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PRESIDENT'S WRITES
Dear Fellows and Members,

It isindeed a great pleasure to write this message
after asuccessful IMSACON 2008 at Dubai, UAE.
Prof. ShaheenaAsif and Ms. Nashi Khan alongwith
an efficient team had ensured a very good meet in |
Dubai. This issue of JMSA has very interesting =
army of articles underlining the multidisciplinary |
character of our organization. These articles will |
update all of usin abroad manner.

Thefinancial melt down of recent dayswill cast itslong shadow to fall
on health care sector al so and we must gear ourselvesfor the after effects.
| am sure we will weather the storm, learn from the experience and take
corrective measures.

Warm Greeting for a Happy & Prosperous Year 2009
( Tegas

Dr. K. Jagadeesan
President, IMSA

Freg
oS IMSA/JIMSAWEBSITE Ccess

www.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 activitiesincluding
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’.



186 IMSA NEWS JIM SA October-December 2008 Vol. 21 No. 4

4 N
Dr. Pinnamaneni Narasmha Rao |nternational Award
Appeal by Vice-President IMSA )
Dr. P. Narasmha Rao Dr. RR.Thukral
Ex. Presdent, IMSAWorld H.Q. Mice President IMSA World H.Q.

Dear Felowsand Members
You are aware late Dr. P. Narasmha Rao, an international figureboth in academic and teaching had been the President of this prestigious organization for
more than a decadefrom 1990 to 2002. He was President of Medical Council of India and Vice Chancellor of various Universities. He had to hiscredit
several outstanding contributionsto the medical fraternity till hisdeath . Hehad been in close association with IMSAsince its very inception in 1981.
The Academy has flourished tremendoudy during his tenureasPresident . Keeping in view his status, servicesrendered to themankind and on theinsistence
of senior Fellows, the Academy has established an International Award in his honour named ‘Dr. Pinnamaneni Narasmha Rao |nternational Award’,
onthelines of Dr.B.C. Roy National Award. Substantial funds areneeded for thispestigiousaward. I nitially, thefamily of Dr. P. Narasmha Rao hascontributed
a fair amount of money and hasalso assuredto contribute more.
| appeal toall our Felows and Members to contribute generoudy for this noblecausein the memory of this dedicated acadamecian - Dr. P. Narasmha Rao.
A separate account has been opened for this Award.

(R.R.Thukral) J

\.
d T )
IMSA Chapter Activities
CME Tamil Nadu Chapter CME Delhi Chapter
12-10-2008 Dr.L.V. Pathy:  *“ Cardio Pulmonary Bypass’ 19-11-2008 Dr.AruHanda:  “Allergic Rhinitis’
09-11-2008 Dr. V. Alamelu:  “ Recent Advancesin Wound Healing 19-11-2008 Dr. Rajesh Sharma: “ Managing Bronchial Asthma”
_ with Special Noteon Diabetic Foot”. 29-11-2008 Dr. Ashwin Garg:  * Interventional Radiology- New

14-12-2008 Dr. M. llambarathi: “ Common Lesions In Pharynx and Larynx” DimensionsWhat aPhysicianshouldknow” .
RCME Tamil Nadu Chapter 29-11-2008 Dr. Pradeep Mule  Uterine Fibroid Embolization.
16-11-2008 Prof. C.M.K. Reddy: “ Common Surgical Emergencies’ 17-12-2008 Dr. B. B. Khatri Practical ENT Examination
16-11-2008 Dr. C. Rajan: “ Primary Health Care Delivery in India and 17-12-2008 Dr. Chanchal Pal Practical ENT Examination

Future Challenges’
21-12-2008 Prof. S Rathna Kumar: “ Continuumof Carein Post Partum Hemorrhage-
Smple Interventions For the Prevention of
Major Catastrophe’
21-12-2008 Dr. S Jayachandran:  “ Diagnosisand Management of Ul cerativeLesions

\ intheOral Ca\/lsz J

Election of Felows and Members (October - December 2008)

Fellows

Dr. Rootabha Kashif (Lahore) Dr. Fayyaz Ahmad (Lahore) Dr. Rizwan Akram (Lahore) Prof. S.R. Prabhu (Lahore)

Dr. Safdar Ali Malik (Lahore) Dr. Gulsena Masud (Lahore) Dr. AyeshaAzam Khan (Lahore)  Dr. Shumaila Seemi Malik (Lahore)
Dr. Muhammad Fiaz (Lahore) Dr. Gurpreet Singh (Ludhiana)  Dr. Israr UL. Hague (Lahore) Dr. Rupinder Singh Bhatia (Ludhiana)

IMSA Fellows/Members Directory 2007 )

Dear Fellowsand Members

International Medical Sciences Academy has published Directory of IMSA Fellows and Members containing information about their mailing addresses, telephone nos. email
addresses, wherever available. The Directory wasreleased at theinaugural function of IMSACON 2007 held at Manipal, Karnataka in November, 2007. | shall request youtosend a
demand draft of Rs. 250 soon to enable usto send to you a copy of the Directory by post. You can also collect in person from IMSA officeiif you sowish.

\_ Secretary General, IMSA Y,

Suggestions to Enhance Image of Medical Professon and Improve Doctor-Patient Relationship

President, VicePresident and Trusteesof IMSAhave stressed that IMSA must engageitself inenhancing the imageof Medical Professon by organizing seminars/conferences
onvarious issues relating to medical profession, medico legal, patient—doctor relationship protocol of drug trials and research etc. It wasalso desired that suggestions be
invited fromall fellowsand members, for improving relationship among doctorsand patients.

The Fellowsand Members are, therefore, requested to send their suggestions& ways and meansto IMSA World Headguarter at New Delhi, for enhancingimage of medical
professon and improving doctor — patient relationship.

