerous Candida ( yeast form ) ,
AFB staining was negative. HisHIV 1 & 2 were negative. Awaiting
ascitic fluid culture for bacteria and fungus he was started on
intravenous ceftriaxone, intravenous fluconazole and supportive
treatment. Amphotericin was avoided in view of poor general
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condition and bilateral hydronephraotic kidneys found on ultrasound
examination which a so revealed coarsened echotexture of liver with
irregular surface and moderate ascites. Pancreas could not be assessed
because of bowel gas. Ascitic fluid culture revealed dense growth of
candida albicans ( both hyphae and yeast form ), bacteria culture
was sterile. In spite of treatment, his condition deteriorated with
worsening of renal function and oliguria. Patient went in hypotension
and was started on inotropic support, he could not be saved.

DISCUSSION

Spontaneous peritonitis caused by candidaabicansisextremely rare.
Search of literature revealed only 4 reported cases : two with liver
cirrhosis secondary to hepatitis B* and two with alcoholic cirrhosis
23 Thereis only one previous case report 2 of candida peritonitisin
alcohoalic cirrhosiswho also had acoholic pancrestitis and thisisthe
second casereport. Thereisasingle casereport of spontaneousfungal
peritonitis caused by candidaglabratainacirrhotic patient . Candida
albicansisnot uncommonly found in patient with history of previous
surgica procedure or who are on peritoneal dialysis®. In the present
patient surgery was performed 1 year back and it may be postulated
that candida gained entry during the procedure , lying dormant till
host immunity decreased and then causing peritonitis. Finding of
neutrocytic ascites with sterile bacterial culture and culture positive
for asingle fungus along with immunocompromised state ( chronic
alcoholicwith cirrhosisand pancrestitis) with past history of surgical
procedure goes in favour of candida peritonitis rather than non-
pathogenic contaminant °.
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NON-CIRRHOTIC PORTAL FIBROSIS

H. S. Sandhu, Shamsher Singh
Department of Medicine, Govt. Medical College,Patiala, Punjab, India

(Abstract :Non- Cirrhotic Portal Fibrosis (NCPF) characterized by splenomegaly and well tolerated episodes of )
variceal bleeding is very commonly seen in India. The aetiopathogenesis is not well understood but various
physical, chemical, biological and immunological factors have been documented to have a role.lt Presents in
90% cases as variceal bleed which is massive, painless, recurrent and well tolerated. Sgns of chronic liver
failure are in variably absent- Endoscopy usually reveals Grade - |11 or 1V oesophageal varices. The basis of
diagnosis is exclusion of extra hepatic portal vein obstruction and, cirrhosis. NCPF is a benign disorder and
has a good long term prognosis. Mean survival is 25 years from the time of diagnosis.

J

DEFINITION

Non Cirrhotic Portal Fibrosis CNCPF) is a distinct syndrome of
portal hypertension of obscure aetiology, characterized by
splenomegaly and well tolerated episodes of variccal bleeding in
the absence of cirrhosis of the liver and extra hepatic portal vein
obstruction (EHPY O). SYNONYMS Idiopathic portal hypertension
(IPH), Non—Cirrhotic portal hypertension (NCPH), Hepatoportal
Sclerosis (HPS). Obliterative portal venopathy (OPV) & Banti’s
syndrome (BS).

HISTORICAL ASPECTS

First noticed by Banti in 1883, it was Basu who coined the term
NCPF in 1967. Marleau in 1975 & Futagawain 1980 described it
as NCPH & Idiopathic Portal Hypertension, respectively.

EPIDEMIOLOGY

The disease is very common in India, less common in Japan &
least in Western countries .It accounts for 15-35 of all cases of
PHT inIndia. Theworldwideincidenceis3-5% . NCPFisadisease
of young age. The mean age is 35 years although cases have been
reported f'rOJ11 10-60 years. In India NCPF is more common in
young maleswhereasin Japan it ismore common in older females.
The predominant patients are from the middle income group. In
Indiait is reported more among urban dwellers, where asin Japan
most patients hail from rural areas.

ETIOLOGY OF NCPF

Despite its common occurrence , the etiopathogenesis of NCPF is
not well understood. The various aetiological factors are :

i). Physical agents: NCPF has been reported following irradiation
in the treatment of certain tumours e.g. Wilm's tumour.

ii). Chemical agents: a) Arsenic: Present in water, opium and
some indigenous medicines, chronic exposure can lead to NCPF.
b) Vinyl Choride:Chronic exposure to monomer and polyvinyl
choride leads to sclerosis of portal venules’. ¢) Copper: Chronic
exposure to copper egin vineyard sprayers*d) Vitamin A: Chronic
intoxication?. €) Methotrexate and Azathioprine exposure.

iii). Biological agents: Infections due to parasites (malaria and
schistosomiasis), bacteria (E Coli), and viruses (Hepatitis B) either
asrecurrent clinical or sub-clinical forms has been incriminated in
NCPF.

iv) Immunological Factors: NCPF has been associated with
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increased incidence of HLA, DRS & DR7 and decreased incidence
of HLADR?2 suggesting :an auto Immune basis for the disease.
There is decreased levels of serum IgA, C3, C4 and CD 8+ cells
and an increased ratio of CD 4: CD83

CLINICAL FEATURES

(1) Age of presentation is 20-40 years (2 decades earlier than
cirrhosis and one decade later than EHPVO); (2) In India. M.F ::
2: 1to 4:1.; (3) Mode of presentation is variceal bleed (90%),
splenomegaly (10%) and rarely anemia; (4) Other symptoms may
be abdominal pain because of enlarged spleen and edemafeet; (5)
Characteristics of bleed are that it is massive, painless, recurrent
and well tolerated . Overt or subclinical encelphalopathy is not a
feature of portal hypertension except after shunt surgery®. On
Examination : 1) Signs of chronic liver failure like clubbing,
spiders, pamar erythema, loss of axillary and public hair are
invariably absent. 2) Rarely mild edemapresentsfollowing ableed;
3) Liver spall may be normal or increased (not decreased), palpable
in 60% cases firm nontender with a smooth surface; 4) Spleen is
enlarged usually more than 9 cm; 5) Ascites is present in 20 %
cases after bleed (Esp, if poor dietary intakeispresent). It responds
well to decreased sodium intake and diuretics.

INVESTIGATIONS

1) Hematological: Anemia -hypochromic normocytic or
normocytic normochromic may be present and isoften dueto gastro
intestinal hemorrhage. In hypersplenism thereisanemialeucopenia
and thrombocytopenia. Bleeding time, clotting time, prothrombin
time, thrombintime, are all normal. Platelet aggregation test may
show hypoaggregation.

2) Biochemical: Liver function testsare normal. Serum cholesterol,
serum phospholipids arc normal, some patients show low serum
albumin which is often due to malnutrition rather than liver
dysfunction. Basal and pentagastrin stimulated gastric secretion
are reduced often due to portal hypertension and collasteral
circulation and not due to hepatocyte dysfunction.
Bromosulphthalein excretion is abnormal in 20% of cases’. 4)
Radiology: a) Ultrasonography : Shows marked dilalatation and
thickening of portal vein wallsesp. intrahepatic branches, dilatation
of splenic vein & massive splebomegaly. Spleen shows marked
congestion

b) Spleno -porto venography (SPV) : Dyeisinjected into spleen
and picture of spleno -portal axis is taken. It helps in diagnosis
and suitability of shunt operation. Findings are :- i) Paucity of
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middle sized portal vein branches and they assume a “weeping
willow” withered tree” appearance. ii) Absent or abruptly cut off
peripheral branches (4th or 5th order radicals) — Distal cut off sign
iii) Avascular area in immediate subcapsular area. In Cirrhosis,
pathology isin 2nd and 3rd order branches. In EHPV O pathology
isin portal veinitself or its main branches (Proximal cut off sign)
5) Haemodynamic Studies:- These are mainly used for research
purpose and to demonstrate that site of PHT in NCPF is pre
sinusoidal . Intrasplenic pulp pressure is increased, portal vein
pressure is increased and Wedge hepatic vein pressure is normal.
6) Liver Pathology And Liver Biopsy :- Macroscopic appearance
: Typically theliver issmooth and firm. In about 25% of the patients
only the surface of the liver may show nodules (which may be
restricted to only one lobe) whereas the parenchyma is bereft of
such nodules. The cut surface shows irregular areas of fibrosis
primarily around the portal tracts, with thickening of th(* capsule
due to subcapsular fibrosis. The portal veins are dilated and show
sclerosis of their walls and evidence of thrombosisin the large and
small portal vein branches.

Microscopic Appearance:- By definition, the lobular architecture
and hepatic parenchyma are unaffected . The fibrosis startsin the
subcapsular region and then creepsinside the lever parenchymato
surround primarily the portal tracts. The classical changes re
observed in intrahepatic portal vein branches which are
Markedly thickened, sclerosed and studded with organised or
recanalising thrombi resulting in disappearance of portal venous
radicals. The entity is appropriately .designated as “Obliterative
portal venopathy of the liver”®.

Ultrastructural appearance:- The charasteristic findings are
deposition of collagenous material in the widened intracellular
space and the perisunusoidal space (space of Disse). Capillarisation
of the sinusoids and development of microvilli between the
hepatocytes are also occasionally observed. There is reduction of
smooth endoplasmic reticulum in the hepatocyte.

Thebasicaim of liver biopsy isto excludethediagnosisof cirrhosis
of liver . Percutaneous needle biopsy is certainly better than a
laparoscopic punch biopsy, because not only may the nodular
variety of NCPF be confused with cirrhosis but a punch biops)!
obtained Rt laparoscopy may reveal only the subcapsular fibrosis
and hence an incorrect diagnosis of Cirrhosis may be made. The
histopathological features of liver biopsy illclude normal liver
architecture, variably increased fibrosis in portal tract with focal
lymphocytic infilteration and obliteration of small portal vein
radicals. There may be fibrosis of space of Disse particularly in
centrivenous zone.

DIFFERENTIAL DIAGNOSIS :- This includes cirrhosis,
EHPVO, tropical splenomegaly syndrome (TSS), Budd-chiari
syndrome, congenital hepatic fibrosis, partial nodular
transformation, nodular regenerative hyperplasia, Felty’s synd.,
CHF, myeloproliferative disorders.

The differentiating features between NCPF, EHPVO and cirrhosis
are given in Tablel

A scoring system to differentiate NCPF from Cirrhosis liver is
givenin Table—2

TREATMENT

Acute Bleed : Steps in management includes
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Table -1 : Differentiating features between NCPF, EHPVO &

CIRRHOSIS
NCPF EHPVO CIRRHOSIS
Age 20-40 Yrs <20Yrs >40Y'rs
Presentation: Gl bleed, Gl bleed, Asymptomatic
rarely rarely hepatomegaly,
splenomegaly  splenomegaly  ascites, jaundice
encephal opathy,
Gl bleed.
Bleed good good poor
Tolerance
1. Signsof Ch -- -- +
liver Disease
2.Abd. Veins + -- prominant
3. Liver norincreased N, soft firm, shrunken
insize, firm nodular
4. Spleen >9cm <9cm 1-3cm
5. Jaundice, -- -- +
aseites, flaps
INVESTIGATIONS
1. Paneytopenia +++ ++ +
2.LFT (Includ. N N Deranged
PTI)
3 BSPex. ted <10% N(<5%) >1%
4. PV Digd cut Proxima cut Involvement of 2
off Sign off Sign & 39Order
Branches; periphery
normal
5 WHVP N N Increased
6. Biopsy subcapsular N diffuse changes,
Changes, necrosis,
patchy regenerdtion
Porta Fibross

NCPF = Noncirrhotic portal fibrosis ;

EHPVO = Extrahepatic portal vein obstruction;

SPV= Splenoportovenography;
WHVP=Wedged hepatic vein pressure

Table -2 : Scoring system to differentiate NCPF from Cirrhosis

Liver
Variable Points
Age < 30Years -2
> 30 Years +2
Ascites Present +6
Absent -2
Liver Scan Abnormal +2
Normal -4
Serum Albumin <3 +4
3t0 35 0
> 35 -3
Score: Lessthan5= NCPF
Morethan 5 = Cirrhosis



JIM SA Oct. - December 2006 Vol. 19 No. 4

(1) Put patient in lateral position to prevent aspiration.

(2) Ryles tube gravity drainage; nil orally, monitor vitals.

(3) I/V fluids and blood transfusion as required; do not overload

patient; keep the patient slightly hypovolemic.

(4) No role of antacids/ H2 blockers

(5) Balloon tamponade with Blakemore Sengstaken tube (3 lumen)
or Minnesotatube (4 lumen) with oesophageal and gastric balloons.
It is quite effective in controlling bleed for 24-48 hrs. Rebleeding
followstubewithdrawal in 50% cases. Complicationsoccur in 15%
or more of patients and include aspiration pneumonitis as well as
oesophageal rupture. If the gastric balloon bursts or deflates, the
oesophageal balloon may migrate into the oropharynx causing
asphyxia. Ulceration of the lower oesophagus occurs due to
prolonged or repeated use . The oesophagal tube should not be
kept inflated for more than 24 hrs. and preferably for not more
than 10 hrs.

(6) Intravenous infusion of vasopressin at arate of 0.1 to 0.4 u/mt
cresultsin generalized vasoconstriction leading to diminished blood
flow in the portal venous system. Control of bleeding can be
achieved in upto 80% cases, but bleeding recurs in more than half
after the Vasopressin is tapered and discontinued. Serious side
effects include cardiac and gastro intestinal ischaemia, acute renal
failure and hyponatremia. Concurrent use of venodilators such as
nitroglycerine as an I/V infusion or isosorbide dinitrate S L may
enhance theeffectiveness of Vasopressin and reduce complications.
(7) Somatostatin and its anal ogue Octreotide act as direct splanchnic
vasoconstractors. Comparison of somatostatin and Octeotide and
givenintable 111. Somatostatin isgiven in dose of 250 mcg. Bolus
followed by 250 mcg/hour infusion for 48-72 hrs. Maximum
duration of treatment is 5 days. Side effects include transient
episodes of vertigo, nausea and flushes. Orthostatic hypotension
has been rarely reported; in the case, keep the patient supine during
administration. Octreotide in dose of 25-30 mcg/hr is given as a
continuous i.v. infusion for a maximum of five days. Side effects
includo local reactions like pain, a sensation of stinging, tingling
01. burning at the site of injection, with redness and swelling.(See
table 3)

Table - 3 : Comparison of somatation with octreotide

PARAMETER  SOMATOSTATIN _ OCTREOTIDE _

Action on bleeding well established® controversial ®
Spectrum of activity broad® narrow?®
Haf-lifein norma human ~ 1-2 min’ 90 min’
Hdf-lifein hepatic dessase 1-2 min® 240 min®
Effect on portal pressure quick reduction® no action
Hepatic blood flow

Down regulation no° yes’
Transfusion requirment  low?® high®

Side effects |ess® more®

(8) Emergency sclerotherapy with absolute a cohol, ethoxysclerol,
sodium tetra decyl sulfate, sodium mauruvate or ethanolamine
eleate controls bleed in more than 90% cases. After acute
sclerotherapy chronic injection of varicesis done every 1-4 weeks
till all varices are obliterated. Prophylactic sclerotherapy has no
role in prevention of bleed. Side effects of sclerotherapy include
transient effects like fever, dysphagia and chest pain. Mucosal
ulccration may occur and result in further hemorrhage or stenosis.
Endoscopic band ligation of varicesis as effective as sclcrothcrapy
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and is devoid of side effects of sclerotherapy.

(9) Surgery has alimited role in the management of patients with
NCPF. The present day indications for surgery include:-
i)Failure of sclerotherapy to control bleeding. ii) Bleeding from
large gastroesophageal varices or isolated gastric varices which
cannot be controlled by sclerotherapy. iii) Symptomatic
hypersplenism spontaneous bleeding episodes requiring
transfusion .

Non selective shunt surgery: The procedure decompress as the
entire portal system and includes end to side and side-to-side
portocaval and proximal splenorcnal shunt.

Selective shunt surgery: Thisis done to decompress only the varices
whilemai ntai ni ngbloodflowtoliver. Thisindudesdista splenorend
shunt .

Non selectivc shunts are more likely to be complicated by
encephal opathy than selective shunts. Emergency portal systemic
non sel ective shunts may control acute hemorrhage but such surgery
isusualy used only asalast resort because early operative mortality
is greater than 30%. Surgically created shunts effectively reduce
the risk of recurrent hemorrhage, but the overall mortality of
patients undergoing such surgery iscomparableto medical therapy
for control of bleed.

(10) TIPS - Trangugular intrahepatic portasystemic shunt offers
an alternative to shunt surgery. The main draw back is stenosis
and occlusion of shunt over a period of months.

PREVENTION OF RECURRENCE OF BLEED

1) B-blocker propanolol in a dose sufficient to decrease the
resting pulse rate by 25%.

2) Chronic sclerotherapy:- One absolute indication for
sclurothorapy is no availability of vein for shunt surgery as
revealed by SPV.

3) Shunt Surgery : - One absolute indication for shunt surgery
is hypersplenism.

PROGNOSIS

The diseaseis benign and has agood long - term prognosis. Mean
survival is 25 yrs. from time of diagnosis (5 yrs. for cirrhosis) .
After successful eradication of varicesa2 yr. And 5 yr. survival
of 100%) has been observed. After splenorena shunt surgery, a5
yr. survival rate of 87% has been reported.
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CAN BENIGN PROSTATIC HYPERPLASIA BE
MANAGED BY PILLS? - OUR EXPERIENCE

N.K.Mohanty, Uday Pratap Singh, R. P.Arora, Nitin K. Sharma,
Department of Urology, V.M. Medical College & Safdarjang Hospital, New Delhi,India.

effective giving better quality of life to the patient.
o

(Abstract : This communcation is to provide a critical overview of the currently available guidelines in mangement of beni gn\
prostatic hyperplasia & also to give the revolution of changes that has taken place in its management pandoriumin the the last
four decades. Open prostatectomy was the only treatment modality available till 1970. Development of transurethral procedure
by Neshit in 1943 brought a total revolution in its management in 1970 till dates. Many other minimally invasive procedure have
devel oped intherecent past using different source of energy likelaser, heat, radio frequency and ultrasound. Medical management
for BPH using pills was dreantill 1910 when a— adrenergic receptors were identified by Shapirio in 1967 with these recent
developments, now a days, management of BPH has not only become very safe with low morbidity, no morbidity but also cost

J

INTRODUCTION

Until recently benign prostatic hyperplasia (BPH) was thought of as
arelatively uncomplicated disease process, resulting from agerelated
enlargement of the prostate gland. Current thought leaders view
BPH as a syndrome in which BPE (Benign Prostate Elargement),
BOO (Bladder Outlet Obstruction) and LUTS (Lower Urinary Tract
Symptoms) areinter related but distinct entitieswith possibly different
etiologies and divergent natura histories. (Figure below)

BOO

Benign hyperplasiaof the prostate (BPH) usually affects men after
40 years of age. It is the commonest disorder of ageing males
worldwide, affecting one out of four men over 50 years of age.
The prevalenceis expected to increase asthe mean age of themale
population is increasing in our society and in years to come this
malady will beagreat health problemin ageing malesof our society.
Although 70% of men over 60 years of age will develop BPH, but
only 35% of them may require surgical intervention for relief of
their symptomatology. Therefore, there is a need for medical
management of rest of BPH patients who are symptomatic. Again
various co-morbid factors in the geriatric age group may be a
contraindication for undergoing surgical treatment. This group
would greatly benefit from medical management.

The weight of the prostate at birth is 1gm in weight. This gland
undergoes first involution at the age of 14 years when man enters
adulthood. From 14 yearsto 40 years of age the prostate growth is
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slow asits main function remains as an accessory gland for sexual
activity of the man. After 40 years of age when the peak sexual
activity of man starts declining, serum testosterone level alsofalls,
an imbalance occurs between serum testosterone and oestragen
resulting in uncontrolled enlargement of prostate gland. The size
and the degree of growth vary from individual to individual
depending on the stimulation of various growth factors like EGF
(epidermal growth factor), FGF (fibroblast growth factor) and TGF
(transition growth factor). The prevalence of BPH is 8% at the 4™
decade of life, risesto 50% by 6" decade of life and 80% by 8"
decade of life.

The concept of medical management of BPH came into focus after
the identification of effect of a-adrenergic receptors at the bladder
neck, prostate capsule, smooth muscle of prostate and prostatic
urethra in 1970-75 when it was proved that stimulation of these
receptors control the tonicity at the bladder neck & prostate
resulting in obstruction to urinary flow i.e. the dynamic factor.
Hence relaxation of these receptors by giving a-adrenergic
antagonist will relax the tonicity at the bladder neck thereby
releasing obstruction. Simultaneously it was proved that the
increased volume of the prostate gland also results in obstruction
at the bladder neck i.e. the static factor. Therefore, shrinkage of
the prostate gland can be achieved by giving Sareductaseinhibitors
so that DHT (di-hydro testosterone) production from serum
testosterone and androgens can be reduced thereby causing
reduction in volume of prostate adenoma.

Age is the greatest prognostic factor for BPH. BPH decreases
quality of life. Raised serum insulin, waist to hip ratio and coffee
drinking increaseincidence of BPH. Incidenceof BPH isdeclining
in developed countries but mortality is on rise in underdevel oped
countries.

AUTHOR’S EXPERIENCE

Theauthor inthelast ten years hastried to establish theimportance
of medical management in BPH and herewith present hisexperience
& research work with result chronologicaly.

Thefist a-selective a-adrenergic blocker availablein Indian market
was Terazocin in 1990. We conducted atrial using Terazocin 5mg
once aday (in divided dose) for three months on BPH patients not
having absolute indication for surgery but symptomatic of
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prostatism. These patients showed 50-55% improvement in their
subjective and 40-45% improvement in their objective symptoms
at the end of therapy but showed adverse side effects in the form
of postural hypotension, dizziness, headache in 20% of patients
and had symptoms returned once drug was stopped. (Paper
published — Indian Journal of Urology, March 1998)

With the introduction of Doxazocin later in 1998 as a highly
selective a-adrenergic blocker with alonger half life (22 hours)
and gradual onset of action 2-6 hours we conducted atrial in 1999
using 4mg of Doxazocin once a day at night for three months. At
theend of thetherapy we recorded 50-55% subjectiveimprovement
and 60% in objective improvement with a decrease in the post
residua urine volume by 21%. Though there was no significant
improvement in symptoms score and flow rate as compared to
Terazocin but theincidence of adverse side effect was comparatively
much lower than Terazocin. In Doxazocin group, headache,
dizzinessand hypotension was seenin 10% only. (Paper published
— Indian Journal of Urology, Sept. 2000).

Though medical management with above a-adrenergic blocker
showed 50-55% improvement in symptomatology and flow rate
but it did not bring satisfaction to the patient as was expected as
patients continued to have lower irritative symptoms like urgency,
frequency & nocturia.

In 2001, Tamsulosin a new uroselective a-adrenergic receptor
antagonist was introduced for medical management of BPH. This
sdlt has the advantage of being uroselective asit takes care of both
the bladder outlet obstruction symptoms hesitancy, intermittency,
terminal dribbling & weak stream and bladder instability symptoms
like nocturia, frequency and urgency. Sinceit has a dual mode of
action blocking not only &, but also a, responsible for bladder
irritative symptoms.

We undertook atrial to study the safety & efficacy of Tamsulosin
in management of BPH using a dose of 0.4mg once a day at night
for three months. At the end of therapy there was 70-75%
improvement in subjective symptoms score and 75-80%
improvement in objective symptoms. Post residua urine volume
decreased by 39% from baseline.

The adverse effect in the form of dizziness & headache was found
in 7% of patients and less than 4% of patients had postural
hypotension as compared to Terazocin & Doxazocin because the
ratio of binding affinity for ala receptor to alb receptors was 29
times for Tamsulosin as compared to 1-2 times for Terazocin,
Doxazocin & Prazocin, thereby making Tamsulosin a much safer
drug. (Paper published — Indian Journal of Urology, Sept. 2003 &
Annals of the College of Surgeons, Aug. 2003)

Sinceat present medical management isawell established modality
of management of BPH for patients not having absolute indication
for surgery, more and more geriatric males and males not suitable
for surgery due to associated co-morbid factors are willing for
medical management as the first line of treatment for their
prostatism symptoms.

TheMTOPS (Medica Therapy of Prostatic Symptoms Trial) study
have established the use of two drugs—a urosel ective al pa-blocker
in combination with 5a-reductase inhibitor (type | & type Il) is
very effective in management of BPH.
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To give more benefit to the patients the author undertook another
trial in 2003-04 using a combination of a-adrenergic blocker
(Tamsulosin 0.4mg OD) and 5a-reductase inhibitor (Finasteride
5mg OD) for six months. Theresult of thiscombination has proved
to be most beneficial in improving the symptoms score, urinary
obstruction and greatly reducingirritative symptomsand post residual
urine volume as compared to al other previoustrial therapy. Before
starting this combination a baseline PSA is mandatory and periodic
PSA egtimation during course of therapy is recommended as 5a
reductaseinhibitor cause reductionin PSA. (Accepted for publication
in Indian Journal of Urology 2004-05). The result of this study is
very encouraging with regard to reduction in prostate size, post
residud urine volume, improve I PS score, uroflow rate & decrease
hesitancy time with the minimum adverse effect.

Theauthor invariably faces one query while treating such patients.
How long can | continue with medical management? The author
isof the opinion to continue medical management on BPH patients
as long as the patients do not develop absolute indication for
surgery. In authors opinion retention of urine and back pressure
changes of kidneys are the two only indications for surgery for
BPH. At present the author has patients who are satisfied with
medical management for more than five years.

DISCUSSION

Medica management with a-adrenergic antagonist and Sa-reductase
inhibitor as monotherapy or in combination is a well established
modality of management of BPH patients not having absolute
indication for surgery but symptomatic or having associated risk co-
morbid factors as contraindication for surgery.

Selection of patientswith periodic follow up should be meticulously
done so that patient gets maximum benefits.

By doing sotheauthor in the last ten years have not only prevented
unnecessary prostate surgery or over-doing of prostate surgery
in many patients of BPH but also has reduced the surgical
morbidity & motality ratesfrom prostate surgery in the department
apart from establishing medical management of BPH as areality
and there by giving better quality of life in a sizeable geriatric
male population of our society.

Currently the author is involved in management of BPH with
newer drug combination and phytotherapies. Alfuzosin and
Dutasteride are newer drug on study trial with the author.
Lycopene an antioxidant derived from tomatoes and guava have
shown to reduce serum testosterone in human beings and causes
apoptosis in prostate of rats in experimental study.

CONCLUSION

Medical management is now the first line treatment option for
patients with BPH not having indication for surgery. In the past
five years medica management for BPH has greatly reduced the
incidence of surgery for prostate worldwide simultaneously
reducing the mortality & morbidity incidence resulting from the
same.

The author is of the firm opinion that 65-70% of patients with
BPH not requiring surgical intervention greatly benefit from
medical management as first line of treatment option for their
prostatism.
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AVISION FOR THE FUTURE HEALTH SYSTEM DEVELOPMENT

Dr. B.C. Ghosal
Retd. Regional Adviser (Health), World Health Orginization, New Delhi. India

The world is in transition-actually in a great hurry to move on,
Recent devel opments have made peopl e and machinesmovefaster
than ever before; values are shifting. With the rapid changes in
political, socio-economic and environmental scenarios unfolding
right before our blurry eyes, aclear vision for the future becomes
all the more necessary, however difficult the task may be.

The 21st Century will see many more remarkable breakthroughs
in science and technol ogies, bringing the World closer in one way
and making it more disparate in another. The development field
itself will beriddled with conflicts, Will techno-friendly advances
also be eco-friendly? Will economic reforms also benefit the
economically depressed? Will the balance between materialistic
and spiritucl values tilt in favour of the former or latter? Such
balances, in our opinion, will be influenced by many forces. For
example greed for money or power will be balanced by the
compulsions for equity, waste by conservation and violence by peace.
Hedlth too, will hang in the balance - ddlicately positioned between the
haves and have-nats, between abundance and want, between access and
deprivation. Which way the balance will tilt will depend on the way we
want it totilt. Inthe vison that | have of the future

® | seeethics prevailing, to ensure hedth as afundamentd right of
every citizen of the world, regardless of race, colour, economic or socid
gtatus Thenear-impossiblesurviva conditionsfor asignificant proportion
of the world's population in deprived pockets of developing countries
must begin to touch the conscience of therich.

® | soe people as centrd to this movement. A growing disenchantment
with politicd systems riddied with nepotism and corruption has dready
begun. Enlightenment will grow, literacy levels will improve and
communication highwayswill | increasingly helpinexposingthe* games
being played internationaly and nationdly by smdl ditist groups that
amtopreserve, evenwiden present-day digparities. Government structures
developed over thelast half acentury will not changeeesly. Infact, asthe
population grows, as people begin to understand how the determinants of
hedth can controlled; as men arid women more dosaly see the strong
relationship between hedth and qudity of life, reponghility for hedth
will move from the centralized hedlth sectors more peripheraly towards
the community. Through nongovernmenta organizations, the mediaand
community based groups, peoples voices will be heard. Their demands
will be expressad loudly and more boldly. Collective expression will
encourage collective leedership and, action. Codition and collaboration
will, hopefully, replace confrontation.

® Asfar astherich, the privileged, thewell-endowed are concerned,
humanitarian concerns will surface for a variety of reasons. This
will lead to more tolerance, more concern for poor neighbours and
friends and more generosity being extended for the promotion of
equity.

® Harsh redities will shake complacency. Communicable diseases have
never regpected nationd boundaries. Their movements across the globe
areeven faster today. They havedso shown ahedthy disrespect for class,

Correspondence : Dr. B.C. Ghosal,
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or country .The HIV/AIDS pandemic isastern warning to dl thasewho
believed that this disease is somebody else's problem, not theirs.

® Theroleof the government hedlth sector in mesting the new situations
arisngout of enlightenment and conscientiousnesswill dsobecomemore
rdlevant. Hedlth structures as such may not change significantly but
strategies and goproaches will. Thiswill help to bring hedth closer totile
peoplethrough greater decentraization, viabledistrict hedth systemsand,
most importantly, awillingness and moativation to work with other than
the hedlth sector to create supportive conditions for hedlth.

® \With growing redization of the importance of hedth for long-term
development gains, planners and policy makers will begin to see the
wisdom of placing hedth high on the political agenda. Development
sectors will increasingly gppreciate the relaionship between hedth and
development.

® The peoples’ perspective to development will be recognized,
For people, it does not matter who provides them what they need.
What matters is that they get what is required to live a life of
dignity and that their basic needs are met at a, price they can
afford. They will ‘demand opportunities for growth and upward
mobility to improve the quality of their lives. Alliances will be
built between various partners, providers and receivers

Inthevison of thefuturel also see:
®  hedth partnerships forming, growing and meturing as strong holds
for hedlth action
® government and people appreciaing the powerful contribution that
hedth can make to socid cohesion and quality of life,
® government protecting a dl costs and the underserved and poor and
providing, ahigh qudity of hedth care, rationdizing high technology
gpplications, opening up hedth issues for nationd and internationa
debate
® paliamentarians, community leeders, rdigious groups, environmental
forums and other opinion leaders making hedlth an important part of
their missonandwork variousUN agenciesandworld bodiesworking
moreclosdly together- for hedlth concernswith asolidarity of purpose
® various UN agencies and world bodies working more closely
for hedth concerns
® the private sector and nongovernmental organizations joining hands
with government and with the peoplein the pursuit of common gods;

Theseareglimpsesof avison for future hedth: (i) framed by the vaues
| hold most deer - solidarity, cohesion, harmony and peace. (ji) inspired
by the binding power partnerships hold for hedlth; (iii) sparked by the
dedication and commitment shown by member countriesin their pursuit
for hedth for dl; (iv)created by astrong and growing conviction thet as
we enter the 21t century, partnerships for health could well becomethe
turning point for health development in the South-East Asia Region.



With Best Compliments

from:

UNITED BIOTECH PVT. LTD.

makers of :

Tablet AMINESS-N

(Dialysis - sparing essential amino acid)

For queries:

Contact Mr Deepak Arora, 9811231278




JIM SA Oct. - December 2006 Vol. 19 No. 4 PICTORIAL CME 233

MULTIPLE NEUROCYSTICERCI INALL 3 STAGES

N.S. Neki
Department of Medicine, GGS Medical College, Faridkot, Punjab, India

/A 30 years femal e presented with tonic —clonic convulsions suggestive of grand mal type of epilepsy. Subsequently stb
got her MRI brain done which revealed distinctly seen multiple neurocyticercosislesionsin vesicular, colloidal vesicular
and granular nodular stages a ong with ventriculomegaly (third and fourth ventricles dilated — See photograph). Vesicular
is first stage in which larvum appears as a round CSF line ecyst with a mural nodule that respresents scolex, rarely
associated with edema and contrast enhancement. Colloidal vesicular stage is the second stage in which larvum dies,
begins to degenerate thereby releasing metabolic products resulting in edema and cyst wall enhancement. Ring like
enhancement is seen in 2/3" of cases. Granular nodular stage is next stage in which cyst retracts with calcification of
scolex and thickening of cyst. Occasionally target or Bull’s eye appearance is seen with calcified scolex in the centre of
mass. Residual cyst which isisointense to brain, nodular or microsing enhancement is common at this stage suggesting
granuloma. Surrounding edemais still present and enhancement following contrast persists. In nodular calcified stage
(final stage), asmall calcified nodule without mass effect or enhancement is not observed or MRI. Although solitary cyst
is more common, but the presence of all the 3 stages in the same patient at the same time is not commonly seen. The

Qati ent was put on carbamazepine and albendazol e to which she responded satisfactorily and is now on regular foIIowuy

Correspondence : Professor N.S. Neki
E-mail : drnsneki_123@yahoo.com
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“AN INTEGRATED APPROACH IN THE MANAGEMENT OF PERIPHERAL VASCULAR DISEASES’

EDITORIAL PERIPHERAL VASCULAR DISEASESIN THE 21ST CENTURY

It isindeed a pleasure and great honour for me, to be writing for the JIM SA as a guest editor. The concept of Vascular
Surgery as a stand-alone speciality has not progressed as rapidly in India and the sub-continent, as it has in the
United States or Europe.

Peripheral vascular surgery started as an off-shoot from cardio-thoracic surgery way back in the 1930s. As an entity
it has gone from strength to strength since then. Today we can confidently say that, there exists a vibrant peripheral
vascular surgery training program in most countries, with India also trying to catch up.

The peripheral vascular surgeon has given way to the concept of a vascular specialist in the new millennium. As we
understand more and more regarding the patho-physiology and natural history of peripheral vascular diseases, we hope to use a
combined approach of vascular medicine, surgery, endovascular and complimentary techniques in the treatment of these conditions.
Times are changing fast and the futureis bound to bring in rapid and far reaching changesin vascular care, thereforeit isimportant that
we integrate our knowledge, skills and resources to provide the state of the art care for our patients.

Apart from giving an overview of what is evidence based in a modern vascular practice, it has been my endeavor to promote an
integrated approach to patient care. | am grateful to Dr. Vinod Sharma, Dr. V.K.Guijra , Dr. Amar Pal Singh Suri and Dr. Deepak
Chaudhary, my colleagues at the Centre for Integrated Care for Vascular Diseases, at the National Heart Ingtitute, in New Delhi for
joining mein presenting a holistic view of management of vascular diseases.

Guest Editor

Dr. Ashok Gupta

Senior Vascular and Endovascular Surgeon,

National Heart Institute, East of Kailash, New Delhi, India
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VASCULAR, SURGICAL & PERCUTANEOUS INTERVENTIONS —

JIMSA Oct. - December 2006 Vol. 19 No. 4

A BALANCINGACT

Ashok Gupta
Senior Consultant, Vascular and Endovascular Surgeon, National Heart Institute, East of Kailash, New Delhi, India

4 N\
Abstract: Peripheral vascular diseases (PVD) encompass an entire gamut of conditions related to arteries and veins of the

body. This inche speciality has come a long way since its origins in the 1950's. Today, it is perhaps the only speciality where
the barriers between surgery, percutaneous interventions and vascular medicine are becoming blurred and the providers of
care are becoming multi-skilled to provide the patients with the most appropriate care under evidence based medicine.This
article touches on the aspects of a multi-specialized approach to vascular interventions, where time tested results of standard
surgical procedures are now being matched by percutaneous techniques in many areas.|t also highlights the importance of
good patient selection for a particular procedure rather than having a single point program of treatment for all patients
suffering from a particular condition. Treatment of carotid stenotic disease is changing, surgical results have been excellent
from most reputed centres. However a subset of patients may be suitable for percutaneous techniques particularly with
modernimaging and hardwareat our disposal. Percutaneous approach to thethoracic aortaisnovel and extremely promising;
it may become the approach of choice in times to come. Treatment of aneurysmal aswell as stenotic disease of the abdominal
aorta has changed aswell. The clinical evidence in favour of percutaneous techniques, in well selected patientsis mounting;
surgery as well as stent-grafting will almost certainly have a role in treatment in the future. Infra-inguinal vascular disease
has also become amenabl e to treatment by percutaneous techniques. Again patient selection seems to be the key to success.
In conclusion, percutaneous techniques are here to stay and are the way forward as well, the key factor being good training

9 and committing our practices to evidence based medicine.

INTRODUCTION

Surgical treatment initsentirerange, for aparticular condition inthe
body, undergoes change from time to time. This was proven when
the laparoscopic revolution overtook open surgery in thelast decade
of the pervious millennium.

Vascular surgery isahighly specialized field, requiring good training
& experience. However, the era of endo vascular treatment is here
and it isfor the surgeons to understand, appreciate and actively join
others to become endovascular specialists.

CAROTID INTERVENTIONS

Nowhere el se hasthe usage of endovascular techniques caused more
confusionthaninthecarotid circulation. Thecarotidsremainavictim
of the ‘oculo-stenctic ‘reflexes of most interventionists. The results
of surgery in indicated cases of carotid endarterectomy (both
symptomatic and asymptomatic) , have been established over the
last fifty years or so'2. First reported cases of carotid angioplasty
came way back in 1988-89, way before a safe protection device or
durable stent was designed or conceived®4. However carotid
angioplasty with stenting (CAS), with modern hardwareisbecoming
more acceptable with the providers and the patients.Much of this
enthusiasm for CAS has been fostered by nonsurgeons.”®
Indications for Carotid Angioplasty/ Stenting in High-Risk
Patients

1. Severe chronic obstructive pulmonary disease (@) requiring home
oxygen (b) FEV-1<20%predicted (foreadexp volum one second)
2. Severe chronic rena insufficiency (a) Serum creatinine>3.0mg%
(b) Currently on didysis
3. Prior carotid endarterectomy (CEA) (restenosis); contralateral
vocal cord paralysis
4. Surgically inaccessible lesions (a) at or above the 2™ cervical

vertebra (b) inferior to the clavicle
5. Radiation-induced carotid stenosis
6. Prior ipsilatera radica neck dissection
Limitations/Contraindications to Carotid Angioplasty/ Stenting
B |nability to obtain femora artery access
Unfavorable aortic arch anatomy
Severe tortuosity of the common or internal carotid arteries
Severely cacilied / undilatable stenoses
Lesions containing fresh thrombus
Extensive stenoses (>2cm)
Critical (99yy%o)stenoses(* stringsign”)
Lesions adjacent to carotid artery aneurysms
Contrast-related issues
Chronic rend insufGciency
Previous life-threatening contrast reaction
B Preload dependent states—severe aortic valvular stenosis
In conclusion, CAS is an evolving technique that has signiQcantly
improved our ability totreat patientswith carotid bifurcation disease,
especially thoseat highrisk for carotid endarterectomy. Itiscurrently
approved for use in high-risk patients, as defined by clinical trias.
As with CEA, proper patient election and attention to procedura
detail are imperative to produce exemplary results
The raging controversy in this field remains good patient selection
between surgery and stenting aswel| aslesionsthat need to betreated.
Toanswer thesebasic questions, itisimportant that theinterventionist
is well read and informed regarding the natural history of carotid
stenotic disease aswell asthe evidence based information regarding
need for intervention. Thisis of course, essentially in the interest of
the patient who is our primary concern.

THORACIC ENDOGRAFTING
Sincethefirst report of endovascular therapy for descending thoracic
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aortic pathology in 1994 by Dake et a, the advent of commercialy
available devices has been relatively dow. Thisis primarily due to
therelatively lower volume of thoracic aortic aneurysmsas compared
withinfra-renal aortic aneurysms. Technical and anatomic challenges
in thoracic endografting, such as proximity of the great vessels and
tortuosity around the arch, also pose achdlenge. In addition, alarger
device profile and hostile hemodynamic forces complicate the
technica aspect of the deployment procedure.”®

Surgical repair of thoracic aortic aneurysms (TAA) is demanding
both for the surgeon and the patient. The experience and expertise of
the surgical teamincluding theanesthesiologist and the post operative
care for patients undergoing TAA repair, is crucid in producing
successful results. This fact dong with the morbidities involved,
including that of ischemic injury to the spinal cord has contributed
toalargeextent in compelling providerstolook for aternative means
of treating this difficult problem.

Endovascular technology is expected to result in more pronounced
benefits in the treatment of aneurismal disease in the chest than in
the abdomen because of the higher morbidity of thoracic aortic
procedures. Peri-operative mortality and morbidity, particularly with
respect to SCI and cardiopulmonary complications, have been
noticeably lower than those observed in open surgica repairs. These
endografts have been applied to avariety of clinical settings beyond
aneurismal disease, including aortic dissections, transactions, and
most other pathologies of the descending thoracic aorta.®

No device-speci(c resultsare yet available. All devicestested to date
carry a large profile, ranging from 20F to 25F, and require a large
access vessel for introduction. Access to the thoracic aorta continues
to be a main source of complications, Almost 15% of the patients
required access proximal to the femoral artery. The increased
prevalence of TAA in women com-pared with abdomina aneurysms
clearly exacerbates this problem.°

Although the incidence of spina ischemic injury was low and less
than that reported with open repair, it does occur with thoracic
endograft repair. Although previous aortic surgery and coverage of
long segments of aorta have been reported to portend ahigher risk of
paraplegia with endovascular repair of TAA.2%% To conclude,
endovascular treatment may become more acceptable for higher-risk
patients, with TAA and new trials are expected to expand indications
of thistechnique. The hopeis of aviable dternative to surgery with
consistent results in the near future.

ENDOGRAFTING FOR ABDOMINAL AORTIC
ANEURYSMS

Surgical repair of a infrarenal aortic aneurysm was first done by
Matasintheearly 1900s.Herepaired the aneurysmfromwithincalling
the technique as endo- aneurysmorrphy.

In the decades that followed with the advancement of anesthetic
techniques and post operative care the mortality associated with this
surgery has steadily declined, to the current figure of 3% for elective
repairs.’* Most if not all, the the large surgica invasion that the
patient’s body has to undergo to have the repair done. As would be
expected mgjority of these people are in their seventies or above.