Secretary General, IMSA

Condolence
Dr. (Lt. Gen.) J.M. Grover, past Secretary General of IMSA from 04-04-1986 to 27-2-1997 left for heavenly abode on 17" Nov. 2008. Academy has suffer an

irreparable loss.\\e pray to the Aimighty for peace to the departed soul.
President, B.O.T. members, Fellows & Members | MSA

IM SACON-2009 at Chandigarh, Punjab

IMSA is pleased to informits Fellows and Members that Annual Conference IMSACON 2009 will be held at Chandigarh, Punjab on 23, 24, & 25 Oct. 2009.
Secretary General, IMSA
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Editor
P.D.Gulgli (Delhi)
Joint Editor
S.N.A. Rizvi (Delhi) Hospital acquired infections are often associated with antibiotic resistance, especially those caused by
;‘fasézeidgﬁ;mee o) staphylococci. Prof. N.S. Neki, in an editorial, in this issue, has brilliantly discussed various aspects of
MEMBERS thisproblem, frequently encountered in ICU setting. Inasurveillance study from East Sikkim, the authors

K.Jagadeesan (Chennai) have emphasised the role of nasal carriage of Methicillin Resistant Stapsylococcus Aureus (MRSA): the
Sandip Mukherjee (Delhi) prevaence reported was 11%; interestingly the population residing close to the hospital did not pose a
D.D.S. Kulpati (Delhi) : . . . .
<[5 Lagg (Delhi) greater risk. In the other two original articles, CT and MRI have been reported to be powerful diagnostic
Indira Bahl (Delhi) toolsin conditions like carcinomacolon & flourosis, respectively. An exhaustive review of poisoning by
=1 EE e Egg:ﬂ:; organophosphorous compounds highlightsthe harmful systemic effects of this poison: aneed for aproper
P.N. Renjen (Delhi) regulation for the use & storage of this compound has been rightly emphasised. A discussion about the
?Aﬁjgh&”fa Egi:ﬂ:; health related challenges and opportunities afforded by the reproductive system during adolescence is
Chimama’;i (Delhi) well deserved, considering that 1/5™ of India's population is in the adolescent age.
H.S. Rehan (Delhi) Paediatric Nephrology is an upcoming speciality in India The spectrum and clinical course of Kidney
i'cm/gﬂan 282:23 Diseasesis somewhat different in children from that seen in adults. The present issue of JMSA contains
Ashok Grover ~ (Delhi) asymposium on “ Paediatric Nephrology” . | sincerely thank Dr. Sanjeev Gulati for agreeing to be the
s i ARSI Guest Editor for this symposium. The symposium covers wide ranging topics starting from nocturnal
O.P. Gupta (Ahmedabad) | eneuresis, nephrotic syndrome, obstructive uropathy to the ultimate devastating consequence of End
Habibullah Zargar Sitmbal Stage Renal Disease, requiring expensiverenal replacement therapy: Thewrite-ups have been contributed
G.S. Sainani (Mumbai) by expertsfrom the country and abroad. | once again extend my gratitude to Dr. Sanjeev Gulati and other
I\S/I'_A s;sr?ésg:, §é§hKi,) contributors of this excellent symposium.
Sukumar Mukerjoe Egg?ﬁ%ta) | take this opportunity to thank all the members of Editorial and Advisory Boardsfor their assistance and
R.K. Bali (Delhi) also the various pharmaceutical firms, without whose help this publication woul d not have been possible.
S.S. Sethi (Delhi)
Rattan Singh Delhi i i
Sham Agaswal {oe 1 wish to extend my good wishes to all readers of JIMSA for a
P.S. Gupta (Delhi) Happy, Healthy and Prosporous Year 2009
P.K. Dave (Delhi)
V.K. Dada (Delhi)
K.K. Malhotra (Delh!) P.D Gulati
H.P.S. Sachdev (Delhi) i
Kamlesh Kohli Delhi
T.imBe}zwgs I EKglkgta)
gg-fﬁgml ggm:; f/ JIMSA BEST PUBLISHED ARTICLE AWARDS
S (e Journal of International Medical Sciences Academy has instituted award for three (3)
gf@‘sﬂan ggm)saf) best original articles published during the previous 3 years; guidelines are as below:
M.Suresh Kumar Chennai 1) Original articles belonging to any discipline of medicine published in IMSA durin

3 (Chennai) g ging y p p g
ppeela Chutant ((Beem the previous three years.
Sudarshan K. Agarwal (Delhi) (2) Age Limit for the principal author/main researcher should be 45 years and below.
Veera Hingorani (Delhi) (3) Number of awards: Three (3) annually, carrying agold plated medal, citation and cash

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

S el e (4) Awardee should preferably be afellow/member of IMSA; non-fellows/ non members
Js-it'ggficchafnfgst ((JJ%) can also be considered for the award if the original work is outstanding; and if selected
Alistalr . Beattie (USA) for the award will be required to apply for fellowship/membership of IMSA.
8. Klinkmann Egﬁ{é‘;gyr)e) (5) Awardees should preferably plan to receive the award at the annual IMSA conference
J.D. Williams (UK. \ - IMSACON.
Harvinder S.Luthra (USA) \
(TTUE!] SMBSETpen i mem ([EIHTs & memlders Editorial Correspondence: All corresspondance are to be addressed to Editor JIMSA
g‘\'g?geas ?S' ggg National Medical Library Building, Ansari Nagar, Ring Road, New Delhi - 110 029 India
Single copy Rs. 150 E-Mail : imsahg@ndf.vsnl.net.in Website : www.jimsaonline.com

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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NOSOCOMIAL INFECTIONS-THERAPEUTIC CHALLENGES