A need for a more minimally invasive procedure, which would
produce similar results, was felt since the mid eighties.Credit must
be given to pioneers such as Parodi et a. who dared to attempt
endovascular management of abdominal aortic aneurysmswith most
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primitive hardware and imaging techniques in the early nineties'.
Endovascular repair of abdomina aortic an-eurysm was introduced
in the early 1990s as a minima access alternative to conventional
repair. The Orst stent-grafts implanted were homemade devicesand
served to establish the feasibility of the techniqueWe aretoday inthe
midst of a quiet revolution, where we find minimally invasive and
minimal access techniques have gained credibility, with suitable
support from the industry, and a teamwork approach from the
providers.

To be effective, a stent-graft needs to maintain Oxation,
hemodynamic seal, mechanical integrity, and patency over many
years. How-ever, a stent-graft implanted in an aortic an-eurysm
is subjected to several adverse fac-tors that tend to compromise
these functions.*

The EUROSTAR comparative analysisis indeed one of the most
comprehensive multicenter registry of its kind.

EUROSTAR Project

EUROSTAR (European Collaborators on Stent-graft Techniques
for Abdominal Aortic Aneurysm Repair) project was launched in
1996 in response to the introduction of the new technique of
repairing aortic aneurysms. The project was designed as a
voluntary pan-European multicenter registry to allow collec-tion
of as much data as possible in as short a time as possible for
expeditious scienti(c evaluation of this technique.

Patient Sample : During the observation period, 6787 pa-tients
(6341 men; mean age 72 years, range 28—100) from 181 hospitals
(Appendix) in 19 countries were included in this analysis.
Statistical Analyses: The primary aim of the analysis was to
compare patients who were treated by the different stent-graft
models.

Adverse events during follow-up were examined to characterize
the performance of different models. In order to render this
comparison quantitative, annual incidence rates (IRann: number
of events/person-years at risk) for each complication were
calculated for the en-tire cohort and for each stent-graft model.

RESULTS

Endoleaks Device-related endoleaks were observed at 1 month
in 10% (n673) of the 6787 pa-tients. Overall, the annual incidence
rate was 6.2%.

Change in Aneurysm Diameter Aneurysm diameter increased in
6%; the annual incidence was 3.3%, ranging from 2.2% to 4.3%.
Shrinkage of the aneurysm diameter oc-curred in 5 times as many
patients (30%, n=2031). The overall annual inci-dence rate was
22.7%.

Migration: Graft migration was observed in 5% (n=323). The
annual incidence rate, which was 2.8% overall

Kinking: Stent-graft kinking occurred in 4% (n=257) of the
patients Overall, the annual incidence rate of kinking was 2.3%.
Occlusion : Stent-graft occlusion was also reported in 62% lower
in patients with a Ze-5% (n=367) of the patients

Reinterventions. Conversion to open repair was performed in 3%
(n=234) of dl patients. Of these, 76 conversions were performed
within 30 days of the initiad operation. The annua incidence for
conversion was 2.0% overall.

Oneor moresecondary interventionswere necessary in 11% (n=771)
of the patients. Although the eurostar study, had it's share of
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Table: Annual Number of Registered Sent-Graft Implantations

Total 1995 1996 1997 1998 1999 2000 2001 2002 2003

AneuRx 999 — 4 89 265 273 205 90 49 24
(15%)

EVT/Ancurel76 11 10 41 30 34 16 6 23 5
(3%)

Excluder 808 — — — 29 090 108153 190 238
(12%)

Stentor 308 165143 — — — — — — —
(5%)

Talent 1579 — 9 60 101 168 223 282 306 430
(23%)

Vanguard 929 — 89 372 304 149 15 — — —
(14%)

Zenith 1988 — — — 15 159 317483 487 527
(29%)

Totals 6787 176 255 562 744 873 884 1014 1055 1224

limitations, it has provided us with objective evidence that
endografting for aortic aneurysms, is safe and can be performed with
acceptably low rate of complications and mortality.

With the newer generation deviceson smaller sized delivery systems,
the technique is set to become more attractive both to the patients
and operators. On the basis of this analysis, one can safely hope to
have wider usage of stent-grafting for AAAs. There will perhaps
always remain a subset of patients in whom a surgical repair would
be a more suitable and therefore the decision regarding patient
selection mustinvolve peoplewho haveintimateknowledgeregarding
advantages and limitations of both these techniques.

INFRA —INGUINAL ENDOVASCULAR
INTERVENTIONS

Surgical treatment of infra-inguinal arteria disease remainsthe gold
standard even today. However a definite shift towards minimal
access and percutaneoustechniquesistaking placein most centers
around the world. The TASC (Transatlantic Inter-Society
Consensus) recommendations have been modified and asin other
blood vessels, the hardware has improved by leaps & bounds to
make it more acceptable, durable and user friendly. Almost all
infra-inguinal lesions from high grade symptomatic stenosis to
occlusive disease have become approachable by endovascular
means. There are afew studies that support the usage of modern
stent graftsin the short and medium term (upto four years) in the
superficial femoral artery (SFA), results being comparableto those
of surgical bypasses.’

Usage of stent grafts in popliteal aneurysms, particularly behind
the knee, is controversial, but is gaining support as technology
advances further. Popliteal artery aneurysms (PAA) account for
the most frequently seen peripheral aneurysms. They are
potentially dangerous, with a 5-year cummulative risk for
complicationsof 68%. The most common complicationsare acute
thrombosis, with occlusion of the aneurysm, and distal'"®
embolization.

Open surgical treatment with a venous bypass graft isstill the
treatment of choicefor most surgeons.

Advantages of the endovascular treatment include the minimally
invasive character of the procedure, with only asmall incisoninthe
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groin, minimal morbidity, and a shorter operation time and hospital
stay. A particular problem associated with this technique is that the
stent graft crosses the knee joint. Repetitive stress on the device in
this bending zone may lead to complications, including kinking,
fracture of the stent-graft material, and occlusion. The newer
generation of stent grafts address the problems of the tortuous course
of the SFA and the need to maintain integrity, when deployed behind
ajoint.® Endovascular management of focal lesions in the aorto-
iliac segment is standard procedure now, but once again, it is worth
mentioning that the wire may not be the best approach in al patients
with these lesions.

CONCLUSION

A few facts emerge as an overall conclusion of this article. Firstly
vascular surgery has emerged as a stand alone specialty and
endovascular techniques are an integral extension of our field. The
future will belong to groups of providerswho are capable of working
together and come up with complete treatment plans for vascular
patients. The vascular specidists of the future will need to have in-
depth knowledge on surgica , percutaneous and evidence based
techniques, if our patients are to be offered treatments that meet the
international standards.
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DIABETIC FOOT CARE

Dr. AMAR PAL SINGH SURI
Foot Care Specialist, National Heart Institute,East of Kailish, New Delhi. India

Abgract : Diabetesisa seriouschronic disease. In 2003 theglobal prevalenceof diabeteswasestimated at 194 million. Thisfigureispredicted toreach
333million by 2025 asa consegquence of longer lifeexpectancy,sedentary lifestyleand changing dietary patterns Thisriseislikely tobring a proportional
increasein the numbers of peoplewith diabetes conplicationsincluding problems of the foot.Without action,more amputations are likely. 40-70% of
all lower extremity amputations,are related to diabetes. 85% of diabetes-related amputations are preceded by foot ulcers. A co-ordinated foot-care
drategy can reduce amputation rates by between 49% and 85%. Thiswill require: (@) prevention; (b) multi-disciplinary treatment of foot ulcers, (c)
appropriate organization; (d) close monitoring; (€) education of people with diabetes and healthcare professonals

INTRODUCTION

More than 190 million people in the world and 38 miillion in India
have diabetes mellitus and too many of these patients suffer from
diabetic foot disease, which may eventudly lead to a lower limb
amputation. Foot complicationsare one of themost seriousand costly
complications of diabetes. Foot disorders are a major source of
morbidity and a leading cause of hospitalization for persons with
diabetes mellitus. Foot ulcers and amputations are a major cause of
morbidity and disability for peoplewith diabetes. Approximately 15%
of patients with diabetes will have an ulcer and 50% of patients will
have diabetic periphera neuropathy in their lifetime. Diabetesis one
of the most common causes of lower limb amputation in our country;
there are about 1-lakh diabetes-related foot amputations per year.
The early recognition and management of risk factors for diabetic
foot disease can prevent these adverse outcomes.

OBJECTIVES OF DIABETIC FOOTCARE

The main objectives of diagnosisand treatment of diabetic foot squel
isaround maintaining the patient ambulatory, productive member of
the society. Thismay requirethe expertise of many different specidists
on the diabetic foot care team.

EPIDEMIOLOGY OF DIABETIC FOOT

Three major peda complications of diabetes are: (i) foot ulcers, (i)
foot infectionsand, (iii) Charcotsfoot; most common being foot ulcer.
It is estimated that 15% of patients with diabetes will develop afoot
ulcer. Severa reportsfrom popul ation-based studiesindicate an annua
incidence for diabetic foot ulcers of 2-3%. About 20% of patients
with foot ulcers subsequently requirean amputation. Whilemost ulcers
can be successfully treated in the clinic or outpatient setting, infected
and/or ischaemic foot ulcers are a mgjor cause for diabetes related
hospitalization.

RISK IDENTIFICATION

Risk identification is fundamental for effective preventive
management of the diabetic foot disease. The risk of development of
diabetic ulcersis increased in people who had diabetes > 10 years,
are male, have poor glucose control or have cardiovascular, eye, or
renal complications. The most important risk factors for ulceration
are: (i) periphera sensory neuropathy, (ii) peripheral vascular disease,
(iii) structural foot deformity, limited joint mobility, (iv) ill fitting
shoes, increased pressure- callus, erythema, (v) history of prior ulcers
or amputation, (Vi) trauma, high sugars, old age.

FOOT EXAMINATION

Every diabetic should get a thorough foot examination once a year
from the Podiatrist (foot specialist). This examination includes an
assessment of protective sensation, vascular status of feet, foot
biomechanics, and high-pressure areas like callus and skin condition.
The presence of erythema (redness), warmth, or callus formation
indicates areas of tissue damage with impending breakdown. Bony
deformity in feet, limited joint mobility and problems with gait and
balance should be assessed.

Do's: (i) Closelook, at thetop and bottom of thefeet, useamirror or
ask afamily member for help; (i) Check for red spots, bruises, cuts,
swelling or cracks; don't forget to feel under and between the toes,
(iii) Wash the feet every day with warm-not hot water and a mild
soap; dry between the toes, if skin between the toesiswet and soggy
(macerated), clean with spirit using cotton and apply antifungal
powder; if the foot skin is dry, apply lanolin, urea base cream; (iv)
Wear good fitting, soft shoes and thick, soft socks; (v) Cut your toe
nails straight across and file the edges, thisisto prevent ingrown toe
nails, (vi) One should always avoid injuries on the feet by wearing
deepers or shoes dl time.

Don’ts: (i) Do not use hot water bottles or heating pads on your feet
asthey can cause skin burns in someone with diminished sensation.
(ii) Never cut acorn or calluswith ablade or use a corn pads as they
contain sdlicylic acid. (iii) Don't wear tight or torn shoes and tight
socks.

PREVENTION OF FOOT PROBLEMS

The development of neuropathy or loss of sensation can be delayed
significantly by maintaining good sugar control. Smoking should be
stopped to reduce therisk of vascular complications and gangrene of
the foot. People with neuropathy or high planter pressure (warmth,
erythemaor callus) should use well-cushioned shoesthat redistribute
the pressure. Callus can be debrided with ascalpel by afoot specidist
only and not by self. Diabetic people with bony deformity
(hammertoes, bunions) should wear extra wide shoes or with high
toe box. Any injury or infection in adiabetic foot isadirect threat to
the leg and should be treated promptly and aggressively.
Management of Foot Ulceration: Essentids are: (8) early control of
infection; (b) maintenance of blood circulation; (c) regular debridement;
(@ proper offioadirg. o )
Patient Education Patients with diabetes and high-risk foot conditions
should be educated regarding the risk factors and their gppropriate
management. They should understand the implications of the loss of
sensdtion in the feet, the importance of foot monitoring on adaily basis,
proper foot careincluding nail and skin care, and the selection of proper
footwear. Patients with neuropathy should adways bregk in new shoes
gradudly tominimizetheformationof injuriesor ulcers Smoking cessation
ismandatory for digbetics. Proper education of the patientsand good foot
care team is necessary for reducing the number of amputations and
improving the qudity of foot carein our country.
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Abstract: Pulmonary embolismis an extremely common and |ethal condition .It occurswhen an artery in the pulmonary
vasculature becomes blocked. Blockage is caused by one or more blood clots that travel to the lungs from another part
of the body. Most of these blood clots originate in the legs, but they can also formin the arm veins, the right side of the
heart or even at the tip of the catheter placed in the vein. A good clinician actively seeks the diagnosis as soon as
any suspicion of pulmonary embolism is warranted. Prompt diagnosis and treatment can dramatically reduce the
mortality and morbidity of the disease. Unfortunately the diagnosis is missed more often than it is made, because
pulmonary embolism often causes only vague and nonspecific symptoms. It is a leading cause of hospital deaths and
an increasing threat to passengers on long airplane flights. But a few simple measures can go a long way towards
preventing pulmonary embolism. Immediate full anticoagulation is mandatory for all patients with suspected DVT
or pulmonary embolism because effective anticoagulation with heparin reduces the mortality rate of PE from 30% to
less than 10%. Anti coagulation is essential but anticoagulation alone does not guarantee a successful outcome. DVT

\\

and PE may recur or extend despite full and effective heparin anticoagulation.

J

INTRODUCTION

Pulmonary embolism (PE) is an extremely common and highly
lethal condition that isaleading cause of death in al age groups. It
is caused by sudden blockage in a lung artery, usualy due to a
blood clot that travelled to the lung from the leg. A clot that forms
in one part of the body and travels in the bloodstream to another
part of the body is called an embolus. In most cases, pulmonary
embolism is a complication of a condition called deep vein
thrombosis (DVT). In DVT, blood clots form in the deep veins of
the body, most often in the legs, these clots can break free, travel
to the lungs and cause pulmonary embolism.

Thrombosis in the veins is triggered by venostasis,
hypercoagulability and vessel wall inflammation. These three
underlying causes are known as the Virchow triad.

Although DVT startsin the calf veins, it has propagated above the
kneein 87% of symptomatic patients before the diagnosisis made.
Studies suggest that nearly every patient with thrombusin the upper
leg or thigh will have a PE if a senditive enough test is done to
look for it. Thrombusin the popliteal segment of the femoral vein
isthe cause of PE in more than 60% of cases. Fatal PE often result
form thrombus that originates in the axillary or subclavian veins
or indwelling central venous catheters. One third of the cases of
massive PE have their only identified source in the veins of the
lower limbs.

INCIDENCE

More that 600,000 people in the United States have a pulmonary
embolism each year and more than 60,000 of them die, most by
within 30 to 60 minutes after symptoms start. PE is the third most
common cause of death inthe US and first or second most common
cause of unexpected deaths in most age groups. Highest incidence
of recognized PE occursin hospitalized patients. In the absence of
prophylaxis acute DVT may be demonstrated in, general medical
patients adviced bed rest for aweek (10-13%), patientsin medical
intensive care units (29-33%), patients with pulmonary disease
kept in bed for 3 or 7 days (20-26%), patients admitted to coronary
care units after myocardial infection (27-33%), patients who are

asymptomatic after coronary bypass graft (48%).

In the Framingham study it was observed that about four times
more medical patients die from PE than surgical patients, yet we
focus on the prevention of thrombosis in postoperative settings,
ignoring the medical patients.

Patients who survive an acute PE are at high risk for recurrent PE
and for the development of pulmonary hypertension and chronic
cor- pulmonale, which occurs in upto 70% of patients and carries
its own attendant mortality and morbidity.

Race: -Subtle population differences may exist in the incidence of
DVT & PE, but the incidence is high in al racial groups. If the
differences are real, whether they are due to generic variation or to
population differences in diet and activity is not known.

Sex:- PEiscommonin al trimesters of pregnancy and puerperium
and the incidence of PE is increased in women receiving oral
contraceptive or hormone replacement therapy; however sex alone
is not an independent risk factor.

Age: - Although the frequency of PE increases with age, it is not
an independent risk factor. Rather the accumulation of other risk
factors, such as underlying illness and decreased mobility, causes
the increased frequency of PE in older patients.

Cause:- Hypercoagulable states Prolonged venous stasis or
significant injury to the veins can provoke DVT and PE in any
person, but increasing evidence suggests that spontaneous DV T
and PE nearly always are related to some underlying
hypercoagulable state. Other identified causes most likely serve
only as triggers for a system that is already out of balance.
Hypercoagul able states may be acquired or congenital. An inborn
resistance to activated protein C is the most common congenital
risk factor for DVT that has been identified to date. Most patients
with this syndrome have a genetic mutation in factor V known as
“factor V Leyden,” although other mechanisms also can produce a
resistance to activated protein C. Primary or acquired deficiencies
in protein C, protein S, or antithrombin Il are also common
underlying causes of DVT and PE.

SIGNS & SYMPTOMS
The classic triad of signs & symptoms of PE are haemoptysis,
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dyspnoeaand chest pain but these are neither sensitive nor specific.
They occur in fewer than 20% of patients in whom the diagnosis
of PE is made. Nonetheless, the presence of any of these classic
signs & symptoms is an indication for a complete diagnostic
evaluation. Many patient with PE are initially completely
asymptomatic and those who do have symptoms, have an atypical
presentation. They may present as seizures, syncope, abdominal
pain, high fever, productive cough, new onset of reactive airway
disease, new onset atria fibrillation or pleuritic chest pain.
Differential Diagnosis :- Although PE is known as a great
masquerader, quite often other illness simulate PE . PE is likely
diagnosis when dysnoea, pain chest and an abnorma lung scan
arepresent. In situationswherein pneumonia or heart failure coexist
with PE, clinical improvement will often fail to occur despite
standard medical treatment of concomitant illness, indicating
possihility of coexisting PE. Whether the presentation is typical
or atypicdl, thelist of differential diagnosis remains extensive and
the true diagnosis must be sought actively;
1. Acute coronary syndrome, conditions includes unstable
angina and acute myocardial infraction.
2. Pneumonia, bronchitis, exacerbation of asthma or chronic
obstructive lung disease..
. Congestive heart failure, pulmonary edema.
. Pericarditis.
. Pleurisy, costochondritis, musculoskeletal discomfort.
. Rib fracture, pneumothorax , pneumo-mediastinum
. Primary pulmonary hypertension.
. Anxiety, hyperventilation.
Laboratory Sudies: Unfortunately no known blood or serum test
can confirm pulmonary thromboembolism or vise versa.
B D-dimer isaunique degradation product produced by plasma-
mediated proteolysis of crosslinked fibrin. It is measured by latex
agglutination or by an enzymelinked inmunosorbent assay (ELISA)
test that is considered positive if the level is greater than 500 ng/
ml.

B | atex agglutination tests are notoriously unreliable with
sensitivity of only 50-60% for DVT & PE. ELISA test is more
sensitive than latex test. Under the best of circumstances, D-dimer
study misses 10% of patientswith positive pulmonary angiograms,
while only 30% of thosewith apositive d-dimer will have apositive
angiogram.

D-dimer alone is not sensitive or specific enough in diagnosing
PE but it has a high negative predictive value and thus can be used
to help exclude PE.

E\White cell counts (WBC) may be normal or elevated. A count
as high as 20,000 is not uncommon in PE.

HClotting studies are normal in most patients of PE.
EContrary to classic teaching the PO2 on arterial blood gases
analysis has a zero or even negative predictive value in clinically
suspected cases of PE. The reason for thisisthat other etiologies
that masquerade as PE (eg COPD, pneumonia, CHF) are more
likely to lower the PO2 than is PE. It holdstrue not only for arterial
PO, but also for the alveolar-arterial oxygen gradient and for the
oxygen saturation level as measured for by pulse oximetry
Electrocardiogram:- Classic abnormalities include sinus
tachycardia, new onset atrial fibrillation or flutter, and an Swave
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inlead |, aQwaveinlead |1l and aninverted T in lead I11. Often
the QRS axis is greater than 90°. T inversion in leads V, to V,
reflectsright ventricular strain. One fourth of patients with proven
PE have ECGS that are unchanged from their baseline state. An
absence of ECG abnormalities has no significant predictive value

Noninvasive Imaging Modalities

The initial chest Xray findings of a patient with PE are virtually
aways normal. On rare occasions they may show the westermark
sign, a dilatation of pulmonary vessels proximal to an embolism
along with collapse of distal vessels, sometimeswith asharp cutoff.
Later changes include a small pleural effusion and an elevated
hemidiaphragm or focal infiltrates indistinguishable from an
infectious pneumonia. Rare late finding of PE is‘Hampton hump’
—atriangular or rounded pleural based infiltrate with apex pointed
towards the hilum, frequently located adjacent to the diaphragm.
Chest CT:- Computer tomography (CT) of the chest with
intravenous contrast (100ml administered at 3 to 4ml/sec via an
antecubital vein ) superseding lung scanning as the principal
imaging test for diagnosis of PE. New generation multi slice
scanners image the entire thorax with 1mm thin sections during a
single 12 to 15 sec breath hold and can detect peripherally located
thrombi in the fifth order branches.

Lung scanning:- Small particulate aggregates of albumin labeled
with agammaemitting radionuclide areinjected intravenously and
aretrapped inthecapillary bed. The perfusion scan defect indicates
absent or decreased blood flow, possibly due to PE. Ventilation
scans are obtained with radiolabeled inhaled gases such as Xenon
or krypton, improve the specificity of the perfusion scan. A high
probability scan for PE is defined as having two or more segmental
perfusion defects in the presence of normal ventilation.