Nosocomial infections occur as a result of treatment in a
hospital or ahealth care service unit, but secondary to the
patient’s original disease. Infections are considered
nosocomial if they first appear 48 hours or more after
hospital admission or within 30 days after discharge.
Nosocomial is a greek word — nosokomeion meaning
hospital (nosos=diseasse, komeo=to take care of). Thistype
of infectionisalso known asahospital acquired infection
or more generally health careassociated infections (HAL).
HAI’s are inherent dangers of modern therapy especially
for the critical ill patient in the ICU and lead to increased
morbidity, mortality and costs. Increased incidence of
nosocomial infections is due to chronic overcrowding in
the hospitals, movement of medical staff from patient to
patient providing a way for pathogens to spread, poor
sanitation, underfunding, many medical procedures
bypassing the body’s natural protective barriers and
emergence of antimicrobial resistance. Thorough hand
washing and/or use of alcohol rubs by medical personnel
before each patient contact is one of the most effective ways
to combat nosocomial infections. More careful use of
antimicrobial agentsisalso considered vital. In 1990 it was
estimated that 5267 million population lived in developing
countries. Of the 39.5 million deaths in developing
countries, 9.2 million were estimated to have been caused
by infectious diseases. The frequency distribution of major
typesof HAI is: UTI-28%, surgical wound infection -17%,
pneumonia-17%, bacteraemia usually with intravascular
devices 16% and others 20%. M S Magazine reportsthat as
many as 92% of deaths from hospital infections could be
prevented?. The most common nasocomial infections are
of the urinary tract, surgical site and various pneumonias®.
Micro organismsare transmitted in the hospital by five main
routes — contact (direct and indirect), droplet, airborne,
common vehicle and vector borne. Direct contact
transmissioninvolvesadirect body surfaceto body surface
contact and physical transfer of microorganisms between a
susceptible host and an infected or colonized person, such
as occurs when a person turns a patient, gives a patient a
bath or performs other patient — care activities that require
direct personel contact. Direct contact transmission also can
occur between two patients, with one serving asthe source
of infectious microorganisms and the other asa susceptible
host. Indirect contact transmission involves, contact of a
susceptible host with a contaminated intermediate object,
usually contaminated needles, instruments or gloves.
Droplet transmission occur when droplets are generated
from the source person mainly during coughing, sneezing
and talking and during the use of procedures like
branchoscopy. Airborne transmission occurs by
dissemination of either airbornedroplet nuclel of evaporated

droplets containing microorganisms which remain
suspended in the air for longer periods. Common vehicle
transmission applies to microorganisms transmitted to the
host by contaminated items such as food, water, devices
etc. Vector transmission occurs when vectors like flies,
mosquitoes transmit microorganisms. Antibiotic resistance
with some microorganisms has become a worldwide
concern. After Worldwar-11, penicillin resistance among
gonococci and staphylococcal strains were first noted”.
Methicillin resistant Staphylococcus aureus (MRSA)
emerged in 1970’'s. Aminoglycoside resistant Pseudomonas
aeruginosa was noted after widespread use of gentmicin
while ceftzidine-resistant and ciprofloxacin-resistant
P.aeuroginosa remains a concern today. There has been a
rapid increase in antibiotic resistance among respiratory
microorganisms. Penicillin resistance in Streptococcus
pneumoniae has increased in an epidemic manner in the
past 10 years®®. Previously Enterococcus faecalis, now
Enterococcus faecium has emerged commoner pathogen and
it constitutes nearly all vancomycin-resistant enterococci
(VRE) strains. Thisisnot an example of increasing antibiotic
resistance but rather a change in the selective pressures of
thefecal florafavouring the widespread emergence of VRE
as a colonizer’. Various factors leading to antibiotic
resistance (AR) include antibiotic misuse or agent specific
AR etc. A study has shown that low serum drug levels my
be associated with an increased risk of selecting resistant
mutantsfor avariety of bacteria®. Regarding agent specific
antibiotic resistance, among the third generation
cephal osporins, only ceftazidime has been associated with
resistant K.pneumoniae, Enterobacter and P.aeuroginosa,
all other third generation cephalosporins have not been
associated with significant resistance problems with these
or other orgnisms>°, Similarly among aminoglycosides,
gentamicin® and among fluroquinolones, ciprofloxacin'?,
have been associated with significant resistance to various
organisms. So the usual recommendation is change of
ceftazidime with cefepime, ciprofloxacin with levofloxcin,
imi penem with meropenem and gentamicin with amikacin.
As neither volume or duration of antibiotic use is a
determinant or predictor of antibiotic resistance, thereisno
rationale for reserving an antibiotic with little or no
resistance potential for further use®®.

Prevention of hospital infectionisessential by abig policing
operation and consists of infection control progrmme. The
core committee consists of a physician, a surgeon, a senior
nurse, microbiologist and representativesfrom the operation
theatres, CSSD and ICUS. Inputs are also required from
others like housekeeping, laundry, food services and
engineering, who work as a team to maintain the hygiene
and cleanliness of the institution.
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The committee performs three main functions: (i) Thefirst
function isto collect dataregarding high risk areas such as
ICUs, operation theatres, dialysis units and oncology
services. Good microbiology |abortary isnecessary toisolate
organisms and also to indicate to clinicians trends and
changesin hospital flora. For example methicillin resistant
staphylococcusaureus (M RSA) has been afeared hospital
pathogen in the past decade but is now overtaken by
organismssuch asE.coli and Klebsiellathat secrete extended
spectrum betalactmases (ESBL). MRSA is a bacterium
responsible for difficult to treat infections in humans so
that they are resistant to large group of antibiotics called
betalactams. MRSA has evolved an ability to survive
treatment with betalactamase resistant beta-lactam
antibiotics, including methicillin, dicloxacillin, naficillinand
oxacillin. A 2007 report on Emerging I nfectious Diseases,
a publication of the Center for Disease Control and
Prevention (CDC), estimated that the number of MRSA
infections treated in hospitals doubled nationwide from
approximately 127000 in 1999 to 278000 in 2005 while at
the same time deaths increased from 11000 to more than
17000, Mortlity in MRSA is higher as compared to
methicillin susceptible Stphylococcal aureus (MSSA)
bacterium?®. Staph.aureus most commonly colonizes the
anterior nares (the nostrils), although respiratory tract,
opened wounds, intravenous catheters and urinary tract are
also potential sitesfor infection. MRSA can be detected by
swabhing the nostrils of patients and isolating the bacteria
found inside. Many people who are symptomatic present
with pus filled boils and occasionally with rashes. In this
issue, Majumdar Devjyoti et a intheir article “Prevalence
of nasal carriage of methicillin resistant staphylococci in
healthy popul ation of Gangtok, East Sikkim” recruited 280
apparently healthy adultsout of which 247 (88.2%) subjects
showed positive for staphylococcus and 31 (24%) subjects
reported positive nasal swabs among those positive for
S.aureus. The prevalence of MRSA in their study has been
reported to be 11.1% which isof great concern. Vancomycin
and teicoplanin are glycopeptide antibiotics used to treat
MRSA infectionsand are given intravenously. Several newly
discovered strains of MRSA show resistance even to
vancomycin and teicoplanin and respond to linezolid,
quinupristin/dalfopristin, daptomycin and tigecyline'®.
MRSA infections can be treated with oral agentsincluding
linezolid, rifampicin+fusidic acid, rifampicin and
fluoroquinoline, prisinamycin, co-trimoxazole, doxycycline
or minocyclineand clindamycin'’. Recently anew antibiotic-
platensimycin and maggot therapy has been found to be
successful to treat MRSA.

JIM SA October-December 2008 Vol. 21 No. 4

(i) The second function of the infection control committee
is to carryout surveillance at the local level, national/
international level in order to understand the magnitude of
the problem and to assess the impact of interventions in
containing antimicrobial resistance. Public awareness,
education of health care professionalsis the need of hour
with regard to prevention of antibiotic resistance. (iii) The
third function of the committeeisto enforce good infection
control practices. An “infection prevention week” once a
year can be used to galvanize the whol e staff for prevention
of hospital infections since hospital infections cannot be
eliminated but can only be controlled.
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N.S. Neki

Professor, Department of Medicine, Govt. Medical
College/Guru Nanak Dev Hospital,

Anritsar (Punjab) and Trained Endocrinol ogist
PGI, Chandigarh, India

Best Wishes for Very Happy & Prosperous 2009

Members of BOT/CEC and Fellows/Members

IMSA WHQ
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PREVALENCE OF NASAL CARRIAGE OF METHICILLIN RESISTANT
STAPHYLOCOCCI IN HEALTHY POPULATION OF GANGTOK,

EAST SIKKIM

DEVJYOTI MAJUMDAR, ANKUR BARUA, BARNALI PAUL
Department of Microbiology Skkim Manipal Institute of Medical Sciences 5" mile, Tadong,
Gangtok, Skkim-737102. India

/Abstract : Methicillin Resistant Saphylococcus Aureus (MRSA) strainsemerged in thelast decade as one of the most impor tant nosocom'al\
pathogens. MRSA may invade the blood and cause potentially serious complications such as bacteremia, septic shock, and metastatic
infections. MRSA infections have recently been identified in the community. There are few studies regarding carriage state of MRSAin the
community and hence, the Epidemiol ogy of MRSA in the community islittle understood. Objectives of the study wereto (1) to determinethe
prevalence of staphylococcal nasal carriers among healthy adults of Gangtok, East Skkim. (2) to determine the proportion of Methicillin
Resistant Saphyl ococcus speciesisolated fromnasal carriersin healthy adults of the community. One Nasal swab fromeach of atotal of 280
apparently healthy individuals belonging to 5 different areas of Skkim was collected usng Smple Random Sampling. The collected data
was tabulated in spreadsheets of Microsoft Excel version Office 2000 and analyzed by Epi Info version windows 2000. 247 of 280 swabs
(88.2%) out of them were found postive for staphylococcus. Among 247 staphylococcus nasal carriers, 129(52.2%) individuals were
positive for S aureus. Saphylococcal nasal carriage among healthy adults not exposed to hospital environment was found to be high
(88.2%). It wasalso found that 31(24.0%) nasal swabswere positivefor MRSA among those positivefor S aureus. The prevalenceof MRSA
in community was thus estimated to be of 11.1%. Majority of MRSA nasal carriersin the community belonged to the age group of 20 and 40
years. Proportion of MRSA nasal carrierswas|ower in Ranipool (16.2%6) but higher in Loomse (38.5%) thanin other areas. High carriage
ratesin different areas|ocated far away fromtertiary care level hospitalsreveal that living close to a hospital isnot a risk factor for MRSA
or MRCNS colonization. Epidemiological studies including genotyping are required to understand in detail, the dynamics of spread of

MRSA and MRCNSIn the community.

\Keywords Prevalence, Methicillin Resistant, Saphylococcus aureus, Nasal Carriers, Community

J

INTRODUCTION

Saphylococcus aureus (S. aureus), a Gram positive coccus,
isfreguently found as a part of the normal human microflora.
The organism can be carried asymptomatically for weeks or
months on mucous membranes but only transiently on intact
skint. Nasal carriersof S. aureus are more proneto skin sepsis
and postoperative staphylococca infectionsthan non-carriers’.
Studies show that S. aureus techoic acid, which is present in
the surface of S. aureus and coagul ase negative staphylococci,
is the primary factor necessary for attachment to nasal
vestibular mucose®. S. aureus was the most common cause of
nosocomial infections reported in USA during 1990-1996*.

Methicillin Resistant Saphylococcus Aureus (MRSA) strains
wereinitially described in 1961 and emerged in the last decade
as one of the most important nosocomial pathogens®. MRSA
may invade the blood and cause potentially serious
complications such as bacteremia, septic shock, and serious
metastati c infections (endocarditis, pneumonia, osteomyelitis,
and arthritis) 6. Healthcare workers' hands, the environment,
and airborne transmission (in the case of staphylococcal
pneumonia) are the most common means of spreading MRSA.
Infected and colonized patients provide the primary reservoir
and transmission is mainly through hospital staff 7. Common
factors associated with acquiring MRSA in any acute care
setting include prolonged hospital stay, use of broad spectrum
antibiotics, greater number and longer duration of antibiotic

use, stay in an ICU or burn unit, surgical wounds, decubitus
ulcers, poor functional statusand proximity to another patient
with MRSA &° MRSA is a strain of S. aureus that has
devel oped resistance to methicillin and other beta 3-lactamase-
resistant penicillins and cephal osporins'®. However, MRSA
infections have recently been identified in the community,
which raised a question of whether these infections were
transmitted from hospital, or they were caused by different
resistant strains. The sharp increasein the preval ence of MRSA
acquired infections in many communities had led to the
consideration of outpatients as a source of infection in an
institution''. However, there arefew studiesregarding carriage
state of MRSA in the community. Majority of the studies, so
far, had been conducted on the patients and staff members of
the hospital®. Epidemiology of MRSA in the community is
little understood or not studied at length. A few reports on
MRSA in the healthy population of Nigeria, USA, Canada,
Pakistan and Japan are available in the world literature. Till
the beginning of study no report on the prevalence of MRSA
in the community in India was available. Case reports of
community acquired MRSA infections had been increasing
sincelast 3yearsinthetertiary carelevel hospitalsin Gangtok
of East Sikkim. Hence, there was an urgent need for evaluation
of nasal carriage of staphylococci and Methicillin resistant
staphylococci. With this background, a study was undertaken
to determine the prevalence of MRSA among healthy subjects
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in the community in Gangtok of East Sikkim in India.
MATERIALS& METHODS