The diagnosis of PE is unlikely in patients with normal and near
normal scans but is about 90% certain in patients with high
probability scans. As many as 40% of patients with high clinical
suspicion for PE and ‘low probability’ scansdo in fact, have PE at
angiography. A repeat V/Q scan is indicated before stopping
anticoagulants in a patient with irreversible risk factors for DVT
and PE because recurrent symptoms are common and a reference
‘post treatment VV/Q scan’ can serve as new baselinefor comparison
, often sparing the patient the need for a future angiogram.
Magnetic Resonance (MR) pulmonary angiography ulitises
gadolinium contrast agent, which unlike iodinated contrast agents
used in CT angiography, is not nephrotoxic. Usually reserved test
for pregnant woman and nephrocompromised patients MR also
assesses right ventricular function, thus making it a promising
single test for both diagnosis for PE and assessment of
hemodynamic effect .

Echocardiography :- More than half of patientswith PE will have
normal echocardiograms. Mc Connell’s sign ie right ventricular
free wall hypokenesiswith normal right ventricular apical motion,
appears to be specific for PE. Detection of right ventricular
dysfunction due to PE helps to stratify the risk, delineate the
prognoses and plan optimal management.

Venous Ultrasonography :- Confirmed DVT is usualy an
adequate surrogate for PE. Ultrasonography of the deep venous
system relies upon loss of vein compressibility as the primary
criterion for DVT. About one half of the patients with PE have no
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imaging evidence of DVT because the clot has already embolised
to the lung or in the pelvic veins, where ultrasonography is
inadequate.

Invasive Diagnostic M odalities

Pulmonary Angiography:- |s the most specific examination
available for establishing the definitive diagnosis of PE and can
detect an embolus as small as 1 to 2 mm. A definitive diagnosis of
PE depends upon visualisation of an intraluminal filling defect in
more than one projection. Secondary signs of PE include abrupt
occlusion (Cuf off) of vessels; segmental oligemia or avascularity
, aprolonged arterial phase with slow filling’ or tortuous tapering
peripheral vessels. Chest CT scanning is replacing diagnostic
pulmonary angiography because it is less invasive. In the current
eraof chest CT with contrast, pulmonary angiography is reserved
for (1) patients with technically inadequate CT scans (2) scans
performed on older machines which cannot image fourth or fifth
order pulmonary arteries and (3) patients who will undergo
interventions such as catheter embolectomy or catheter — directed
thrombolysis.

Contrast Phlebography :- Venous ultrasonography has virtualy
replaced contrast phlebography, which is costly, uncomfortable
and occasionally results in contrast allergy or contrast induced
phlebitis.

TREATMENT

Primary therapy consists of clot dissolution with thrombolysis or
removal of PE by embolectomy. Secondary prevention constitutes
anticoagul ation with heparin and warfarin and placement of inferior
vena caval filter.

Risk Stratification: - iscrucial for determining treatment strategy.
The presence of homodynamic instability, right ventricular
dysfunction or elevation of troponin level due to right ventricular
microinfarction can identify high risk patients. Such patientswould
warrant primary therapy to prevent adverse clinical outcome. When
right ventricular function remains normal in a hemodynamically
stable patient, a good clinical outcome is highly likely with
anticoagulation aone.

Drug Therapy:- Fibrinolytics:- therapy has been the standard of
care for patients with massive or unstable PE. Unless
contraindicated, a rapidly acting fibrinolytic agent should be
administered immediately to every patient who has suffered
hypotension (even if resolved) or is significantly hypoxic from
PE. Fibrinolytic therapy has replaced surgical embolectomy asthe
primary mode of treatment for hemodynamically unstable patients
with pulmonary thromboembolism. Surgical thromboembolectomy
is now reserved for patients in whom fibrinolysis has failed or
cannot be tolerated. Fibrinolytic regimen currently in use for PE
include two forms of recombinant tissue plasminogen activator —t
PA (ateplase ) and r PA( reteplase ) along with urikinase and
streptokinase.

Retaplase ( r-PA, Retavase) —Second —generation recombinant
tissue — type plasminogen activator. As fibrinolytic agent, seems
to work faster than its forerunner, alteplase, and also may be more
effectivein patient with larger clot burden. Also has been reported
more effective than other agentsin lysis of older clots.

Two magjor differences hel p explain theseimprovements. Compared
to alteplase, reteplase does not bind fibrin so tightly, allowing drug
to diffuse more freely through clot. Another advantage seems to
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be that reteplase does not compete with plasminogen for fibrin —
binding sites, allowing plasminogen at site of clot to betransformed
into clot- dissolving plasmin.

Adult Dose :- Two, 10 Units, 1V boluses, given 30 min apart

In setting of cardiac arrest or impending arrest due to PE, single
1V bolus of 20 U has been used successfully in small  number of
Cases.

Contraindications :-Active internal bleeding; history of
cerebrovascular accident; recent intracranial or intraspina surgery
or trauma; intracranial neoplasm, arteriovenous malformation, or
aneurysm; known bleeding diathesis; severe uncontrolled
hypertension.

Alteplase ( rt-PA, Activase ) — Drug most often used to treat PE in
ED. One advantage of alteplase is that, it is used so widely for
treatment of patients with acute M| that most ED personnel are
familiar with its use.

Adult Dose :- 100mg 1V infusion over 2 h ( FDA- approved
regimen for PE)

Accelerated 90- min regimen is used widely, and most authors
believe it is both safer and more effective than 2-h infusion; for
accelerated regimen, recommended total dose based upon patient
weight, not to exceed 100 mg.

Heparin therapy should be instituted or reinstituted near end of
or immediately following alteplase infusion, when aPTT or
thrombin time return to twice normal or less.
Contraindications:- Documented hypersensitivity : activeinternal
bleeding ; history or cerebrovascular accident; recent intracranial
or instraspinal surgery or trauma intracranial neoplasm,
arteriovenous malformation, or aneurysm, known bleeding
diathesis; severe uncontrolled hypertension

Urokinase ( Abbokinase )- Direct plasminogen activator produced
by human fetal kidney cells grown in culture . Relatively low in
antigenicity.

When used for localized fibrinolysis, given as local catheter —
directed continuous infusion directly into area of thrombus with
no loading dose, When used for PE, loading dose necessary.
Adult Dose :- Loading Dose : 2000 U/Ib infused IV over 10 min,
maintenance dose : 2000 U/Ib/h 1V for 24 h.

Contraindications :- Active internal bleeding ; history of
cerebrovascular accident ; recent intracranial or intraspinal surgery
or trauma; intracrania neoplasm, arteriovenous malformation, or
aneurysm; known bleeding diathesis; severe uncontrolled
hypertension.

Anticoagulants :- Heparin augments the activity of antithrombin
111 and prevents the conversion of fibrinogen to fibrin. Full —dose
LMWH or full dose unfractionated 1V heparin should be initiated
at the first suspicion of DVT or PE. With proper dosing, severa
LMWH products have been found safer and more effective than
unfractionated heparin both for prophylaxis and for treatment of
DVT and PE. Monitoring with aPTT isneither necessary nor useful
when giving LMWH. Because the drug is active in a tissue phase
and does not exert most of its effects on coagulation factor lla
Fractionated LMWH administered subcutaneously is now the
preferred choicefor initial anticoagul ation therapy . Unfractionated
IV heparin can be nearly as effective but is more difficult to
titrate for therapeutic effect. Warfarin maintenance therapy my be
initiated after 1-3 d of effective heparinization.
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Enoxaparin (Lovenox)—First LMWH released in US. Approved
by FDA for both treatment and prophylaxis of DVT and PE.
LMWH has been used widely in pregnancy, although clinicd trials
not yet available to demongtrate that it is as safe as unfractionated
heparin. Except in overdoses, checking PT or aPTT hasno utility, as
aPTT does not correlate with anticoagulant effect of fractionated
LMWH.

Adult Dose:- Treatment of DVT and PE: 1 mg/kg SC g12h or 1.5
mg/kg SC qd

DVT prophylaxis:30 mg SC q12h

DVT prophylaxis in abdominal surgery: 40 mg SC qd, with first
dose given 2 h prior to surgery

Contraindications :- Documented hypersensitivity; major bleeding;
thrombocytopenia

Dalteparin (Fragmin)—LMWH with many similarities

Except in overdoses, checking PT or aPTT has no utility, as aPTT
does not correlate with anticoagulant effect of fractionated LMWH.
Adult Dose:- DVT prophylaxis in patients undergoing abdominal
surgery : 2500 U SC qd.

Tinzaparin(lnnohep)—Approved for treatment of DVT in
hospitalized patients. Enhances inhibition of factor Xa and
thrombin by increasing antithrombin 111 activity. In addition,
preferentially increases inhibition of factor Xa.

Adult Dose:- For treatment of acute DVT : 175 IU/kg SC qd;
give drug at same time each day and continue for at least 6 d and
until long-term anticoagulation established with warfarin or
another agent.

DVT prophylaxis in patients undergoing hip and knee surgery:-
50 U/kg SC g12h

Unfractionated heparin—when unfractionated heparin used, aPTT
should not be checked until 6 h after initia heparin bolus, as an
extremely high or low value during thistime should not provoke any
action

Adult Dose: - Initia bolus:- 120-140 U/kg 1V or approximately 10,000
U/70-kg person Initid infusion:- 20 U/kg/h IV

After bolus, check aPTT q6h until stable, and heparin dosing should
be adjusted as follow: if aPTT is low(<1.5 times control value),
administer second bolus of 5000 U and increase drip by 10%. If a
PTT ishigh (>2.5 times control value), decrease drip 10%. If aPTT
is extremely high (>100s), hold heparin drip for 1 h and decrease
drip 10%

Contraindications:- Documented hypersensitivity; subacute bacteria
endocarditic; active noncompressible bleeding; any history of heparin-
induced thrombocytopeniathe drug is usually safe but benefits must
outweigh the risks.

Warfain (Coumadin):- The drug interferes with hepatic synthesis
of vitamin K-dependent coagulation factors. Never give to patient
with thrombosis until after patients has been anticoagulated fully
with heparin, because first few days of warfarin therapy produce
hypercoagulable state. Failing to anticoagulate with heparin before
starting warfarin will cause clot extension and recurrent
thromboembolism in about 40% of patients, compared with 8% of
thosewho recelve full-dose heparin before starting warfarin. Heparin
should be continued for first 5-7 d of oral warfarin therapy regardless
of PT, to alow time for depletion of procoagulant vitamin K-
dependent proteins. Anticoagulant effect of warfarin adjusted by
varying dose to keep INR within target range. An INR target range

of 2.5 to 3.5 makes sense for DVT and PE because rate of recurrence
increases dramatically when INR drops bdow 2.5 and decreases when
INR iskept above 3.0therisk of seriousbleeding (including hemorrhagic
groke) is goproximately constant when INR is between 2.5 and 4.5 but
risesdramaticadly when INRis5.0 or higher. Petientswho havedifficulty
maintaining adequate anticoagul ationwhiletaking warfarinmay beasked
to limit their intake of foods that contain vitamin K. Foods that have
moderate to high amounts of vitamin K include brussdl sprouts, kae,
green teq, asparagus, avocado, broccoli, cabbage, cauliflower, collard
green, liver, soybean oil, soybeans, certain beans, mustard greens,
peas(black-eyed peas, it pess, chick peas), turnip greens, pardey, green
onions, spinach and lettuce.
Adult Dose- Initid dose: 5-15mg/d PO qd After initial anticoagulation
obtained, adjust dose according to desired INR
Contraindications : Avoid or use extreme caution in patients with
hereditary or acquired deficiencies of protein C or protein S, because
these deficiencies are associated with higher incidence of tissue necrosi's
following warfarin administration. Warfarin is teratogenic and
contraindicated in pregnancy
Prevention
Graduated compression stockings steadily squeeze legs, helping
veins and leg muscles move blood more effectively. They offer a
safe, simple and inexpensive way to keep blood from stagnating
after general surgery. Compression stockings used in combination
with heparin are much more effective than is heparin alone.
Pneumatic compression treatment uses thing high cuffs that
automatically inflate every few minutes to massage and compress
the veins in the legs. Pneumatic compression can dramatically
reduce the risk of blood clots, especially in people who have had
hip replacement surgery.
Physical activity :- Early mobilization as soon as possible after
surgery can prevent pulmonary embolism and hasten recovery.
Preventive steps while traveling.
® Move around the aeroplane cabin once an hour or so. If
driving, stop every hour and walk around the car a couple
of times or do afew deep knee bends.
® Exercise while sitting- flex and rotate ankles or press feet
against the seat in front or try rising up and down on your
toes; Don't sit with crossed legs for long period of time.
® \Wear support stockings as they help promote circulation and
fluid movement
® Drink plenty of fluids before and during the trip to avoid
dehydration as this can contribute to development of blood
clots. Avoid acohol which contributes to fluid loss.
® |n high risk individuals planning to fly six hours or more,
low molecular weight heparin 2 to 4 hours before departure
is recommended.
CONCLUSION
In most cases, apulmonary embolismisnot fatal. Still, pulmonary
embolism is aleading cause of hospital deaths and an increasing
threat to passengers on long aeroplane flights. A few simple
measures can go a long way towards preventing pulmonary
embolism. When pulmonary embolism does occur, treatment with
anti-clotting medications can greatly reduce the risk of death.
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HONOUR

B Dr. K. Jagadeesan, Presdent IMSA, has been re-dected as Presdent of Internationd Medica SciencesAcademy (IMSA) for another term of 5
yearsw.ef. 1/12/2006 by the IMSA governing body in its meeting held recently at Lahore, Pakistan

B Dr. RR. Thukral, Vice Presdent IMSA, ENT Specidigt, has been re-dected as Vice President of Internationad Medical Sciences Academy
L(IMSA) for another term of 5 yearsw.ef. 1/12/2006 by the IMSA governing body in its meeting held recently at Lahore, Pakistan )

( IMSACON 2007 at Manipal, Karnataka h

IMSA is pleased to inform its Fellows and Members that Annual Conference IMSACON 2007 will be held at Manipal, Karnataka on
3,4,5 November 2007. Manipal Academy of Higher Education (MAHE) will organize the conference, Dr. Ramdas M. Pai, President of
MAHE and Trustee of IMSA will be the Patron.
The organisers will be issuing the first information brochure shortly. IMSA would like its Fellows and Members to participate in the
conference in large numbers and derive benefit of latest medical scientific inventions. They should register themselves with
the organizers well in time to avoid any confusion at the last moment regarding arrangements for their stay etc.

Dr. R.R.Thukral
\_ Vice President /
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MANAGING DIABETESMELLITUSIN PATIENTSWITH
VASCULAR DISEASES

Vinod K.Gujral, Vinod Sharma, Sanjiv Gupta
Deparments of Diabetic & life SyleManagement & Interventional Cardiology,
National Heart Ingtitute,East of Kailash, New Delhi. India

ABSTRACT : Diabetesmellitusisassociated with a markedly increased prevalence of vascular disease. Therefore, management
of diabetes mellitus in peripheral arterial disease (PAD) requires multifaceted approach in the form of more vigorous control
of hyperglycemia, hyperlipidemia, hypertension, and other risk factors and use of antiplatelet agents.

INTRODUCTION

Diabetes mellitus is the most common endocrine disease. Type 2
diabetes affects >3% of all adults and >10% of adults >65 years
old.l¥ Eighty percent of patients with type 2 diabetes will die of
cardiovascular disease.?

The risk of vascular diseases is 2-4 times greater in diabetes,
occurs at a younger age, and is much higher in women with
diabetes. Therisk of peripheral arterial disease (PAD) isincreased
in patientswith poor glycemic control, but studies have not shown
amajor impact of improved glucose management on mortality.
This apparent contradiction may be due to the many potential
mechanisms of increased cardiovascular damage in diabetes,
including hypertension; abnormal clotting function dueto changes
in fibrinolysis, platelet adherence, and plasminogen activity;
abnormal vascular reactivity; and abnormal lipid patterns and
particles. Some, but not all, of these issues are related to lifestyle
factors, including diet, exercise, and cigarette smoking. The
treatment of hypertension and hypercholesterolemia has been
more successful in reducing cardiovascular mortality than
reducing HbA 1c levels. One of the major, unresolved questions
is whether insulin resistance rather than hyperglycemia is the
primary risk factor for cardiovascular disease (CVD).

(A) GLYCEMIC CONTROL

Serum glucose level not only defines the onset of didbetes but dso is
asociated with an increased risk of future cardiovascular events among
diabetic. Although there are abundant data linking both fasting glucose
and impaired glucosetoleranceto adverse events, the datademongtrating
an improvement in cardiovascular outcomes with an aggressive glucose
lowering treastment Strategy have been lacking among patients with type
2 DM. Although data from UK Prospective Digbetes Study (UKPDS)-
33 dearly demondtrate a reduction in microvascular complications with
intengveglucosecontrol, therewasnot aconcomitant Sgnificant reduction
in macrovascular complications.

About 80 % of dl diabetic patients have type 2 digbetes mdlitus, which
characterigticaly occurs after age 40 years. The metabolic mechaniams
of type2 diabetesarethecombination of insulinressanceand ageneticdly
programmed defect in the pancrestic beta-cell secretion of insulin.
Althoughatraditiond god of glycemiccontrol inthetrestment of dicbetes
mdlitus is to normdlize fagting plasma glucose, emerging deta indicate
that modulation of postprandia plasmaglucoselevelsplaysanimportant
role in overal glycemic control. The glycemic threshold for the

Correspondence : Dr. Vinod K. Gujral

development of macrovascular complications is lower than that for
microvascular complications, so thereismore evidence for an association
with postprandia glycemia. Postprandia glucosedevaionsareassociated
with postprandial hyperinsulinemia and higher plasma levels of
triglycerides, chylomicrons, chylomicron remnants, and free fatty acids.
High concentrationsof freefatty acidshavebeen associated withendothdlia
dysfunction,[6] and hightriglyceridelevelshavebeenlinked tolow levels
of high-density lipoprotein (HDL) cholesterol and a preponderance of
smdll, dense, low-density lipoprotein (LDL) particles. Associated with
carotid artery atherosclerosisin nonobesewhite subjects. Inaddition, high
postprandia glucose levels result in protein and cdlular glycosylation.
Glycosylated LDL particles are more easily oxidized and taken up by
macrophagesthrough the scavenger receptor. This, inturn, leadsto higher
foam cdl production, and, ultimately, atheroscleratic plague. In addition,
glycosylated L DL dsostimulatesplatel et aggregation. Glycosylated HDL
isless efficient than nonglycosylated in trangporting cholesterol back to
the liver for metabolism. Additionally, the formation of advanced
glycosylated end products in the collagen of the vessd wall itself may
directly stimulate or accelerate the atherosclerotic process.

Acute incresses in plasma glucose dso stimulate the production of free
radicas, another factor involvedintheatherosd erctic process[ 9] Excessive
postprandid plasma glucose levels have also been associated with
transient hypercoagulability resulting from increased thrombin
production and decreased fibrinogen breakdown. These, in turn,
result from the overproduction of plasminogen activator inhibitor,
which directly inhibits tissue plasminogen activator activity. Control
of postprandia hyperglycemiareverses this hypercoagulable sate.
Endothelial dysfunction is another conseguence of postprandial
hyperglycemia Activation of proteinkinase Cintheendothdliumincreasss
adhesion molecules that facilitate leukocyte uptake into the blood vessd
wall; increases production of the vasodilators nitric oxide and
prostaglandin; increases expression of thevasocondtrictor endothelin; and
induces platelet aggregation.

The standards of care in patients with diabetes (American diabetes
Associaion) are prependid glucose levels of 80 to 120, time glucose
levels of 100 to 140, and hemoglobin A, _ (HbA, ) below 7 percent. The
ADA recently (January 2004) recommended lowering the upper limit for
normal fagting glucose (NFG) from 110 mg/dL to 100 mg/dL (Table 1)
and designating the category of IFG to beat 100-125 mg/dL rather than
110-125 mg/dL .[13] The basis for this recommendation was that the
threshold of FPG above which risk of a dinica or metabolic outcome
risessharply, waslower than 110mg/dL. PlasmaHbA, _reflectstheaverage
glucose leve of the previous weeks and dlows a uniform measure for
achieving atarget aswell ascomparing theefficaciesof different therapies.
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Table 1. Treatment Goals for Type 2 Diabetes
Par ameter Therapeutic Goal
Body mass index < 25 kg/mi@
Blood pressure < 130/85 mm Hg
Plasma glucose

Fasting 80 - 100 mg/dL
Postprandial (2 h) < 160 mg/dL
HDA <7%

Total cholesterol < 200 mg/dL
HDL-C >50 mg/dL
LDL-C d” 100 mg/dL
Triglycerides <150 mg/dL

MEASURES TO CONTROL HYPERGLYCEMIA

Lifestyle intervention

Diet since more than 80% of patients with type 2 diabetes are
overweight, initial intervention mostly centers around dietary
control and increased aerobic exercise.

Obesity has a demonstrated association with coronary heart
disease. Numerous studies have shown an increased mortality
rate in individuals with a BMI of at least 30. These individuals
have a 50% to 100% increased risk of death from all causes
compared with individuals at aBMI of 20 to 25. Weight loss of at
least 7% of current body weight should be an initial goal, since
this will produce significant metabolic improvement in glucose
control and other associated risk factors, including blood pressure
and dyslipidemia.

Cigarette smoking is a powerful predictor of mortality. Multiple
large prospective cohort studies have demonstrated a 2-fold
increase in the relative risk for all-cause mortality in smoking
versus nonsmoking diabetic patients, and it has been calculated
that the benefit of smoking cessation is the most cost-effective
risk factor intervention for diabetic patients.