Background Information: Gangtok with Geographic-locations
of (Lat/Lon Bounding Box: North=27.333332
South=27.333332 East=88.61667 West=88.61667 and altitude
of 1547 m) hasapopulation of 550,000. Therearetwo tertiary
care level hospitals, one government and the other private, at
adistance of 5 miles apart in East Sikkim.

Sudy Period: Two months (March 2005 - April 2005).
Sample Sze: One Nasal swab from each of a total of 280
apparently healthy individuals was collected for the study.
Sampling Technique: Simple Random Sampling by using the
probability proportionate to sample size (PPS) method was
used.

Selection Method: At the beginning, a spot-map of dwellings
of different areas of East Sikkim was prepared. Then each
village and nodal areas were identified in it and numbered
serialy. From these numbers, five spots (areas) in the map
wererandomly selected through lottery method. Thus, the areas
selected for survey were - Deorali-Daragaon, Metro-point,
Sarswati temple area, Loomse & Ranipool in East Sikkim.
Householdsin the selected survey areaswere numbered serially
and specific number of householdsin each area (as cal culated
by power analysis from software package of epi-info version
windows 2000) was chosen according to PPS method.
Individual households were selected by using the random
number table. Only one individual from each household was
selected for the study through lottery method.

Sudy Area: Fiveareasthat include Deorali-Daragaon, Metro-
point, Sarswati temple area, Loomse & Ranipool.

Inclusion Criteria: Only one individual was included in the
study from each household. Selection was donethrough lottery
method after arranging all household members in ascending
order of age.

Exclusion Criteria: Since, Saphylococcus aureus (S. aureus)
was frequently found as a part of the normal human micro
flora, children below 13 years of age were excluded from the
study. Persons who had been admitted in a hospital in the
preceding 12 months or had used any antibiotic during that
period or worked in ahealth care center were also not included
in this study.

Materials used for the survey: Sterile cotton-swabs, sterile
test tubes, nutrient agar (HiMedia Laboratories Private Ltd.),
Mueller-Hinton agar (HiMedia Laboratories Private Ltd.)
supplemented with 4% NaCl, Oxacillin disk-1ig (HiMedia
Laboratories Private Ltd.), Control strain NCTC 6571 (ICMR,
Dibrugarh), Other reagents for catalase, oxidase, Coagulase,
phosphates, DNAse and sugar fermentation tests.

Data collection procedure: Nasal swabs were collected by
sterile, dry cotton swabs from anterior nares of each nostril of
asubject, inserting the swab and then gently rotating the swab
threetimes'?. The swabswereimmediately placed intest tubes
for further processing in the laboratory. All the isolates were
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tested for coagulase production following standard procedures.
Saphylococci spp isolated were tested for Methicillin
resistance by using modified Stokes same plate comparative
disc diffusion method® using 1ig Oxacillin disk. Mueller-
Hinton agar with 4% NaCl medium was used to detect
Oxacillin resistance, incubated at 35°C for 24 hours®. Zone
diameter of the test strain was measured in millimeter with a
scale. Strainswere classified asresistant or sensitive following
standard procedure.

Data Analysis: The collected data was tabulated in
spreadsheets of Microsoft Excel version Office 2000 and
analyzed by Epi Info version windows 2000.

RESULTS

Nasal swabs from 280 healthy adult subjects were examined
and among them 247(88.2%) were found to be positive for
staphylococcus. Of 247 Saphylococcal nasal carriers,
129(52.2%) were positive for Saphylococcus aureus (nasal
carriers of S. aureus) and the remaining coagulase negative
staphylococci. Out of 129 S. aureusisolates, 31(24%) isolates
were Oxacillin resistant and these are referred asMRSA. The
prevalence of MRSA in community was thus estimated to be
of 11.1%.

Among 247 staphylococcus nasal carriers, 171(69.2%) were
males and 76(30.8%) were females. S. aureus, isolated from
19(21.6%) out of 88 male, and 12(29.3%) from the 41 female
carriers were Methicillin resistant. However, difference in
carriage rates of MRSA among male and femal e subjects was
statistically not significant [+2=1.79, p=0.181(Yates
corrected)].

MRSA nasal carriersin the community were high (26.6%) in
age group of (20-40) years of age and less (10%) in age groups
below 20 years and above 40years. MRSA nasal carriage was
lower in Ranipool (16.2%) and higher in Loomse (38.5%)
than in other areas. But these differences are statistically not
significant [+2=1.72, p=0.156 (Fisher exact 2-tailed)].

Out of 247 staphylococcal isolates, 118 (48%) were Coagul ase
Negative Staphylococci (nasal carriers of CNS) and among
them, 26(22%) CNS was found to be resistant to oxacillin,
referred to as Methicillin Resistant Coagulase Negative
Staphylococci (MRCNS). Sex-wise break up of nasal carriers
of CNSand MRCNS did not show any significant difference
[+?=0.04, p= 0.835 (Yates corrected)] in the rates of nasal
carriageamong male and female carriers. MRCNS preval ence
was high near the Saraswati temple area (28.6%) of lower
Tadong and Loomse (28.6%). MRCNS nasal carriagerate was
also higher in the age group below 40 years of age (24.75%).

DISCUSSION

S aureusnasal carriageratesin various popul ations have been
investigated in the developed countries with temperate
climate but no such study among healthy population had been
reported from India so far. Researchers reported that nasal
carriage of S. aureus varied in different communities. The
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results of the present study showed that nasal carriage of
staphylococci was as high as 88.2% and in 52.2% cases, S.
aureus were isolated. The prevalence of MRSA in the
apparently healthy community of East Sikkim was estimated
to be of 11.1%. A total of 129(46.1%) among 280 healthy
individuals screened were nasal carriers of Saureus. Similar
findingswerereported by Anwar et al in their study in Lahore,
Pakistan who screened 1024 and 636 apparently healthy
persons from urban and rural area respectively for nasal
carriage of Saphylococcus aureus and MRSA and reported
that in urban areas prevalence of nasal carriers of S. aureus
was estimated to be 16.99%, but in rural areas, it was 11.32%.
In urban areas prevalence of nasal carriersof MRSA wasfound
to be 22.98% as against 11.11% in rural areas™. In a study by
Lamikanraet al it was observed that 56.4% of healthy Nigerian
studentswere nasal carriersof S, aureus'. Tanakaet al, while
studying S. aureus in healthy individuals in Japan reported
24.3% of them to be of nasal carriers™. In astudy conducted
at University of Texas, F. Moreno et al reported that 99 (58%)
of 170 isolates of S. aureuswere from community cases, the
community to nosocomial case ratio was 2:1; no significant
risk factors differentiated patients with community MRSA
from community MSSA?S,

There was no statistically significant difference in the
prevalenceof S aureusnasal carriage between maleand female
subjectsin the present study. Thisfinding was contrary to that
observed in the study done in Nigerian population where
females harbored S. aureus significantly more often than
malest.

An area-wise analysis of methicillin sensitive vs. resistant
strains of CNS infections showed that statistically there was
no significant difference in nasal carriage rate of MRCNS in
areas near a tertiary care level hospital and away from the
hospital. The reason for much higher rate of MRSA nasal
carriage in Gangtok needs to be further investigated. A
surveillance centre is necessary to be established for
monitoring the problem of MRSA and MRCNS among the
general population in Indiasince Methicillin Resistant strains
are increasing in other parts of the world. It is clear that
epidemiological studiesincluding genotyping are required to
understand in detail, the dynamics of spread of MRSA and
MRCNS in the community. Moreover, acute and recurrent
infections with S. aureus and MARSA are a possibility of
developing drug resistant staphylococcal strains in the
community. As the threat of acquiring multi-drug resistant
staphylococcal infection increaseswith increasing prevalence
of MRSA in general population, it isrecommended that more
studiesbe carried out in alarger scalein the genera population
along with the hospitalsin order to keep updated information
on nasal carriage of MRSA.

CONCLUSION

Case reports of community acquired MRSA infections had
been increasing since last 3 years in the tertiary care level
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hospitals in Gangtok of East Sikkim. Hence, there was an
urgent need for evaluation of nasal carriage of staphylococci
and Methicillin resistant staphylococci. The prevalence of
MRSA in the apparently healthy community of East Sikkim
was estimated to be of 11.1%. Magjority of MRSA nasal carriers
inthe community belonged to the age group of 20 and 40 years.
Proportion of MRSA nasal carriers was lower in Ranipool
(16.2%) but higher in Loomse (38.5%) than in other areas.
Staphylococcal nasal carriage among healthy adults, not
exposed to hospital environment, wasfound to be high (88.2%).
It was found in this study that there was no age / gender /
location specific difference in nasal carriage rate of MRSA or
MRCNS around the tertiary care level hospitals. High rate of
MRSA nasal carriage among healthy adults in general
population needed further investigation. High carriage rates
in different areas located far away from tertiary care level
hospitalsreveal that living closeto ahospital isnot arisk factor
for MRSA or MRCNS colonization. Epidemiological studies
including genotyping are required to understand in detail, the
dynamics of spread of MRSA and MRCNS in the community.
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PREOPERATIVE EVALUATION OF COLORECTAL
CARCINOMA BY COMPUTED TOMOGRAPHY
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Abdtract: Colorectal cancer isadiseaseinwhich malignant cellsformin thetissues of the colon and rectum Theincidence of the colorectal
cancer (CRC) varies greatly throughout the world. Computed Tomography (CT) isa powerful technique for detecting and staging carci-
noma of the colon and rectum. In general, the sensitivity, specificity and accuracy vary with the stage of the CRC. Postive findings are
highly indicative of neoplastic spread. Thusan effort has been made through thisstudy to evaluate therole of preoperative CT inthe staging

of CRC

INTRODUCTION

Colorectal cancer is amalignant disease arising in the colon
and rectum. The incidence of the colorectal cancer (CRC)
variesgreatly throughout theworld. Thelowest ratesare found
inthe population of Africa, Asia, and Latin America. However,
in northwestern Europe and North America, CRC ranks as
one of the three most common fatal malignancies, along with
lung and breast cancer, and members of these populationsface
a lifetime risk of developing the disease of 5% to 6%. 2
Moreover, because the survival statistics in patients who
undergo surgical treatment for symptomatic CRC have
improved marginally over thelast four decades, *the calculated
risk of dying of CRC is 2% to 3%. *® Risk factorsfor CRC are
many and include age aboveforty years, preexisting adenoma,
cancer family syndromes, hereditary nonpolyposis colon
cancer (Lynch syndrome), inherited polyposis syndromes,
chronic ulcerative colitis, Crohn’s enterocolitis, etc.

MATERIAL AND METHODS

A prospective study of fifty(50) biopsy proven cases of
adenocarcinoma of colorectal region was undertaken. These
patients were subjected to pre-operative computed
tomographic examinations using the Siemens Somatom Series
CT Scanner.

The patients were administered 500-600 ml of diluted water-
soluble contrast media orally one hour prior to the CT
examination followed by another 200-300 ml immediately
before the examination to get the optimal opacification and
distension of the bowel loops. Unless the contrast material is
contraindicated, the patients were administered water-soluble
contrast material through an intravenous route as well. Air
insufflations of the colon through the per-rectal route were
done to achieve optimal colonic and rectal distension, unless
contraindicated.