Exercise for 30-60 minutes of moderate-intensity activity 4-5
timed weekly (walking, jogging, cycling). Increased in daily
lifestyle activities (Stairs, gardening, household chores) is
recommended by ADA. Particulars emphasis on patients with
hypertension, elevated triglyceride, elevated glucose levels.
Oral Hypoglycemic Agents (table 2)

Sulfonylureas are the typical therapy for lean patients with type 2
diabetes and are used in combinations with other agentsin obese
type 2 patients. Sulfonylureas bind to areceptor on the beta cells
and inhibit the sodium-adenosine triphosphate (Na-ATP) channel
an increase in intracellular calcium results in insulin exocytosis.
Some experts point to a possible risk of increased myocardial
damage in patients with known CAD or PAD who use
sulfonylureas at the time of an ischemic event. Prevention of
protective ischemic preconditioning of the heart by inhibition of
the potassium (K)-ATP channel is the putative mechanism. The
UKPDS data do not support this concern. Therefore use of
sulfonylureas in appropriate patients with PAD.

Repaglinide newer insulin secretagogue binds to a different
receptor site than the sulfonylureas on the K-ATP channel. 166
The half-life of this drug is 3.7 h, which makes it effective for
postprandial rather than preprandial hyperglycemia, for use in
the elderly and for diabetic patients with chronic renal failure.
Metformin is a biguanide drug that has main mode of action is
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Table 2. Oral Drugs Currently Available for the Treamment of Type 2 Diabetes

Drug Class Primary Potential Potential Main
Mechanism  Secondary Benefit Problems Contraindications
Sulfonylureas/Meg] A d More rapid onset ~ Weight gain, Hepatic disease
(repaglinide) insulin secretion of action hypoglycemia
Biguanides (metformin) Reduced Reduction in lipids, Gastroi inal  Renal

hepatic glucose less weight gain ~ side effects
production

insufficiency, CHF

Thiazolidinedi Ent d Reduced Hepatotoxicity, ~ Abnormal liver
insulin circulating insulin ~ fluid retention, function, CHF
sensitivity levels, possible weight gain

beta-cell
preservation and
vascular protection

Acarbose Delayed gut Rare sy Flatul Gastroi
absorption of  effects disease
carbohydrates

through decreasing hepatic glucose output primarily by inhibiting
gluconeogenesis, typically without hypoglycemia. Metformin is
effective alone or in combination with insulin, sulfonylureas, and
thiazolidinediones. The drug usually results in weight loss as a
result of decreased appetite for up to 1 year after the initiation of
the therapy.

Significant decreasesin LDL cholesterol and triglycerides occur.
Theincidence of lactic acidosis with metformin is 9 per 100,000
person-years. Contraindications to its use include an elevated
creatinine level (>1.4 in women, >1.5 in men), congestive heart
failure, severe pulmonary disease, or any hypoxic state.
Thiazolidinediones promote insulin-stimulated glucose transport
in muscles and adipocytes through a mechanism of action
involving activating peroxisome proliferators activated receptor-
gamma (PPAR-&) ligands. Binding to the nuclear receptor
promotes differentiation of adipocytes and increased expression
of glucose transporter. Thiazolidinediones also may act by
antagonizing the effects of cytokines such as TNF-&
Endogenous C peptide is necessary for al the thiazolidinediones
to be effective when used in combination with insulin. These
agents can result in a reduction from two injections of insulin a
day to one. The Thiazolidinediones are associated with weight
gain partly resulting from improvement in glycemic control.
Rosiglitazone monotherapy results in a decrease of Hb A of
0.8 to 1.5 percent greater than that seen with placebo, with the
greatest reduction seen when it was given in two divided
doses.184, 185 Combination studies of rosiglitazone with
metformin for 26 weeks resulted in a 1.0-to 1.2-percent placebo-
adjusted decrease in Hb A, 186 Although rosiglitazone is
currently approved for use as monotherapy and in combination
therapy with metformin, it also is expected to be efficacious with
sulfonylureas or insulin. Rosiglitazonehas been reported to result
in an increase in LDL and HDL cholesterol concentrations
between 12 and 19 percent, with changes in serum trigycerides
similar to those seen with placebo.

Pioglitazone, the newest thiazolidinedione, has been approved
for use as monotherapy and in combination with metformins,
sulfonylureas, and insulin. In three randomized , double-blind
placebo-controlled trials of 16 to 26 weeks duration, changes in
Hb A, were 1.0 to 1.4 percent. 188 Increases in alanine
aminotransferase (ALT) occurred in 0.26 percent of treated
patients, a result that was not different from that with placebo.
188 Patientstreated with pioglitazone showed adecreasein serum
triglyceride (9.3 to 9.6 percent), increases in LDL (5.2 to 6.0
percent) with the 30- to 45-mg doses respectively.
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Table3. Pharmacologic Effects of Thiazolidinediones
* I[mproved glycemic control 1n type 2 diabetes patients and
animal models by reduction of insulin resistancein muscle,
liver, and adipose tissue
« Stimulation of differentiation and fat metabolism
predominantly in subcutaneous adipose tissue depots
+Reductionin circulating triglyceride and freefatty acid levels
« Reduction in circulating insulin and glucose levels
« Increased expression of glucose transporter molecules in
insulin target tissues
« Reduction in proportion of atherogenic small, dense LDL-C
particles
 Preservation of pancreatic [3-cell mass (animal studies)
* Reversal of effects of tumor necrosis factor-a, which inhibits
insulin action in target tissues (animal studies)

Insulin

The natural history of type 2 diabetes is one of progressive beta-
cell failure. Therefore, after approximately 10 years of the use of
oral hypoglycemic agents, insulin will be required either in
combination with oral agents or as the sole therapy. Although
endogenous hyperinsulinemia is clearly associated with
atherogenesis, there is no compelling evidence of increased risk
of cardiovascular disease or increased mortality from exogenous
insulin therapy.

Treatment Modalities that enhance insulin sengitivity

* Diet (caoric restriction) * Thiazolidinediones

* Weight lossif obese * Metformin

* Aerobic exercise

On one hand, fast-acting and regular insulin are absorbed too
slowly to reproducethetypical secretory burst of native circulating
insulin, whereas long-acting insulins, like Lente and NPH, are
absorbed too rapidly to smulate a normal pattern of basal insulin
secretion.

The advent of recombinant DNA technology has led to the
development of novel insulin molecules with absorption and
biological activity profiles that more closely resemble the
physiologic pattern of insulin secretion.

This has, in part, been made possible by the recent development
of insulin analogues that target both postprandial blood glucose
excursions (rapid-acting analogues) and basal glucoselevels(long-
acting analogues). The analogues can provide better physiologic
control of glycemiathroughout the day with alower incidence of
hypoglycemic events than subcutaneously injected native human
insulin.

Rapid-Acting Insulin Analogues Insulin lispro and insulin aspart
are the 2 available rapid-acting insulin analogues. They have a
shorter time to onset and shorter duration of action than regular
human insulin. These anal ogues begin to work within 5-15 minutes
of injection, achieve peak activity in about 60-90 minutes, and
have a duration of action of approximately 4 hours. They are
absorbed from the injection site twice as fast asis regular insulin,
which beginsto act 30 minutes after injection, reachesits peak at
2-4 hours, and lasts 6-8 hours or longer. These characteristics
alow patients to administer rapid-acting insulins immediately
before mealtime, providing more flexibility in scheduling
mealtimes and better control of postprandia glucose levels. In

247

addition to achieving lower postprandial blood glucose at 1 and
2 hours after meals, rapid-acting insulin analogues maintain the
same time-action profile regardless of dose, whereas a dose
increase with human regular insulin increases the duration of
action.

Insulin lispro has been shown to improve postprandial glucose
control without increasing the risk for hypoglycemiain patients
with type 1 and type 2 diabetes. Several studies on patients with
type 1 diabetes show improvement in levels of HbAlc, ranging
from 0.3% to 0.5% reductions in those receiving insulin lispro
compared with those receiving regular human insulin, with no
increase in the rate of hypoglycemia. Insulin lispro is also
associated with a lower risk for severe hypoglycemia and coma.
As part of a basal-bolus regimen with NPH, insulin lispro was
associated with alower incidence of nocturnal hypoglycemiathan
was regular insulin in patients with type 1 diabetes who maintain
tight glycemic control. In patients with type 2 diabetes, the
addition of lispro to asulfonylureahasbeen shownto significantly
reduce fasting and postprandial glucose concentrations as well
as HbA1c values compared with sulfonylurea alone or
sulfonylurea plus either metformin or bedtime NPH.

Similarly, studies show a significant reduction in HbA1c levels
in patients receiving continuous subcutaneous insulin infusion
(CSlI1) withinsulin lispro compared with patients receiving pump
treatment with regular human insulin.

Studies comparing insulin aspart with regular human insulin in
patients with type 1 diabetes indicate that aspart improves
postprandial glycemic control and reduces the number of
hypoglycemic episodes requiring third-party intervention. A
recent study by Raskin and colleagues showed that patients
assigned to the insulin aspart group experienced a modest but
significant reduction in HbA1c at 6 and 12 months of the study
when compared with patientsin the regular human insulin group.
Long-Acting Insulin Analogues NPH and Lente (insulin zinc) are
intermediate-acting insulins that are twice as slow as regular
insulin with an onset of action of 1-2 hours; NPH insulin exhibits
a peak activity of 4-10 hours and a duration of 10-16 hours,
whereas Lente peaks at 4-12 hours and lasts for 12-18 hours.
Ultralente insulin is a long-acting insulin formulation that has a
modest peak at 10 hours and duration of 18-20 hours. Ultralente
insulin, however, varies greatly in its absorption characteristics
from day to day. Glargine is a long-acting insulin analogue that
has aflat, peakless profile of activity that lasts for more than 24
hours in most patients.

Premixed Insulin Formulations have the advantage of providing
more convenience and greater accuracy for patients because the
patient does not need to mix them. The premixed insulin
formulations currently availablefor use are acombination of NPH
and regular insulin (70/30 mixture or 50/50 mixture) and a
combination of 75% neutral protamine lispro (NPL) and 25%
insulin lispro (insulin lispro mixture 75/25). Insulin lispro mixture
75/25 has been shown to be more effective in reducing morning
and evening postprandia glucose excursons [41] and in reducing
nocturnd hypoglycemia than the NPH/regular insulin 70/30 mixture.
(B) TREATMENT OF HYPERTENSI ON

Hypertension (defined as a blood pressure 140/90 mmHg) is an
extremely common co morbid condition in diabetes, affecting 20—



60% of patients with diabetes, depending on obesity, ethnicity, and
age. In type 2 diabetes, hypertension is often present as part of the
metabolic syndrome of insulin resistance aso including central
obesity and dyslipidemia.

Aggressive blood pressure control prevents further cardiovascular
events more in diabetics than in nondiabetics. The ADA currently
recommends a targeted blood pressure of 130/80 mm Hg.
(C)TREATMENT OF DY SLIPEDEMIA

The most common pattern of dydlipidemiain patients with type 2
diabetes is elevated triglyceride levels and decreased HDL
cholesterol levels. The mean concentration of LDL cholesterol in
those with type 2 diabetesis not significantly different from that in
those individuals who do not have diabetes. However, qualitative
changesin LDL cholesterol may be present. In particular, patients
with diabetestend to have a higher proportion of smaller and denser
LDL particles, which are more susceptible to oxidation and may
thereby increase the risk of cardiovascular events.

Life style modification should be the first step to improve lipid
profile, followed by strict glycemic control which lessens hepatic
VLDL production.

Satins (3-hydroxy-3-methylglutaryl-coenzyme A reductase
inhibitor) are first-line agents for decreasing LDL cholesterol, but
they also lower the apo B-containing lipoproteins, including
atherogenic TGRLP or remnant lipoproteins. These agents result
inaproportionately greater cardiovascular risk reductionin diabetic
than in non diabetic subjects.

Both the 4S and Cholesterol And Recurrent Events (CARE) studies
have demonstrated a significant reduction in future cardiovascular
end points for patients with diabetes and PAD. In Heart Protection
Study (HPS), which included 5963 subjects with diabetes,
simvastatin decreased the risk of coronary death, non fatal
myocardia infarction, stroke or revascularization by 25% in the
diabetic group with PAD. The reduction risk even extended to
patients with pretreatment LDL cholesterol levels below 100 mg/
d.

Fibrate, agonists of peroxisome proliferator-activated receptor-
alpha(PPAR-apha), modul ate the expression of key genesinvolved
inlipid transport and metabolismin liver and adipose tissue. These
alterations result in reduced production of hepatic TG-rich
lipoproteins, enhanced TG clearance, and increased HDL-C
production of particles. The effect of fibrate therapy on the lipid
and lipoprotein profile is characterized by elevation of HDL-C
levels ranging from +5% to +20%, mean reduction in TG-rich
lipoproteins ranging between 20% and 55%, and ashift in the dense
LDL phenotype to receptor-active, buoyant LDL. Fibrates reduce
triglyceride levels most effectively in patients with the highest
levels. Several diabetes subgroup analyses from primary and
secondary CHD prevention trials compared fibrate therapy with
placebo; of these, the VA-HIT trial showed a significant CHD
reduction of 24%, while the results of DAIS and the diabetes
subgroup in the HHS were not statistically significant. In the
Bezafibrate Infarction Prevention (BIP) study, which included 330
subjects (11%) with diabetes and 293 patients (9%) with IFG levels
at baseline, the primary end point was fatal MI, nonfatal MI, or
sudden death with secondary end points included hospitalization
for unstable angina, percutaneous transluminal coronary
angioplasty, and coronary artery bypass grafting. Bezafibrate
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therapy raised HDL-C by 18%. Patients with diabetes mellitus
and IFG, both at baseline or diagnosed during follow-up, had a
significantly higher rate of secondary end pointsthan patientswith
NFG (P < 0.0001). Bezafibrate treatment reduced secondary end
pointsonly in patientswith NFG (P=0.04). Thus, diabetes mellitus
and IFG were predictive of aworse clinical outcome that was not
attenuated with bezafibrate trestment.

The combination of afibrate with statin therapy was evaluated by
Wiklund and colleagues who compared the effects of gemfibrozil
1200 mg, pravastatin 40 mg, pravastatin plus gemfibrozil, or
placebo in a 12-week randomized, controlled trial in 290 patients
with total cholesterol greater than 232 mg/dL and TGs less than
354 mg/dL. Gemfibrozil plus pravastatin produced a 17% increase
in HDL-C compared with a 6% increase by pravastatin alone and
a 15% increase by gemfibrozil alone. The incidence of myopathy
associated with statin therapy isincreased when statins are used in
combination with agents such as fibric acid derivatives that share
common metabolic pathways.

(D) ANTIPLATELET THERAPY

Platelets play amajor rolein theischemic manifestations of PAD.
Patient with diabetes have a “prothrombotic” state which is
characterized by the constellation of endothelial dysfunction,
increased platelet adhesiveness and exaggerated platelet
aggregation, ultimately resulting in intraluminal thrombus
formation. Inthismilieu of “diabetic heightened platel et activity”,
therapy with antiplatelet agents is, therefore, expected to confer
significant beneficial effects in reducing cardiovascular events.

Antiplatelet Therapy in Secondary Prevention of Cardiovascular
Events in Patients With Diabetes & PAD

Diabetic patients with prior vascular disease are at ahigh risk for
recurrent cardiovascular eventsand, in the absence of any absolute
contraindication, should be treated with aspirin. In the CAPRIE
(Clopidogrel versus Aspirin at Risk of Ischemic Events) tria of
19,185 patients with atherosclerotic vascul ar disease, clopidogrel
(75 mg daily) was superior to aspirin (325 mg daily) in reducing
therisk of M1, ischemic stroke or vascular death.[88] The rate of
vascular events per year was 15.6% in the 1,914 diabetic patients
randomized to clopidogrel and 17.7% in the 1,952 diabetic
patients randomized to aspirin (p = 0.042); in the nondiabetic
patients, the event rates per year were 11.8% and 12.7%,
respectively (p = 0.096). It was concluded that clopidogrel is
especially potent in reducing the elevated risk for recurrent
ischemic eventsin diabetic patientswith aprior history of vascular
disease. Inthe CURE (Clopidogrel in Unstable Anginato Prevent
Recurrent Events) trial, the effect of combination therapy with
aspirin plus clopidogrel, versus aspirin alone, was evaluated in
the 12,562 patients with non-ST elevation ACS. The primary
composite outcome of death, nonfatal M1 or stroke occurred in
9.3% of the aspirin plus clopidogrel group and in 11.4% of the
aspirin alone group (p < 0.001). Although a specific analysis of
the diabetic subgroup is not avail able, the combination of aspirin
plus clopidogrel reduced the risk of composite endpoints from
16.7%to 14.2%, pointing out the potential efficacy of thisregimen
in diabetic patients.

CONCLUSION

Peripherd Vascular Diseaseisshould beevauated a least in part by their
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effect on cardiovascular effect. Although there are no sudies availableto
directly suggest beneficid effect of blood glucosecontrol onmacrovascular
effect yet, present data strongly indicate tight glycemic control of both
fagting and postprandia glucose leve is of help to achieve this godl.
Glycemic control can be achieve with lifestyle intervention, oral
hypoglycemic effect mainly metformin, thiazolidinediones which have
properties that may be associated with cardiovascular disease benefit in
thelong run and recently available newer insulin andog. Use of ACEI or
ARB should get precedence over others agents gpart form optimum
utilization of betablocker for aggressiveblood pressurecontrol to currently
recommended targeted level of 130/80 mm Hg. Although reduction of
low-dengty lipoprotein cholesteral is the primary target of trestment to
reduce the risk of cardiovascular events, induding stroke reduction of
eevated triglyceride levelsis now consdered a secondary target for risk
reduction. Lower gods for triglycerides — indluding normd levels a
<150 mg/dL — have aso been st for triglyceride therapy. Dietary
modifications and increased exercise remain the initia therapeutic
approaches, however, pharmacologic intervention may be required for
many patients. Selection of theappropriateagent fromamong theavailable
medications, indluding statins, fibrates, nicotinic acid, and omega:3 faity
acids, depends on the degree of triglyceride elevation and the presence of
other lipoproteinabnormdities. Platd et inhibitionwith ord or intravenous
agentshas* normaized”’ theincreased risk of digbetic patientswith PAD.
Agpirinis effective in the primary prevention of fatd and nonfatd Ml in
patientswith digbetes, and in the absence of contraindications, should be
giventodl digbetic subjectsat highrisk for vascular disease. Clopidogrel
has been proven superior to aspirin, especidly in diabetic patients.
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IMSACON 20006 held af Lahore Medical & Dental College, Lahore, Pakistan

drd - 5th November 20006

Vamual Conlerence of
Tonte ervo el o] "‘1 -llq al Sebeners

femy lield on O3 1o 05 Novern ber 20086 ‘,’
= Yledieal & Thental € alls )

I l|||l||‘|-

TV presentation by the President, the Vice President, the Secretary General of
International Medical Sciences Academy and the Organising Secretary of
IMSACON 2006 held at Lahore in November 2006 Venue of the conference was
Lahore Medical and Dental College Lahore.

[ | In the TV presentation the President, International Medical Sciences Academy said
“My nameisDr. K. Jagadeesan. | am atransplant surgeon and President of International Medical
Sciences Academy founded on 28.3.81. Since then it has established 28 centres all over the
world. Itisaninternational body inwhich medical specialities of variousdisciplinesareincluded.
This is a recognised International Academy and is a member of Council for International
Organizations of Medical Sciences (CIOMS) Geneva. It supports and encourages all the
departments of Medical Sciences and has been helping in new ways of cooperation. It also
ensures the manufacturing of quality drugs. We as a part of society are keen to spread, the
message that those who are associated with Medical Sciences should be accountable for their
services rendered to the patients. We wish healthful life of whole mankind. In thisregard Prof.
Shaheena Asif has played a remarkable role and has set example for next generation to follow.
| am proud of her professional qualitiesand thisAcademy will ever remember her contributions”.

| Dr. R.R. Thukral, Vice President, IMSA introduced “My name is Dr. Rajpat Rai
Thukral . | am the Vice President of International Medical Sciences Academy. We have come
from India to participate in this IMSACON 2006 conference. We highly praise Dr. Shaheena
Asif for the nice arrangements made for the conference. By holding such awonderful conference
in Pakistan she has set an example for the new generation. | belong to Delhi, India and am an
ENT specialist. The basic purpose of the conference isto exchange among ourselves experience,
knowledge and the new researches made. We are sharing our views with the doctors of India
and Pakistan under one umbrella keeping in view the betterment of both of our countriesin the
light of research work done . We both are working under one roof for the welfare of humanity at
large”

[ Dr. H.K.Chora spoke “My nameis Dr. H.K.Chopra. | am the Secretary General of the
World Head Quarter of International Medical Sciences Academy. | hail from New Delhi. | am
a Cardiologist by profession. | am immensely happy with the efforts put in by Prof. Shaheena
Asif. The way she has organized this conference is commendable and unforgettable. Her
hospitality, here has impressed us a lot. In fact | have no words to express this gesture. The
arrangements done by her for this conference are unique. During the first session, Dr. A. N.
Chohan meritoriously expressed views about the wonderful arrangements made.

[ ] Dr. Shaheena Asif said “The experience of holding conference in Pakistan is before
you. The people called this conference unparallel and unprecedented. For these remarks we are
grateful to Almighty that He has translated our dreams into a reality. The credit goes to the
executive committee, the professors and the workers of the Lahore Medical and Dental College
for all this grand and successful conference. | salute and greet all involved from the core of my
heart.

IMSACON 2006

Publishedin Urdu Daily “ Health” from
Lahore, Pakistan (3-5th, Nov, 2006)
(www.afroasi anhealth.com)
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B Interventional Radiology : Cruising from a Glorious Past to a Successful Future B Interventionsin Obstetrics and Gynecology : aconcise review
B Ethical Issuesin Interventional Radiology Practice B Pioneersin Interventional Radiology
B [nterventional Management of Cerebral Arteriovenous Malformation B Prostatic Interventions
B [ntracrania aneurysms: clipping or coiling? A Neurosurgical Perspective B [ntra-arterial Thrombolysisin Acute Stroke
B Endovascular treatment of ruptured intracranial aneurysms: B Percutaneous Vertebroplasty
Immediate result and long term follow up. B RFA in oncology principles techniques applications
B Comparative Assessment of Intracranial Aneurysmsusing B Radiofrequency Ablation in Oncology: Principles,
3D Rotational DSA and 3T MRI: Initial Experiences Techniques and Current Applications
B CT guided Neurolytic Celiac Plexus Block (NCPB) in abdominal B Percutaneous catheter drainage of abdominal abscesses
B Current Status of Image Guided Interventional Techniquesin the and fluid collections.malignancies: Experiencein a

\_ Management of Chronic Low Back Pain cancer hospital Y,
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S OF PAPERS PRESENTED AT IMSAC

3rd - Sth November 2006

Lahore Medical & Dental College, Lahore, Pakistan

SECONDARY CYTOREDUCTION AND POST-OPERATIVE SECOND LINE
CHEMOTHERAPY WITH GEMCITABINE & CISPLATIN IN RECURRENT
EPITHELIALLI OVARIAN CANCER Nabeela Shami, Anwar, Asif, Shaharyar, Lahore
Medical & Dental College, Lahore

Therole of secondary cytoreduction in recruitment epithelial ovarian cancer isnot clearly
defined. This study was designed to evaluate the efficacy of secondary cytoreduction
and post operative and line chemotherapy with gemcitabine and cisplatin in recurrent
ovarian cancer. Patientswho had undergone primary cytoreductive surgery, had received
chemotherapy and showed acomplete response but have devel oped subsequent recurrence
wereincluded. Evidence of measurable disease on imaging study was required. Abdomen
was opened with a vertical incision, ascetic fluidl washings were removed, maximal
ytoreduction was done to resect the tumor to <1 cm diameter. All patients were giveri
gemcitabine 1250 mg/m2 on day 1 and 8 and cisplatin ' 70 mg/m2 on day 8 only. Cycles
were repeated every three weeks. RECIST was used for response evaluation.

Fifty-four patients were enrolled from Dec 98- Jun 05, Median age was 52 years (range
40-68). Thirty-two had previously received cyclophosphamide and cisplatin while 12
had recei’ ved paclitaxel and cisplatin. The disease fi.ee interval was more than 6 months
in 38 patie:nts and less than 6 months in 14. Optimal cytoreduction was achieved in 21
(38.8%) patients only. Gut injury was seen in 4 (7.4% ) and bladder perforation in 4
(7.4% ), Among 21 patients with optimal cytoreduction, 10 had a CR while 11 showed a
PR with chemotherapy whereas in patients with sub-optimal surgery CR was seen in 7
patients, PR in 1 and NR in 7. All patients who had a CR previously had DFI > 6
months, 17 patients are still alive at amedian follow up of 16 months (range 6-42 months)
Secondary cytoreduction and postoperative second line with gemcitabine and cisplatin
is a reasonable treatment option for patients with recurrent epithelial ovarian cancer

who present ailer a disease free interval of more than 6 months.

EXTENDED SPECTRUM BETA-IACTAMASES-PREVALENCEAND CLINICAL
IMPLICATIONS Mateen Izhar and Sophia Khan Dept of Microbiology Shaikh Zayed
Federal Postgradute Medical Institute, Lahore

Hospital acquired infections are a major cause of morbidity and mortality in patients
admitted to medical care units. The pressing requirement in treatment of severe nosocomial
infectionsi:;i urgent and appropriate antimicrobial therapy. Initial antimicrobial therapy
isusually empirical which can later be targeted towards a specific organism with aknown
sensitivity pattern once culture results have become available.

Increasing microbial resistance to antimicrobials poses a major therapeutic dilemma.
The most recognised mechanisms of bacterial resistance are restricted entry of
antimicrobial into themicrobial cell, modification of target site and enzymatic destruction
of the antimicrobial. This latter is the mechanism of resistance of most aerobic gram
negative bacilli to beta-lactam anti biotics, including al penicillins, cephalosporins,
monobactams and carbapenems. Betcl-lactamase enzymes arose as a bacterial response
to the introduction of antibiotics and were first isolated in the mid 1980s. These are
known to encompass alarf;e and rapidly increasing group of enzymes. Out of this group
the Extended Spectrum Beta-Lactamases (ESBL) which arose in response to the
oxyiminocephalosprinls such as cefotaxime and ceftazidime are by far the largest and
most important member .

Nosocomial prevalence and resistance dataare useful tool in guiding the clinician towards
the correct choice of antibiotic while initiating empirical therapy. This paper will review
the national and. international data on ESBL prevalence and discuss the diagnostic,
therapeutic and infection control implications of infection with an ESBL producing

organism.

NEW COMBINATION TREATMENT OF VITILIGO Sheikh & S. H. Kazami
Vitiligo is an ever increasing problem in all ages in our country .Different regimens are
in practice including sun exposure, UVR, oral & topical psoralens. My paper presents an
original work with a new idea where NEEDLING is combined with narrow band UVB.
The needling inoculates epidermal cells (including melanocytes) into the vitiliginous
patches to create a substrate and the added UV B exposure enhances melanogenesis and
hence pigmentation of the vitiliginous areas.

A study of this combination is being done over 70 patients, in both sexes, in different
from Jan 2005 to date. A comparison is also being donewith UV B alone (without needling)
in the same patients at some patches. A 30-G needle with short stem is softly pushed
through the normal edge in to the vitiligo patch at the level of the D.E junction which
drags epidermal cells including melanocytes as micro-inoculation to produce a small
population of melanocytes in the vitiliginous area, which is then exposed to increasing
doses of narrow band UVB. Photographs of all patients were taken at the start and then

every 3 weeks. This combination treatment has proved very safe and effective in vitiligo
as compared to UVB alonein all age groups.

Correspondence : Email : iftikhar96@hotmail.com

ABORTIONS IN THE LEGAL AND RELIGIOUS PERSPECTIVE. Shabeen Naz Masood
Local Government Health Department, Government of Sindh, Pakistan

In low-income countries, approximately 200 women die each day as aresult of unsafe abortions
(WHO). According to United Nations Population Fund (UNFPA), each year more than 2' 0 million
young women aged between 15 and 19 years undergo unsafe abortions, which resultsin around
78,000 deaths and because of unsafe abortionswomen are at risk of developing complications.
Most women do not even know that induced abortions are illegal and often the husband
agrees to the procedure. The typical profile of women seeking an abortion is a married
woman with a minimum of three children

POLICIESAND LEGISLATION: Abortion was considered a crime unless performed
in the good faith to save the life of |, pregnant women. The policy makers in Pakistan
slowly recognized that women practice induced abortion in this country, often in unsafe
environment endangering their lives& causing apublic health problem. Revised provisions
of abortion laws 1997 declares abortion as an offence with a three years of imprisonment
and afull Diyah if achild is born alive.

The abortion laws are specified in PPC 338A 3380. Pakistani Law doesnot allow abollion
in rape cases or even when the victim isinsane. Pakistan’s abortion law allows abortions
to be performed to save the life of the woman or to provide “necessary” treatment. The
law does not indicate which abortions constitute “necessary” treatment Abortion is
sometimes legal “with significant restrictions” and different verdicts for different sects
of Islam. How vigorously laws are enforced vary globally. Following the International
Conference on Population and Development (ICPD), held in Cairo in 1994, Pakistan has
gradually integrated family planning with reproductive health services and adopted a
voluntary and target-free approach to family planning services. In the end there are General
Recommendations for improving Heal th Care, thereby reducing the back street procedures

of abortion.

ACSAND LMWH FROM CLINIC TO CATH H.k.Chopra, R.S.Sambi, Sukhwinder
Kaur Dept. of cardilogy, Moolchand Medcity, Lajpat Nagar, New Delhi

(ACS) is amajor public health problem throughout the globe with very high morbidity
and mortality. The mortality rate is 10% at 3 months sudden cardiac death 8% to 16% at
one month. The Therapeutic approach of ACS has dramatically advanced few years. It is
evident by variousclinical Trialsthat Low (LMWH) isuseful in stabilizing the vulnerable
plague in ACS by reducing the high sensitivity of CRP , Interleukin 6 and increasing
Nitric Oxide levels. The data from CAPTURE, TIMI 11b, NICE (1), (3), (4), MULLER,
ESSENCE, FRISC, FRIC, PRAXIS, ARMADA, EVET, INTERACT, ACUTE, CRUISE
and SYNERGY studies will be presented. It is concluded that LMWH in ACS has
tremendous potential in reducing the morbidity and mortality and can be used effectively
from (;linic to cath before, during and after PCI with or without Glycoprotein l1b/I11a,
inhibitors.

ALTERATIONS PF P53 PROTEIN IN BENIGN AND MALIGNANT THYROID
GLAND LESIONS Gul -e-Rana Hameed, Khurshidand Tayab Dept of Gynecology,
Services , Lahore

Alterations pf p53 protein in benign and malignant thyroid gland lesions.

Study Design : An experimental 24 weeks.

Place and Duration : The study was carried out on tissue samples that were obtained
from local medical colleges of Lahore including Post Graduate Medical Institute from
April to September, 2004. The study included 80 cases of resected thyroid specimen
with benign or malignant thyroid disease along with the relevant clinical history and
provisional diagnosis.

Among 50 benign there are two major groups; non-neoplastic.30 cases with malignant
thyroid carcinoma that include papillary, follicular, medullary and anaplastic
carcinoma.On the other hand among 30 cases malignant thyroid carcinoma 26 shows the
positive slides for p53 while 04 slides shows the negative result for p53.

Conclusions : However, keeping in mind the limited number of subjects studied in each
sub group and the rather low correlation coefficients, these possibilities would have to
be substantiated in a larger study population
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AN UPDATE ON LASERS IN DERMATOLOGY SYED ATIF HASNAIN KAZMI
Dept. of Dermatology, Kemu/Mayo Hospital, Lahore

Advances in laser therapy have dramatically improved the clinicians’ ability to treat
cosmetic and non-cosmetic skin lesions safely and effectively. This has greatly enhanced
the interest of physicians, the general public and the media as well. The number and
variety of skin problems amenable to laser treatment continues to grow. Four categories
of lasers are used in dermatology. These are lasers for vascular lesions, hair removal,
pigmentary disorders and resurfacing, remodeling or rejuvenation. | shall give you a
review of the major cosmetic and therapeutic applications of laser therapy including Nd:
y il..G 532 nm for frickles, lentigines, portwine stains; Long pulsed Nd: Y AG 1064 nm
for hair removal in Asian skin; CO2 10600 nm which isacuttinf~ laser, used for removal
of small tumors, moles, warts etc..; Flashlamp pumped pulsled dye 585 nm laser for
vascular lesions; Q-switched Nd: YAG laser for pigmented lesions.

KASHMORE : FOCUSOF CUTANEOUSLEISHMANIASIS Ali Syed & SH. Kazmi
DEPARTMENT OF DERMATOLOGY UNIT-I KEMU / MAYO HOSPITAL, LAHORE,
PAKISTAN

Cutaneous|eishmaniasis (CL) isaprotoxoa infection, endemicin many areas of Pakistan.
This study was carried out to determine whether CL is endemic in District Kashmore of
Province Sindh and to determine the various clinical patterns of leishmaniasis in that
District. Patients from District Kashmore presenting to the Outpatient Department of
Dermatology, Mayo Hospital , Lahorewith asuspicion of cutaneous |eishmaniasis, within
aperiod of six months, wereincluded in the study. The patients were diagnosed clinically
and confirmed by demonstration of amstigote form of a leishmaniain a Giemsa stained
smear prepared from the lesions, Out of 300 patients enrolled, who had an average three
months stay in District Kashmore, 55% had rural and 45% had urban leishmaniasis. The
diagnosis of subtypes was based on history and clinical examination. Hundred patients
had only one lesion, 121 patients had two lesions whereas rest of the patients had more
than two lesions. The mean number of lesions was two with 75% involving legs and feet
followed by 15% over upper limbs, 5% involving trunk and 5% over face and neck.

At the end of the study, it was concluded that Cutaneous leishmaniasis is endemic in
District Kashmore with predominance of rural followed by urban leishmaniasis and
majority of patients have involvement of legs and feet.

ANTIBACTERIAL EFFECT OF ALLICIN A COMPONENT OF GARLIC IN
INFECTIONS AND ITS COMPARISONWITH COMMONLY USED
ANTIBIOTICS * Shahnaz Akhtar , Rukhshan Khurshid, and Bushra Farooqi.

* Department of Phar macol ogy and Biochemistry, Fatima Jinnah Medical College, Lahore
Object : Study is carried out on the culture colonies of gram negative and gram micro-
organism to find out the antibacterial activity of allicin (an ingredient and compared its
antibacterial effect with commonly used antibiotics like Clarithromycin, Ciprofloxacin,
Vancomycin and Enoxacin

Material and Methods: The: colonies of gram negative and positive was taken from the
department of Pathology of Fatima Jinnah Medical College, Lahore.

Results : It was observed that allicin shows a significant inhibitory effect on both gram
negative and gram positive micro-organism as compared to Clarithromycin and
vancomycin. On the other, the antibacterial activity of Ciprofloxiacin and Enoxacin was
significantly high as compared to the antibacterial acitivity of allicin.

Conclusion : It is suggested that the use of allicin along with antibiotics especially with
Clarithromycin and ‘vancomycin may give better response of treatment.

CHROMATOGRAPHIC DIFFERENCE OF SERUM PROTEIN INCLUDING
GRANZVME H NORMAL AND BREAST CANCER PATIENTS. Z. Razvi, Khurshid
and vagra Department of Biochemistry, Fatima Jinnah Medical College, Lahore,
Institute of Chemistry, University of Punjab, Lahore.Granzymes (serine protease)
contained within the cytoplasmic T cells and Natural Killer (NK) cells that were kill
their target cells by the process of apoptosis, Granzymes over expression is a marker of
cytotoxic cell activation. Present study tried to find out thelevel of granzymeH in normal
subject and compared its level with breast cancer patients by using the techniqui
chromatography. Results shows a marked difference in the chromatographic profile of
granzyme H in in breast cancer patients as compared to the chromatographic profile of
normal subjects. Conclusions: However thelevel of granzyme should be further evaluated
to delineate their potential value in predicting clinical outcome.

CLINICAL, EFFICACY AND SAFETY PROFILE OF A FIXED DOSE
COMBINATION OF BISOPROLOL AND AMLODIPINE IN MODERATE
ESSENTIAL - JNC VII REPORT N.S. NEKI Department of Medicine, Rajindra
Hospital/Govt. Medical College, Patiala — Punjab (India)

Hypertension is an increasingly medical and public health problem. According to WHO,
hypertension is an important risk factor for death throughout the world and is responsible
for 62% of cerebrovascular disease and 49% of ischemic heart disease. Treating systolic
blood pressure (SBP) and diastolic blood pressure (DBP) to targets <140/90 mmHg is
associated with a decrease in CVD complications. Two thirds of hypertensive patients
are not being controlled to BP levels less than 140/90 mmHg and majority need 2 or
more antihypertensive drugs. INC VII report has recommended that when BP is more
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than 20/10 mmHg of above goal, consideration should be given to inititiating therapy
with 2 drugs, either as separate prescriptions or in fixed dose combinations. The aim of
the study was to evaluate the efficacy, safety and tolerability of fixed dose combination
of bisoprodol (2.5mg) and amlodipine (5 mg) in the form of 1 tablet was given once daily
in the morning for a period of 8 week .Dose was treated at 7/15 days. All patients were
subjected to routine laboratory investigations including blood urea, serum creatinine,
SGPT and 12 lead ECG. BP was recorded at the end of 2 weeks, 4 weeks, 6 weeks and 8
weeks. The heart rate was also measured simultaneously . All |aboratory investigations
were repeated at the end of 8 weeks. Any side effects reported by the patient were noted
at every visit.

Of the 50 patients, 30(60%) were males and 20(40%) were females. The mean age of the
patient was 50.12 years (range 18-80 years). The mean heart rate was 87.12 beats per
minute (68-105 beats/minute). The mean SBP and DBP was 163.00 mmHg range 160-
179 mmHg and 101.20 mmHg (range 100-108 mmHg). The mean SBP at baseline was
163-00 + 7.50 mmHg. This reduced significantly (p <0.00 1) to 146.20 + 15.07 mmHg,
140.02 + 12.36mmHg, 135.60 + 10.2 mmHg, 132.6 + 9.2 mmHg and 132.02 + 8.3mmHg
at the end of 1,2,4,6 and 8 weeks of treatment respectively. A mean fall of 20.2% from
baseline was recorded in the SBP at the end of 8 weeks of treatment respectively. A mean
fall of 20.2% from baseline was recorded in the SBP at the end of 8 weeks of treatment.
The mean DBP at baseline was 101.20 + 4.2 mmHg. This reduced significantly (p <
0.001) to 91.02 + 8.2 mmHg, 85.31 + 6.50 mmHg, 83.02 + 5.6 mmHg, 81.25 + 4.2mmHg
and 80.34 + 4.85mmHg at the end of 1,2,4,6 and 8 weeks of treatment respectively. A
mean fall of 21.20% from baseline was recorded in the DBP at the end of 8 weeks of
treatment. At the end of treatment period (8 weeks), the mean DBP was well below goal
set by INC VI for hypertension. The at baseline was 87.2 + 11.02 beats per minute. This
reduced (p<0.01) to 78.52 + 10.25, 73.56 + 9.52, 69.90 + 7.56, 67.4 + 6.4 and per
minute, at the end of the 1,2,4,6 and 8 weeks of treatment respectively. 90% patients
(n=45) responded well while 10% patients (n = 5) needed 2 tablets of amlodipine 5mg
plus bisoprolol 2.5 mg plus bisoprolol 2.5 mg to achieve target blood pressure. Regarding
side effects 4 patients (8%) reported edema feet, 2 patients (4%) headache. But these
side effects were mild in nature and did not warrant stoppage of therapy.

Conclusion : The Combination of bisoprolol and amlodipine in fixed dose (2.5 mg and
5.0 mg) given as once daily dose having different and complimentary mode of actions
reduce BPsignificantly without without any major adverse events. The systolic BPreached
the target range as early as 4 weeks while DBP as early as 2 weeks therapy. This
combination is safe, effective and well tolerated in patients suffering from moderate
essential hypertension.

CLINICAL PROFILE OF PATIENTS IN GELATINOUS BONE MARROW
TRANSFORMATION Harpreet Singh Dept. of Medicine Pt. B.D. Sharma PGIMS,
Rohtak-Haryana India

The present study was planned to see the clinical spectrum associated with gelatinous
bone marrow transformation (GMT). The study was carried out on bone marrow aspiration
received between 1.02.1998 to 31.1.1999 pertaining to the patients attending outdoors/
admitted in various wards of Pt. BD Sharma PGIMS, Rohtak. All subjects whose bone
marrow aspiration showed rial on Leishman stain underwent a detail history, clinical
investigation biochemical/microbiological/radiological). Additionally, in each subject the
smear was stained with special stains of Periodic Acid Schiff and Alcian blue.

Out of total 1498 marrows, 65 showed evidence of GMT. All of these had anaemia. The
associated clinical spectra of diseases noticed were : Infection (31 cases), nutritional
deficiency (5 cases) haematological disorders ( a plastic / toxic depression) (17cases)
malignancies (3 cases) , and miscellaneous (9 cases). Based on the heterogenecity of
associated clinical disorders, GMT indicates severe illness and not a particular disease.
GMT may bearesult of bioregulatory process (which presently needs further prospective
studies) that are activated in different pathol ogic conditions but resulting in similar lesion
in the bone marrow and so till then it may be concluded that GMT is a symptom of bone
marrow.

COMPARATIVE NEPHROTOXIC EFFECTS OF TWO AMINOGLYCOSIDES:
GENTAMICIN AND TOBRAMYCIN Asima Malik, Khanum and Khurshid Dept. of
Biochemistry, King Edward and Fatima Jinnah Medical College and Dept. Pharmacol ogy,
Allamah Igbal Medical College,Lahore, Pakistan

Study was designed to see the comparative nephrotoxic effects of two aminoglycoside
i.e. gentamycin and tobramycin . We evaluated the levels of serum creatinine and of
electrolytes (sodium and potassium) in the serum of different group of rabbits considered
as control group (group A), group 1 using gnetamycin and group 2 using tobramycin
Rabbits in group 1 and 2 received laboratory diet and 32mg.kg day of gentamycin i/m
and tobramycin twice daily for 7 days. Blood sample was collected on 1,10, 16 and 22
day of drug administration. Each rabbit of all groups was scarified on 22" day of
experiment. Kidneys were removed and histological studies mainly consisting of 4
components of renal tissue (glomerull, tubules, blood vessels and interstitial tissue)
Level of serum creatinine was significantly increase in both group (1, 2)as compared to
control group A. On the other level of serum sodium and was insignificantly increased in
both group whereas level of serum potassium was significantly decrease in both groups
of rabbit receiving gentamycin and tobramysin as compared to control group of rabbit.
Conclusion : It is therefore concluded that there was no significant difference in
nephrotoxicity between gentamycin and tobramycin.
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INTERNAL ROOT RESORPTION

Physiological or pathological resorof the mineralized tissues i.e. dentine, cementum or
bone by osteoclasts like cells is known as resorption.