CT examination was done in supine position. Decubitus and
prone position were utilized whenever necessary. Scans were
taken both prior and after the intravenous contrast
administration. Trans-axial images 10X10 mm were taken
covering the entire abdomen and pelvis in the cephal ocaudad
direction. Additional 5X5 mm trans-axial images were taken
through the region of interest. Scanning was performed during

suspended respiration. All scans were viewed at varying

window widthsand levels. CT staging was performed and the

following parameters were established and evaluated:

%+ Tumor characteristics (intra-luminal / extra-luminal mass, thickness
of the affected bowel segment & location)

% Local extramural invasion (irregular serrated / spiculated outer
contour, tumor mass or strands of soft tissue extending out, and / or
streakiness of the pericolic / perirectal fat)

+ Regional nodes (asingle adjacent node 1cm or larger or a cluster of
three or more nodes, each less than 1cm in diameter, in their short
axis)

+ Distal and / or extensive disease (liver metastases, intraperitoneal
and mesenteric tumor, distal retroperitoneal lymphadenopathy, and
direct extension into adjacent solid or hollow organs).

The adjacent organs were considered involved, if a
recognizable interface was not present between tumor and
organ associated with irregular, spiculated or thickened
apposing surfaces. Omentum was considered involved when
it showed enhancing discrete nodules or omental cakes.
Mesenteric involvement was considered with presence of
disorganized, stellate or discrete tumor masses. Peritoneal
involvement was considered with presence of enhancing small
nodules or diffuse peritoneal thickening and enhancement. In
distal retroperitoneum 8 mm diameter in short axis was taken
as upper limit.
The patients who underwent CT examination were then
followed upttill surgery (palliative/ curative). The CT findings
were then compared with those of operative findings and
wherever possible, with the histo-pathological evaluation of
the resected tumor or other specimen. Finally, the CT staging
was compared with the Surgico-pathologic staging of the
disease.

A criterid® for CT staging of primary colorectal tumors is as

follows

< Stage | — Intra-luminal mass without thickening of wall

% Stagell —Thickened wall (> 0.6 cm) or pelvic mass, no invasion or
extension to sidewalls

%  Stagelll a—Thickened wall or pelvic masswithinvasion of adjacent
structures but not to pelvic sidewalls or abdominal wall

% Stagelll b—Thickened wall or pelvic masswith extension to pelvic
sidewalls and / or abdominal wall without distant metastases

<  Stage |V — Distant metastases with or without local abnormality
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The above-mentioned criteria of CT staging correlates very
well with the following surgico-pathologic staging system. A
criterion of Surgico-pathologic staging is as follows ©:

% StageA — Limited to mucosa

» Stage B1 — Extension into, but not through, the muscularis propria
Stage B2 — Extension through muscularis, no nodes

Stage C1 — Limited to bowel wall, positive nodes

Stage C2 — Extension through bowel wall, positive nodes

% Stage D — Distant metastases

(Note: Thisstaging systemrepresentsthe Astler-Coller version
of the Dukes classification, as modified by Turnbull)

RESULTS

« Age: Patientsin our series ranged from second to eighth
decade. The youngest patient was 19 years old and the
oldest being 75 years. In the study, the largest group is
formed by patients in the range of 60-69 years (16)
followed by 50-59 years (9), 40-49 years & 20-29 years (7
each), 70-79 years (6), 30-39 years (4) and 10-19 (1) years
in the decreasing order of frequency.

e Sex: In our study of 50 patients, 34 were males and 16
werefemal es. Among the 20 patientswith rectal carcinoma,
11 were females and nine were males. Among the patients
with colonic carcinoma, 22 were males and four were
females.

e Location of tumar: Among all the patients with CRC in
our series, thelargest group wereformed by thosein which
rectum wasinvolvedi.e. 20 out of 50 (40%). The smallest
group was formed by those in which splenic flexure was
involved i.e. one of 50 (2%). In four patients, sites of
involvement were multiple. These included two patients
with cecal & ascending colon involvement and one patient
each with transverse colon & sigmoid colon and ascending
colon & rectal involvement.

e Relationtolumen & mural thickness(fig. 1, 2, 3,4, 5, 6): All
the patientsin our serieshad intral umina masseswith associated
increase in bowe wal thickness. None of the patients showed
extralumina masses or lack of murd thickening.

e Local extramural invason (fig. 2, 4, 5, 6): In our study, CT
revedled locd extramurd invasonin 35 out of 50 patientswitha
sensitivity of 91.43% and specificity of 80%. Positiveand negative
predictive vaues for the same finding were 91.43% and 80%
respectively with an overdl accuracy of 88%. The aboveresults
were obtained when CT finding was compared with surgical
finding. Surgicdly, 35 of 50 cases showed extramurd invasion.
Comparison of the CT finding of loca extramurd invasonwith
histopathologica data reveded atotdly different scenario. On
histopathology, only 11 of 33 petients who underwent surgical
resection showed evidence of periserosd invasion. Thus when
CT resultswere compared with thet of histopathology, it yielded
asengtivity and specificity of 100%and 50% respectively. Positive
and negative predictive vaues for the same finding were 50%
and 100% respectively with an overdl accuracy of 66.67%.

e Nodal metastases (fig. 2,4): In our study, CT detected
lymphadenopathy in 20 of 50 patients & surgery in 30 of 50
patients. When of lymphadenopathy was assessed by CT and
urgery, ityidded asenstivity, specificity and accuracy of 66.67%,
100% and 80% respectively with positive & negative predictive
values of 100% and 66.67%0, respectively.

Histopathol ogicaly, nodal metastaseswere detected in 15 out of
50 patients. When lymphadenopathy detected by CT was
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compared with histopathol ogicd metagtaticinvolvement of lymph
nodes;, thesenstivity, specificity and accuracy was83.3%, 58.3%
and 73.3%respectively with positive& negativepredictivevaues
of 75% and 70% respectively.