If bacteria are coronal above an infamed pulp, internal resorption may occur.

External resorption can result from bacteria in the pulp cavity, surface of the root or
gingival sulcus.

This paper presents the different types of resorption, how to diagnose them and how to
treat them as well as case of a 30 years old lady having internal root resorption in the
maxillary upper left central incisor having the history of trauma in the past diagnosed
due to aroutine x — ray with the complaint of mild pain in the central incisor region.
The patient’s tooth was diagnosed, the effecting pathology was removed and obturated
accordingly.

LIPID PROFILE AND RISK OF PRE-ECLAMPSIA.

Pre-eclampsia (PE) is a syndrome, which affects virtually all maternal organ systems.
Without intervention, Pre-eclampsia progresses to eclampsia, which is characterized by
malignant hypertension and epileptiform convulsions requiring emergency Caesarian
section. Early pregnany dyslipidemiaisassociated with an increased risk of Pre-eclampsia.
Serum lipid profile (total lipids, cholesteral, triglycerides, HDL and LDL) of thirty two
women with Pre-eclampsia (n=16), normotensive women (n=16) were reviewed.

The serum triglycerides and total lipids concentrations increased significantly (232.18 +
106.41 vs 113.12 + 21.3) P<0.01 and (806.12 U+ 243.11 vs 574.93 + 47.55) P < 0.01,
while Serum High density lipoprpteins- cholesterol ceoncentrations decreased significantly
(39.75 U + 11.99 vs 51.18 + 06.09) P< 0.01 in preeclamptic group as compare to normal
pregnant women.

Conclusions : Lipid metabolism playa key role in the pathophysiology of Pre-eclampsia
Increased

levels and delayed triglycerides clearance and high blood pressure are the reasons for the
development of preeclampsia.

LONG TERM EFFICACY OF TOPICAL THERAPIES IN KNEE
OSTEOARTHRITIES : META-ANALYSIS OF RANDOMIZED PLACEBO
CONTROLLED CLINICAL TRIALS. Bikash Medhi, Biswal & Pandhi Department
of Pharmacology, level 4, Research block B, Postgraduate Institute of Medical Education
& Research, Chandigarh, 160012, India.

Systematic literature search was carried out from 1966 to 31 Dec 2004 in Pubmed, Medline,
Embase and Cochrane database. Manual search of related journalsin the National Medical
Library (New Delhi, India), library of the institute and conference abstracts were also
carried out. We included randomized controlled clinical trials of four weeks or more
comparing any topical NSAID placebo or vehicle. Effect sizefor pain control was estimated
using the software RevMan (version 4.2).

Out of 172 citations, 4 studies fulfilled all the specified criteria.Four of them compared
topical NSAIDS with placebo or vehicle.Pooled effect of topical NSAIDs measured at 4
weeks or beyond was superior to placebo / vehiclein pain relief (effect size 0.28, 0.14 to
0.43)

In conclusion topical NSAIDS are effective for pain relief in knee osteoarthritis for a
long duration, however this may not hold true for all the preparation.

ERB: YAG LASER RESURFACING FORACNE SCARSIN DAKER SKIN TYPES
LONG TERM FOLLOW UP OF PATIENTS.

Acne cars are difficult to manage specially in Asian skin type I11-V because of risk of
complications. We evaluated the efficacy and safety to Erb : Yag laser for management of
acne scars.

A total number of 50 patients with mild to severe acne scars were enrolled in the study
after informed consent. Thirty were females and 20 males. Age range between 18-40
years and skin type I11- V. All the patients were given sunscreen and hydroquinone 4%
and RetionicAcid 0.1% one month beforelaser resurfacing. Erb : Yag laser witj’ 1 variable
pulse durations was used for resurfacing of face. Fluence range was between 500-800
millijoules. 3-6 passes of resurfacing was done to each area. Open wound dressing and
antibiotic was given. Patient was reassessed after 7 days, 1 month, 3 month and then after
1 year to see the improvement and complications. Degree of improvement was assessed
by grade 1 = 0-25%, grade 2 = 26-50%, grade 3 = 51-75% and grade 3 = 51-75% and
grade 4 = 76-100%.

Intra operative bleeding was lessin LP treated area but healing time was prologed i.e 1-
1.5 days with long pulse duration side. Degree of improvement seen was grade 1 = 20%,
grade 2 = 45%, grade 3 = 35% and grade 4 = 0%. Side effects noted were erythemal
100%, hyperpigmentation 20% of patients. Erb : Yag laser is effective in acne scars and
is not associated with prolonged morbidity in darker skin types.

MDCT EVALUATION OF GUT PATHOLOGIES Mian Waheed Ahmad Dept. of
Radiology, Shalamar Hospital, Lahore, Pakistan

In the first 50 abdominal CT scans of Shalamar hospital for suspicion of Gut pathologies,
33 were found positive. The patients were referred from surgical and Medical Indoor and
Out door department. The CT scans were done with oral water ingestion and |V contrast
of 100ml non ionic.Machine was Toshiba Aquilion 4 slice.

CT isavery useful tool for gut pathologies, especially when the clinical suspicionishigh
and the ultrasound is negative.

255

“NO DENTAL EXTRACTION -NO FACIAL COLLAPSE THE SLOGAN OF
TODAY'SORTHODONTICS" Col. Hameed Ullah Jan Dept. of Orthodontics, Program
Director, Armed Forces Institute of Densittry (AFID), Rawalpindi Cantt., Pakistan

In this esthetic conscious society, people are become more aware of their teeth
straightening than they were ever before. They are more eager to havefuller labial profiles
accompanied with awider, radiant but a most attractive dental smile. With the advent of
more sophisticated armamentarium and increased skill and dexterity in the field
orthodontics, specialists are now more capable to handle and overcome almost all the
imminent challenges being faced to them by the mushrooming growth of their diversified
patients. Today's orthodontist can prevent, intercept and even comprehensively treat
many patients with out dental extractions, which were deemed almost possible couple of
years back. History is witness to the dental extrications of 4-8 tech. Loosing 4-8 teeth
not only tortured the poor patient, it also undermined the dental profession, asthe effected
patient was inflicted with the of dental extraction”. No orthodontic procedure is without
pits falls if not prudently managed. The same is the case with non extraction . It does
create adevastating situation for tailored according to the needs and wants of each patient.
Restoration smile, acceptable both to the patient as well as to the treating not be ideally
made possible if maintenance of full compliment of teeth is not well respected. Flattened
and sunken faces will super add the unskilled operator tailored accordingly to the needs
and wants of wan so patient each arid every ortpr . Restoration smile, acceptable both to
the patient as well as to the treating not be ideally made possible if maintenance of full
compliment of teeth is not well respected. Flattened and sunken facial will super add the
vacant buccal co:ridors conferring the young patient with an unacceptable progerian
look and a comprcmisedl, narrow dental smile.

OFF-PUMP CORONARY ARTERY BYPASS : EVIDENCE BASED META -
ANALY SIS Ali Khan Department of Cardiovascular & Thoracic Surgery, Gulab Devi
Cardic Complex, Shaukat KhanumMemorial Cancer Hospital & Research Centre, Lahore,
Pakistan

Off- Pump CABG has emerged as the new fashion in the revascularization medicine.
However the data for the procedure is little understood & the real benefit is not being
achieved in the very patients that this technique was developed for. This paper will
review the current literature & the recommendations & results. It will also present our
resultsin thelast 2 yearsin Pakistan in both atertiary care center & a private community
hospital.

PARAGONIMIASIS: AN EMERGING FOOD BORNE PARASITIC ZOONOSIS
IN NORTH EAST INDIA. T. Shantikumar Singh 1 Hiromu Sugiyama 2

1. Department of Microbiology, Skkim Manipal Institute of Medical Sciences 5" Mile,
Tadong, Gangtok — 737102, INDIA. 2. Department of Parasitology, NI1D, Toyama 1-23-
1, Shinjuku Ward Tokyo 162 8640, Japan.

It is estimated that about 20 million people are affected by paragonimiasis worldwide,
Thediseaseisendemicin many partsof Asia, mainly China, Korea, Thailand, Philippines,
Vietnam and Japan where variety of fresh water crabs and crayfish which serve as second
intermediate hosts are eaten raw or undercooked. Although, India is the country from
where Paragonimus westermani was first described by Kerbert (1878) from a Bengal
tiger which was captured in India and died at a zoo in Amsterdam more than a century
ago, paragonimiasis was never considered to be a public health problem. The first case
of human pulmonary paragonimiasis in India was reported from Manipur in 1982. Since
then till 1995 more than 300 cases were diagnosed and treated for paragonimiasis in
Imphal, Manipur. A serological survey conducted in Manipur during 1986-1987 revealed
that the disease is endemic in Imphal -East district of Manipur with a prevalence rate of
6.7%. Recently an endemic focus of paragon-:~miasis was also detected in Arunachal
Pradesh. Thus paragonimiasis has emerged as an important food borne parasitic zoonosis
especialy in the north eastern stases of India. Recent research studies revealed that
Potamiscus manipurensis in Manipur (Singh et a., 1997) and Barytelphusa lugubris in
Arunachal Pradesh (Narain et al., 2003) are naturally infected second intermediate hosts.
Four types of Paragonimus metacercariae were described from Manipur and three were
identified as P. heterotremus, P. heterotremus, Phueit’ ungensis and P. skrjabini on the
basis of morphological features of metacercariae and adult worms. Paragonimus
heterotremus was also described from Arunachal Pradesh. In Manipur, civet cats and
toddy cats served as natural animal hosts of Paragonimus species prevalent. Puppies
were found more suitable than Albino rats for experimental Paragonimusinfection. Major
symptoms of paragonimiasis and differential diagnosis Pulmonary paragonimiasis (lung
fluke infection) caused by one or possibly a

combination of several species of the trematode parasite of the genus Paragonimus is
one of the several important causes of recurrent haemoptysis. Haemoptysis ( coughing
with blood or blood stained sputum) as a disease symptom is alarming to the patients and
adiagnostic dilemmato the doctors. An empirical diagnosis of pulmonary paragonimiasis
can be made in patients usually children presenting with frequent spiting of blood stained
sputum or recurrent haemoptysis, chest pain with a history of consumption of raw or
undercooked fresh water crabsor crayfishin an endemic area. Diagnosis of paragonimiasis
can also be confirmed by one of the serological tests for Paragonimus specific antibodies.
However, availability of the serological test kitsislimited to the country where these are
produced. Pulmonary paragonimiasis clinically and radiologically mimics pulmonary
tuberculosisand thus almost all the cases of paragonimiasis described here were diagnosed
and treated for pulmonary tubercul osis. The problem of misdiagnosisand mismanagement
of the two diseases is more significant in areas where both diseases are co-endemic asin
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the north east states of India. Thus the importance of differential diagnosis of pulmonary
paragonimiasis from tuberculosis is emphasized.

Treatment and control: Praziquantel (Biltricide) is the drug of choice for treatment of
paragonimiasis with a cure rate of 100% when given orally in doses of 25mg per kg body
weight in 3 times a day for 5 days. Bithionol was found to be a good alternative drug to
be given in doses of 40mg per kg body weight daily for 10 to 15 doses for treatment of
paragonimiasis. It was not available commercially but as an investigational drug in the
powder form. An effective health education intervention program, changing habit by not-
eating raw or undercooked crustacean hosts and mass treatment of cases are effective
measures of control and prevention of paragonimiasis. Rarely paragonimiasisisincluded
in the undergraduate as well as post graduate teaching curriculum in Indiatill today. Now
it is time to generate awareness among health personnel including clinicians and public
about paragonimiasis which can be mistaken for pulmonary tuberculosis and it should be
included in the curriculum of medical education.

PERINATAL OUTCOME IN MACROSOMIC PREGNANCIES AMONG
DIABETIC AND NON DIABETIC MOTHERS AT TERM. Sara Saeed, Unit-Il,
Department of Obstetrics & Gynecology, Jinnah Hospital / AIMC, Lahore, Pakistan.
Macrosomiais defined as fetal weight above the 90th percentile, birth weight above 4000
gm or 4500 gm, or birth weight over + 2 SD of the mean birth weight by age. Pregnancies
with fetal macrosomiaare at increased risk of several maternal and perinatal complications.
Total of 6 patients with fetal macrosomia at term were selected. Among them, 30 non-
diabetic patients constituted group- A and 30 diabetic patients constituted group-B. These
patientswere monitored during |abour. Caesarean section rate, mean neonatal birth weight
and perinatal complications were compared between the two groups.

The caesarean delivery rateswere not statistically different between thetwo groups (63.3%
Vs 66.7%). Mean birth weight (4.43 +0.42) among diabetics was higher as compare to
non- diabetic patients (4.13+0.14). Perinatal complications especially intermsof asphyxia
and neonatal hypoglycemia were also encountered more often in diabetic pregnancies.
Caesarean delivery rate is high in pregnancies with fetal macrosomia. Diabetic patients
with fetal macrosomia are at additional risk of increased perinatal complications.

PLEURAL FLUID ESTIMATION AND TUBERCULAR INFECTION IN THE
PEOPLE ADMITTED WITH PLEURAL EFFUSION : A FIVE YEAR SURVEY.
Najla Shore and Rukhshan Khurshid Department of Physiology and Biochemistry, Fatima
Jinnah Medical College,Lahore, Pakistan.

We prospectively conducted this study to evaluate the diagnostic value of Pleura fluid
estimation and tubercular infection in the people with pleural effusion. All patients aged
22 yearsand older with clinical and radiographic findings consistent with pleural effusion
due to TB admitted to the hospital between January 1999 to 2005 were evaluated
consecutively. The studies were performed on pleural fluid samples: glucose and protein
were estimated. Specific gravity was calculated. Cell count, differential cell count, bacterial
culture, acid-fast bacilli smear were performed using standard procedures. Specimen was
cultured, if effusion contains more than 150 WBC/cumm. It was observed that the level
of fluid glucose was increased in both sexes as compared to the normal reported values.
Level of fluid protein was more in both sexes as compared to the normal reported values.
However the level of pH was neutral in both sexes. Conclusion: Present study found that
pleural TB is still a major cause of pleural effusion in the city of Lahore, and
microbiological and biochemical investigation may be helpful in diagnosing the disease.

POT-BELLY -THE MOST POWERFUL PREDICTOR OF METABOLIC SYNDROME
AND PREMATURE MORBIDITY AND MORTALITY H.K.Chopra, R.S.Sambi,
Sukhwinder Kaur Dept. of cardilogy, Moolchand Medcity, Lajpat Nagar, New Delhi
We aimed to eval uate the accuracy of abdominal waist circumference against the National
Cholesterol Education Program Adult Treatment Panel 111 (NCEPA TP 1) definition for
defining the individual as Metabolic Syndrome (MS) in Indians. We used clinical and
biochemical data from the prospective study done by us — “To Evaluate the Scenario of
Metabolic Syndrome in the Hospital Based Community”. Candidate definitions of MS
were proposed by using the NCEPA TP-111 and modified NCEPA TP 111 definitions. The
modifications included the abdominal waist circumference cut offsto >90 cm in men and
> 80 in women. 200 patients, 100 males and 100 femal es between the ages of 20 to 85 yrs
were clinically and biochemically evaluated according to the NCEPATPII1 and modified
NCEPATP |11 definitions.

On comparing the abdominal waist circumference of the two definitions with the > 3
criteria of the NCEP A TP Il definition it was found that abdominal waist single most
accurate (79%) predictor for determining the metabolic status of theindividual and defining
him as Metabolic Syndrome (p-value <0.001). The WC as predictor for metabolic status
for males and females separately was also of high statistical significance (73% and 84%,
p-value <0.001). The hospital based data has shown a significant statistical power that
abdominal growth of >90 cm (36 inches) in male and >80 cm (32 inches) in femalesisthe
most powerful clinical predictor of metabolic syndrome as compared to other clinical,
biochemical and ultrasonic variables (p-value <0.001). This may be considered for a
premature morbidity and mortality. The whole data will be presented.

PREDICTION OF POSTMENOPAUSAL FRACTURE RISK WITH USE OF BONE
MINERAL MEASUREMENT. * Asma Rasheed Rukhshan Khurshid * Department of
Pathology and Biochemistry, Fatima Jinnah Medical College, Lahore, Pakistan.

Present study planned to relate the relate the risk factors with use of bone mineral. The
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female subjects wit~ age range of 40-52 years included in the study. Bone density was
scanned by bone scanner by applying agel on theright heel. T scorelessthan 2.0 indicate
risk factor. Blood parameters like serum calcium, alkaline phasphatase, total protein and
uric acid were also estimated. It is observed that although most of the women were
physically active but they have excess of BMI. They have a history of taking hormone
replacement therapy. Most of these have an increased level of calcium, alkaline
phosphatase, uric acid and bone mass density as compared to control subjects. The study
conclude that physiological and biochemical factors may predict a risk of osteoporosis
in post menopausal women.

PREVALENCE OF ANTIBODIES TO HEPATITIS C VIRUS AMONG THE
POPULATION OF LAHORE CITY, PAKISTAN. Tabassum, Khurshid, Khokar
Department of Chemistry, University of Punjab Department of Biochemistry, Fatima
Jinnah Medical College, Lahore, Pakistan.

The present study was conducted with an objective to evaluate the prevalence of anti-
HCV antibody in major blood transfusion centers of Lahore city. Comparative study of
prevalence rate with other developed and under developed countries was also done.
Material and Methods: Four major blood transfusion centers of Lahore city were surveyed.
Two hundred and forty nine subjects were found to be reactive for anti-HCV

antibody, yielding an overall prevalence of 1.57%. The age distribution of anti-HCV
reactivity showed a maximum prevalence rate of 1.4% in the age group of 20-29 years.
It is concluded that there are deficiencies in practice such as an excessive, unwarranted
usage of injections, a sizeable prevalence of unsafe injection practices, the short supply
of injection equipment leading to a high incidence of needlestick injuries, and a lack of
adequate sharps containers and disposal facilities in this part of Pakistan.

PREVALENCE OF ERECTILE DYSFUNCTION IN PAKISTANI SUBJECTS
WITH AND WITHOUT TYPE 2 DIABETES: PRELIMINARY RESULTS OF
LAHORE EPIDEMIOLOGICAL ADULT POPULATION-ERECTILE
DYSFUNCTION (LEAP-ED) STUDY Zafar Niaz , Ali Jawa, Babar Rizvi, Imtiaz Ali,
Sgjid Abaidullah, Jawad Zaheer, Mumtaz Hasan, Department of Medicine, King Edward
Medical University, Lahore, Pakistan.

Erectile dysfunction (ED) is especially common in male subjects with type 2 diabetes
mellitus (T2DM), with frequency reported between 35% and 75%. The prevalence of
ED increases progressively with age. We prospectively interviewed 24 consecutive male
diabetic subjects presenting to diabetes clinic. Similarly; we interviewed 12 non diabetic
non hypertensive male subjects. Degree of ED was determined by using sexual health
inventory for men (SHIM) questionnaire, termed the || EF-5. A score of 25 was considered
to be typical for a healthy man, and 11 or less moderate-to-severe ED. For purpose of
study, subjects scoring 20 or lesswere referred for serum FSH, LH and Total Testosterone
(T) level measurement.

20/24 (83%) subjects with T2DM and 1/12 (8%) healthy subjects had some degree of
erectile dysfunction.

Mean age (range) years Mean BMI(range) Total GroupMean IHHEF -
5ScoreBetween25-21  ||EF-5ScoreBetween 20-12  |EF -5Score < 11

IIEF-5Score
(range)
T2DM 51.4(30-73) 27.6(21-41) 7.4 (0.18)
- 16 (n=4) 5.2 (n=20)
Hedthy (n=12) 40.5 (26.55) 21.2 (26.33) 23 (5.25) 25 (n=11)-
5(n=1)

3/24 in T2DM group had labs drawn for FSH, LH, testosterone. 2/3 had low FSH, LH,
and testosterone levels; 1/3 had normal testosterone and FSH, LH levels.

Erectile dysfunction is highly prevalent in male diabetic subjects residing in Lahore,
Pakistan. Most cases of erectile dysfunction are not diagnosed due to cultural and social
barriers. There is a feeling of embarrassment amongst patients and physicians alike in
asking such personal questions. It is aso interesting to see that in limited number of
subjects with T2DM who had labs drawn, 2/3- had idiopathic hypogonadotrophic
hypogonadism (IHH). More laboratory data is needed before any definitive conclusions
could be drawn regarding true prevalence of IHH.

PROFILE OF ANEMIA IN THE ELDERLY

N.S. NEKI, Department of Medicine, Rajindra Hospital/Govt. Medical College, Patiala
— Punjab (India)

This prevalence of anemia in the elderly ranges from 6.30% for males and 10-20% for
females 50 patients more than 60 years old with Hb <10 gm%. were studied over a
period of year for the clinical presentation and type of anemia. All the patients were
subjected to detailed clinical evaluation, BMI, complete hemogram, PBF, stool for M/E
and occult blood. Bone marrow, serum ferritin and TIBC were done in selected cases if
needed Similarly upper Gl endoscopy was carried out in selected cases .

60% (30) cases were males and 40% (20) females. Maximum number of cases (40%)
werein 60-64 years of age group with median age of 65 years. 62% of cases had comorbid
illness and 33% had history of chronic blood loss. 70% had microcytic anemia, 40%
normocytic normochromic anemia and 8% had macrocytic type. EM aspiration showed
iron deficiency in 60%. Leukemia and lymphoma constituted 10%. 5% patients revealed
megaloblastic anemia. Upper Gl endoscopy revealed duodenal ulcer in 10 patients and
esophagitis in 20 patients. 40 patients showed positive occult blood in stools. Anemia
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related to chronic disease was found in 40% and that due to chronic blood loss in 30%.
30% cases showed decreased albumin (<3.5 gm%) with chronic blood |oss. 40% patients
showed iron deficiency anemia, while 45% patients showed low BMI. 25% patients
showed ova of hook worm while 20% showed ova of round worms in stools.
Conclusions : 1.lron deficiency and chronic illness were the most common causes of
anemia(40% each) in the elderly. 2.The most common cause of Gl blood losswas duodenal
ulcer and gastric (3) Most patients with iron deficiency showed associated nutritional
deficiency as revealed low BMI and low serum abumin.

PROFILE OF ACUTE RENAL FAILURE IN THE ELDERLY

N.S. Neki Department of Medicine, Rajindra Hospital/Govt. Medical College, Patiala —
Punjab (India)

To study the aetiology, cause and prognosis of acute rena failure (ARF) in the elderly.
25 patients of ARF with serum creatinine >3 mg/dl and age >60 ;ears admitted in Guru
Nanak Dev Hospital, Amritsar over a period of 1 year were studied. The patients with
acute on chornic rena failure were excluded from the study group.

60% of cases were males and 40% females. Mgjority of the cases ( 45%) were in 60-64
years age group. There was no definite difference in the age and mortality or prognosis.
The commonest cause of ARF observed was septicemia ( 15 patients ) followed by
obstructive uropathy (10 patients). Regarding complications, metabolic acidosis was
observed in 10 patients and hyperkalemia in 20 patients. 20 patients had severe renal
failurei.e. creatinine >5 mg% and of which 7 patientsdied. Therecovery timeand moliality
rate in oliguric patients (15) was prolonged (35%) as compared to non-oliguric patients
(20) with mortality rate of (20%). Out of 25 patients, 20 were managed with conservative
treatment and 5 patients needed hemodialysis.

Conclusion

The mortality and morbidity in elderly patients with ARF is high. Sepsisis an important
cause of acute renal failure followed by obstructive uropathy in elderly population

PROSPECTIVE UNIVERSAL 75-GRAM ORAL GLUCOSE TOLERANCE
SCREENING IN PREGNANT PALDSTANI WOMEN: PRELIMINARY RESULTS
OF LAHORE EPIDEMIOLOGICAL ADULT POPULATION-GESTATIONAL
DIABETES MELLITUS (LEAP-GDM) STUDY Ali Jawa, Somia lqtedar, Shahla
Gulzarl, Sajid Abaidullahd, Jawad Zaheer|, Naseem Niaz2, Mumtaz Hasan -Ing Edward
Medical University , Lahore, pakistan, Department of Medicine 2Department of OB/
GYN

Undiagnosed gestational diabetes mellitus (GDM) is associated with marked maternal
and child morbidity and mortality .Asians are a high risk group for developing diabetes.
We prospectively evaluated the prevalence of previously undiagnosed GDM in 24+week
gestational age non-diabetic pregnant Pakistani females. 55 consecutively presenting
subjects to OB/GY N clinic of a tertiary care center were offered 75 gram oral glucose
tolerance test (OGTT). Fasting(FBS), 1 hour(IHr) and 2 hour(2Hr) post glucose load
serum blood glucose levelsweretested. GDM was defined as 2/3 el evated glucose reading;
FBS >95, 1-Hr >180 and 2-Hr >155 mg/dL. Isolated elevated FBS was defined as IFG,
and 1/2 elevated postprandial reading as IGT.

40/55 subjects presented for OGTT. Mean age was 25(19-38) years and mean gestational
age 28(24- 31) months.

Fasting mg/dL + SD (range) 1 Hr PPmg / dL U + SD (range) 2 Hr PPmg/dL + SD (range)
GDM(n=10) 120+ 11(100-140) 172+37 (100-200) 162 + 13 (140-184)

IFG(n=14) 112 + 7.6 (100-126)

IGT (n=3)

NGT(n=13)

Total(n = 40)

10/40 (25%) subjects had GDM, 14/40(35%) had IFG, 3/40(7.5%) had IGT, and 2/40
(5%) had both IFG and IGT .

Pakistani females develop GDM at amuch higher rate. To our knowledge, thisisthe first
prospective study to assess burden of undiagnosed GDM. Early intervention with medical
nutrition therapy and/or Insulin therapy is needed to curb diabetes related complications
in mother and fetus. Physician awareness of ADA guidelines for diagnosis based on
OGTT is urgently needed. Universal OGTT screening should be performed in al >24
gestational age pregnant Pakistani women. LEAP-GDM isan ongoing trial likely toyield
further insight into pathogenesis of GDM.

PSEUDOMYXOMA PERITONEI ISA RARE ABDOMINAL TUMOR Nasir Igbal
Department of Surgery FMH College of Medicine and Dentistry, Shadman, Lahore
Pakistan

Pseudomyxoma peritonei is a rare abdominal tumor with a reported incidence of
approximately 1 per million per year. It is invariably fatal as the space within
theabdomen is eventually replaced by mucinous tumor. We report one case of
pseudomyxoma peritonei. Case History: A forty years old male presented to uswith
history of pain abdomen and abdominal distention for last 2 years and was already
diagnosed as a case of pseudomyxoma peritonie. Patient went under laparotomy at
hospital and biopsy was just taken as tumor all over in the abdomen. Abdominal
distention and pain was on increase till he was admitted to surgical department at
Fatima memorial hospital. Re-exploration was done and cytoreduction surgery
performed. Patient isfine uptill oneyear follow up. So, thiscasereport ishighlighting
the importance of surgery in PMP management
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PAKISTAN AND QUACKERY ..ISTHERE ANY LAW OF THE LAND !
Shabeen Naz Masood Co - Chaired hair Anti Quackery Committee Pakistan
Medical Association, Pakistan

“A person who does not h~ve knowledge of aparticular system of medicine but practices
in that system is a quack and a mere pretender to medical knowledge or skill.”

There about 60,000 quacks in the city of Karachi and 600,000 quacks across the country.
“Bohr report” in 1946, dealt with quackery, In the 1950s these quacks claimed that they
could deal with “sex problems,” in the 1960s dispensers also started practicing medicine
due to the shortage of qualified doctors and the absence of |egislation against quackery.
A large number of homeopaths emerged on the scene without proper qualifications .

In 1973 the then government tried to make a law against quackery and prepared a draft
ordinance called the “Sindh Magic Remedies Act of 1973". In 1977, quackery was
promoted at the State level; the government permitted a dispenser to practice medicine if
he or she had worked with adoctor for 10 years. The decades old |aw provides maximum
financial punishments up to merely Rs 2,000 which is equivalent to one day income of
most of the quacks. Under the decade old ordinance, any person can open aclinic in any
part of the country without getting it registered with an official body as thereis no legal
provision. Under the law, a Drug Inspector cannot seal a clinic of the quack despite
observing unhygienic and injurious environment nor is the clinic registered at the time of
its opening.

PMDC made alaw on quackery in 1962 and yet another law in 1982, which could send
aquack to prison, but merely for two months if he harmed somebody.

Now, that sufficient number of doctorsisavailable and after the promulgation of Medical
, Dental Degrees Ordinance, 1982 it has become necessary that quackery should be
banned and prosecuted by repealing Allopathic System (Prevention of Misuse) Ordinance
1962 and Rules of 1985.

RELATIONSHIP BETWEEN TRIGLYCERIDE LEVELS AND UNNATURAL
FATALITIES DEPT. OF FORENERIC MEDICINE, PGIHER CHAN

This was a prospective study conducted between April 2002 and March 2004 on
358 uilllatural deaths that were brought to the mortuary andigarb7~ia for medico
legal autopsy. Forty five healthy volunteersfrom the hospital staff, after dueinformed
consent were taken, as controls for the study. 10 cc of blood was collected from the
right femoral vein prior to the autopsy from the dead body and from theright cubital
vein of the control groups. The serum was separated from blood by centrifugation
at 1500 rpm for 10 minutes, Triglyceride levels were then estimated by enzymatic
method using the kit supplied by Accurex biomedical Pvt. Ltd., Thane, India

It was found that the mean triglyceride level in accidental deaths was 303.60mg%,
with males showing amean triglyceride level of 303.24mg%, and femal es showing
304.92mg%. The mean serum triglyceride level in suicidal deaths was 326.55mg%
with males showing level of 317 .40mg% and females, 338.64mg%. Homicidal
deaths exhibited amean triglyceridelevel of 304.14mg% with male victims showing
298.33mg% and females, 318.67mg%. However, the controls showed a mean
triglyceride level of 167.54mg% with males showing 164.76mg% and females,
172.58mg%.

The present study showed that the serum triglyceridelevelswere significantly raised
in cases of unnatural fatalities as compared to controls.

“RESEARCH PRIORITES IN DENTAL AND MEDICAL SCIENCES AND
TECHNOLOGY IN ASIAAND AFRICA” M. Rahmatulla Director, Indian Acadamy
of Advanced Dental Education, India

The dawn of civilization began perhaps invention of wheel. There has been slow and
steady progess in every field of human activity ever since, The world has benifitted
immensely from the scientific discoveries in the last two centuries as never before. The
discovery of new drugs has alleviated human suffering. The institution of Noble prizein
medical sciences recognises outstanding research efforts. Developing countries budget
normally goes to defence, armaments and Nuclear plants and not to Health sector.
Pharmaceutical industry haslittleinterst in developing vaccine for the third world country
diseases, which gives little profit. The research efforts should be consistent with disease
burden. While developing a vaccine for malariais a priority in the third world, it is the
private charitable foundation of Bill Gates and Warren Buffet of U.S.A which has pledge
60Billion dollars to World health pharmaceutical company to conduct clinical trials for
using promomyecin to treat Kala azar, a disease which kills around 1 lakh population
every year in Bihar alone in India. These instances compel the developing countries of
Asia and Africa to identify rese-arch priorities in Health .sciences.

Dentistry till the 18th century was no more than barbarick extraction of teeth, until
Pierre Fauchard of France efforts raised the status of dentistry as a profession. With the
advent of foot engine to fill carious cavitesin teeth, Dental science today has progressed
to usher in a cosmetic revolution. The Dental industry is wholly responsible in the
technoligical Development. While it may be appropriate for the privillaged community,
the progess in Dental technology has not benifitted the poorer lot. ‘ The present paper is
an attempt to focus attention of the scientists on oral disease burden in the third world
countries. Itsis also an attempt to foster international colloboration to maxmise limited
resources of these countl.ies to benefit the population.
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RESEARCH PRIORITIES IN DENTAL AND MEDICAL SCIENCES AND
TECHNOLOGY IN ASIA AND AFRICA. ACHIEVEMENTSAND CHALLENGES
-AN OVERVIEW M. Rahmatulla Director, Indian Acadamy of Advanced Dental
Education, India

There is no doubt that the mankind today is far healthy than in the past. It is sorely due
to the sustain research efforts to alleviate human suffering. The eradication and reduction
of diseases such as small pox, poliomyelitis and dental caries, Increase in the life span,
lower infant mortality are some of the examples of accomplishments of medical science
in the recent times. Currently research is concentrated on issues pertaining to advanced
countries. Hence, there is an urgent need to direct research to health disorders, faced by
the under privileged, in the developing countries.

This paper is an attempt to present an overview of current research accomplishments, in
both medical and dental field. The drugs discovered and the dental technology devel oped
has not benefited the poorer lot. Hence, the present paper is an attempt to focus attention
of the scientists' research on oral diseases burden in the third world countries. It is also
an attempt to foster international collaboration to maximize lirllited resources of these
countries to benefit the population.

This paper is also a curtain raiser for the proposed international symposium on research
prioritiesin dental sciences and technologies to be held in India-Chennai, December 1 to
3, 2007, to be jointly sponsored by the Indian society for dental research in association
with International association for dental research and the WHO.

REVERSE SURAL ARTERY FLAP AS AN OPTION TO COVER THE SOFT
TISSUE DEFECTS OF LOWER ONE THIRD OF LEG Saeed Ashraf Cheema
Dept. of Plastic Surgery Services, Institute of Medical Sciences & Services Hospital
Lahore, Pakistan

Lower limb traumais very common in the third world countries. Main cause of traumais
road traffic accidents, although quite a big number of cases also result from etiologies
like firearm injury, household trauma and burn injury, etc. Reconstruction of the soft
tissue defects of the lower limb is a challenging job due to scarcity of the reconstruction
options. Whereas a number of options were utilized to reconstruct defects in lower one
third of leg, reverse sural artery flap acted aswork horse in the area. Reverse sural artery
flap is quite versatile flap as it can be used to reconstruct the soft tissue defects in the
regions of middle and lower thirds of leg, ankle, heel, sole and dorsum of foot. In this
paper, its use in defects of lower one third of leg is discussed and compared with other
options.

THREE YEARSREVIEW OF MATERNAL MORTALITY INATERTIARY CARE
CENTRE ( JINNAH HOSPITAL, LAHORE) AND RECOMMENDATIONS
Shahnaz Kouser, Raana Shirin, Prof. Amtullah Zareen Dept. of Obsttetrics & Gynecology,
Unit -11, Jinnah Hospital, Lahore, Pakistan

Objectives of the Study to (1) To review the current stutus of maternity services and to
review maternal mortality at a tertiary care hospital. To find out the short commings
providing adequate services. to high light the basic causes of increased maternal mortality
and to device recommendations. All maternal deaths occurring in 3 years. Inclusion of
all serious patients having direct or indirect obstetric complications, who expired either
immediately or after few days.There were 59 maternal deaths during the study period.
The MMR was523/100,000 L B. Fifty four patientswere unbooked, who presented through
emergency. Most of the patients 40 (67.7%) were of age group 20- 30 years. Most common
presenting complaint was vaginal bleeding ( APH, PPH) in 27 (45.7 %) cases, while 15
(25.4%) patients were received unconscious. The most common cause of death was
hypovolaemiain 34(57.6%) patients and hypertensive disorders and related complications
in 13 (22%) patients. One patient expired after mismatched transfusion.

Among all these patients, provision of ICU care was delayed in 4 cases due to non
availability of beds or of ventilators, while 8 patients did not receive blood either due
non-availabiity of attendants or non-availability of blood in blood bank.This study
highlights the fact that haemorrhage, hypertensive disorders and sepsis remain the major
contributing factors for increased maternal mortality. This is coupled with untrained
traditional birth attendants, compromised infrastructure and inadequate social attitudes.
Need of the day is to put strong emphasis on all these components separately if we have
to bring down alarmingly high maternal mortality rate.

TOSTUDY THELEVELSOFPTHALICANHYDRIDEAND MALICANHYDRITE
IN WORKERSOFA CHEMICAL FACTORY AND THEIR EFFECT ON HUMAN
HEALTH. Igbal, Shahid and Khursid Nimir Chemicals Sheikupura, Govt. College,
Ravi Road Lahore and Fatima Jinnah Medcal College, Lahore, Pakistan

Present study tried to find out the exposure of maleic anhydride in a group of workers
working in a chemical factory and find out its hazards on human health. 25 workers of
Nimir chemical industry Sheikhupura exposed with a period of 6 month and 10 non
workers of the same area were included in the study. The technique of HPLC
chromatography was used to analyze the serum for the presence of maleic anhydride.
Only traces of maleic anhydride were found. It isthat although traces of malel C anhydnde
were observed but we should considered a large no of people having a more duration of
exposure with the chemical.

TO STUDY THE LIPID LOWERING EFFECT OF SIMVASTATIN IN
HYPERTENSIVE PATIENTS. Shahid and Khursid Dept. of Biochemistry, Nimir
Chemicals Sheikupura, Govt. College, Ravi Road Lahore and Fatima Jinnah Medcal
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College, Lahore, Pakistan

Present study is carried out to find the effect of simvastatin on controlling the blood
pressure as well asits effect on lowering the serum lipid profile in hypertensive patients.
Blood samples were taken before and after the dose of amplodipine. It was observed that
the drug not only affect on the blood pressure of the patients but it also decreased the
level of lipid profile.This shows the amlodipineis adrug of choice for lowering the level
of lipid profile and aso controlling the blood pressure of the hypertenisve patients.

GEMCITABINE AND CONCURRENT RADIATION ASA SALVAGE TREATMENT OF
CHEST WAL L RECURRENCE IN BREAST CANCER Shaharyar, Alauddin, Shabbir, Hafeez,
Ehsan UR Rehman, Abbas  Department of Clincal Oncology, King Edward Medical University,
Lahore, Pakistan.

Chestwall recurrencesin breast cancer are seen despite postoperative chemotherapy and radiotherapy.
For with unresectable lesions who have previoudly received radiotherapy no standard trestment is
available. We devised a protocol of low dose gemcitabine as radiosensitizer concurrent with low
dose of on 8md conducted this study with the objectives to document the efficacy and toxicity of
this protocol.

From January 2003 to August 2005,48 patients were included in this study. A histopthological
logica evidence of chest wall recurrence was required. Females between 18- 70 years, with us
D" ~odified radical mastectomy, post operative radiation and adjuvant chemotherapy wereincluded.
Is with r,aetastatic disease were excluded. Written informed consent was obtained. A dose of 150
mg of gemcitabinein 200 ml of normal sdineinfused in 2 hour on day 1, 8, 15 and 22 of radiation.
lion was ddlivered 2 hours after the completion of infusion. Conventional fractionation was used to
ratotal dose of36 ay given in 3.5 weeks. RECIST and RTOG criteriawere used.

Twenty recurrences were related to the scar, 10 to the involved internd mammary lymph node
invading sternum and ribs and 18 were associated with the soft tissue masses outside the scar area.
tients were evaluable for regponse. Complete response was seen in 6148 (12.5% ) patients, (95
9),87-37.16 %), partia response was seen in 30148 (62.5 %) (95% Cl, 44.92 -71.40% ) with an
Miresponse rate of 75 % (95% Cl, 70.57—91.40). Stable disease was seen in 9148 (18.8% ) and
progressionin3148 (6.3 %) patients. Grade | skin reactionwasseenin 15148 (31.2%) Isgrade
11in 11/48 ( 22.9%) and grade |11 in 3148 ( 6.3 % ) patients. No systemic toxicity was seen.“Low
dose gemcitabine and concurrent radiotherapy is a reasonable salvage trestment in wall recurrence
in breast cancer patients who have previoudy received adjuvant chemothergpy and full dose of
radiotherapy. This gpproach has acceptable toxicity.

STRUCTURAL PREDICTION OF MUCL VACCINE THAT MAY IMMUNIZE HUMAN
AGAINST BREAST CANCER

The epithdlid type 1 transmembrane mucin MUC 1 islong-established as amarker for monitoring
recurrence of breast cancer. It is able to breek tolerance and to induce humora immune responsin
hedlthy subjectsandih cancer patients, but .theresponseisgeneralluwesk thesinenwasto overcome
the week immunogenicity of heavily O-glycosylated MUCI, attempts were made to define site-
specific O-glycosylation and the structural requirements for efficient endosomal proteolysis by
cathepsin

Sequences of amino acids of MUC 1 with heavy O-glycosylation was taken were from Swiss Prot
Data Bank

Sudies on clugters of sequence-variant repests, which are interspersed in the repeat domain of
MUCI a high frequency, have reveded that a limited set of concerted amino-acid replacements
(Asp-ThrO-Argl-Prol0 to Glu-SerO-Argl-AlalO) contributes considerably to increased peptide
flexibility and to under-glycosylation of sequence-variant repeats which in concert modify
immunologica features of the mucin. This replacement may overcome the wesk immunogenicity
of heavily glycosylated MUC 1. Conclusion: It is suggested that modified MUC-1 mayapromising
target for immunotherapeutic strategies to trest cancer by active specific immunization.

SUBJECTS WITH TYPE 2 DIABETES MELLITUS COMPARED TO HEALTHY
PAKISTANI ADULTSHAVE IMPAIRED VASCULARREACTIVITYAT SMILARBODY
MASSINDICES: PRELIMINARY RESULTSOFLAHORE EPIDEMIOLOGICAL ADULT
POPULATION-BRACHIAL ARTERY REACTIVITY (LEAP-BAR) STUDY Ali Jawa’, B*r
Riavi', Zaf#r Niaz , Imtiaz Alil, Ali Inran’, Stjid Abaidullahl, J~ Zaheer’, M~ Hasan!
Asiansareat highrisk of cardiovascular events. Patientswith diabetesmellitusare more susceptible
tothevascular complicationsthan non diabetics Veinvestigated theextent of endothelial dysfunction
in Pakistani subjects with type 2 diabetes mellitus (T2DM)

18 hedthy subjects and 46 subjects with T2DM were enrolled after informed consent. Endothelia
function was studied ultrasonographically in ahedthy subset of Pakistani volunteers. Ischemiawas
induced by inflating a cuff over the forearm to 40 mm Hg higher than systolic pressure for 5
minutes. Brachid artery diameter was measured at basdline and at 60 seconds after deflation by use
of aGE Logic Pro ~;5 ultrasonograph with a 10 MHz transducer. All subjects were non smokers
and arrived fasting for a least 12 hours. All T2DM subjects had been diagnosed for at leest 5
yearsAsexpected, subjectswith T2DM haveimpaired %FMD but preserved % NDD. Theinteresting
fact was that their Body mass indices were similar, an unusud finding since T2DM is usudly
asociated with obesity. To our knowledge, this is the first study ever in Pakistan to assess the
endothelia dysfunctionin subjectswith T2DM. Much research is needed to identify additional risk
factors contributing towards development of T2DM in subjects residing in Southeast Asia In this
ongoing project, plantofocuson messuring brachia artery reectivity in healthy obese, hypertensive
aswel astype 2 digbetes mellitus subjects with and withoutmicroa buminuria.
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