* Invason into adjacent organs In our study, 14 of 50 patients
werediagnosed to haveinvas on of adjacent organsasdetermined
by CT. On surgery, dl these 14 cases were confirmed; but
additiond 7 caseswereidentified that were missed by CT. Thus
our sudy yielded asenstivity & specificity of 66.67% and 100%
respectively, when CT results were compared with surgery with
positive & negative predictive vaues of 100% and 80.56%
respectively. For this finding no histopathological data was
available for comparison with CT.

* Invasoninto pevic/abdominal wall (fig. 3& 5): Inour study,
8 out of 50 peatients were diagnosad to have invason of pelvic/

| Figure 1: CT scan showing
"| rectosigmoid carcinoma with
| mural thickening and
| intraluminal narrowing

Figure 2: CT scan showing
rectosigmoid carcinoma with
local extramural invasion and
regional pelvic metastatic
lymphadenopathy

Figure 3: CT scan showing
rectosigmoid carcinomawith
/| invasion of pelvic walls
| posteriorly and
posterolaterally with
minimal ascites

. Figure 4: CT scan
showing carcinoma of
. ascending colon with
gl pericolic metastatic
lymphadenopathy,
local extramural
invasion and
carcinoma peritonei
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Figure 5: CT scan |}’
showing carcinoma of [
splenicflexurewithlocal |3

extramural and [EES
abdominal wall invasion |

Figure 6: CT scan showing
rectosigmoid carcinoma with
local extramural invasionand 4
proximal intestinal
obstruction

abdomind wall asdetermined by CT. On surgery, dl these cases
were confirmed; but additional one case wasidentified that was
missed by CT. Thusour study yielded asensitivity and specificity
of 88.89% and 100% respectively when CT resultswerecompared
with surgery with positive predictive, negative predictive values
and accuracy of 100%, 97.62% and 98% respectively. For this
finding no histologicd datawas availablefor CT comparison.

e Meagasss (fig. 4): In our series, 12 patients had peritoned/
mesenteric and hepatic metastases including one case that had
metastases of both varieties. Out of above 12 patients, three hed
histologicaly proved peritoned/mesenteric metastases, out of
which two caseswere correctly detected by CT. Similarly, out of
10 casesof higtologically proved metastetic depositsin liver, CT
could detect ninecasss. Thisyid ded sensitivity, specificity, postive
predictive, negative predictive and accuracy vaues of 91.67%,
100%, 100%, 97.44% and 98% respectively.

e Saging: in our study, CT correctly staged 33 out of 50 cases

(66%) when compared with surgicopathologic findings. CT
understeged eight (16%) and overstaged nine (18%) cases. The
digtribution of casesisshown inthetable.
All stage patientswererepresented well in our seriesexcept stage
A, whichwasinggnificantly represented. In our study, 18 out of
27 (66.67%) stage | lesions; six out of 12 (50%) stagelll lesions
and nineout of 10 stage 1V lesonswere correctly staged by CT.
Of the 24 patients with rectd and rectosigmoid carcinoma, CT
correctly staged—none of onestagel; nineof 12, stagell; five of
seven, sage |11 and four of four sage |V lesons.

DISCUSSION

Colorectd cancer istreated by surgica remova of thetumor, or with
adjuvant therapy. Hepatic metestasesareresected surgically or palliated
by cytotoxic drugs, cryosurgery or laser therapy.” Thechancesof cure
in patientswith CRC dependsupon thestagea whichitisdiagnosed.
Trestment a an early stage dlows 50% of patients to survive five
years and 29% for 10 years, while, of those with advanced disease,
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91% aredead withinfiveyears, and 97% of those patientswho receive
only symptomatic trestment diewithin five years?®

In our study, the percentage of patients in whom the rectum was
involved formed thelargest groupi.e. 20 (40%), followed by cecum,

Table: Showing comparison between Computed Tomography and Surgico-
Pathologic staging in fifty cases of colorectal carcinoma

CT SURGICOPATHOLOGIC
1 2 3 4 TOTAL
1 0 0 0 0 0
2 1 18 7 0 26
3 0 8 6 1 15
4 0 0 0 9 9
TOTAL 1 26 13 10 50

eght (16%0); hepaticflexure, six (12%); ascending colon, five (10%);
transverse colon, sigmoid colon & rectosigmoid region, four each
(8% each); descending colon, two (4%) and splenic flexure, one (2%6)
in the decreasing order of frequency.

The percentage involvement of various sites from gppendix to anus
as per the trends is rectum 38%, sigmoid colon 21%, cecum 12%,
rectos gmoid region 7%, transverse colon 5.5%, ascending colon 5%,
descending colon 4%, splenic flexure 3%, hepatic flexure & anus
2% each and gppendix 0.5%.°

Our sudy showsthe higher incidencein the right-sided colon while
maintaining its highest incidencein the rectum. Thismay reflect the
changing trends or may be because of smdler sample volume &
seection bias 50 that our results may not be accurately extrapolated
over the entire populetion.

When the CT finding of loca extramurd invasion was compared
with histopathologica data (which was obtainable in 33 of 50),
sengtivity, pecificity and accuracy of 100%, 50% and 66.67%
respectively wasachieved with positive & negativepredictivevaues
of 50% & 100% respectively. Our study results of CT versus
histopathological data(table) are quite different from those obtained
by Emil J. Bdthazar et d° and Patrick C. Freeny etd™ inther sudies.
The use of thinner collimated dicesin our series (5mm*5mm) than
in other series (10mm*10mm) resulted in higher sengtivity & the
cost of lowered specificity; however, the overal accuracy was
comparable — 66.67% in ours, 57.9% in Emil's & 68.75% in
Patrick’s. Thus, it isclear that thinner scansdo not significantly affect
theoverdl CT accuracy of detecting local extramural invasion.
CT criteria of metastatic lymphadenopathy when compared
with histopathological data yielded a sensitivity, specificity
and accuracy of 83.3%, 58.3% and 73.3% with a positive &
negative predictive value of 75% & 70% respectively. Our
results when compared with those obtained by Emil J.
Balthazar et a and Patrick C. Freeny et al showed acomparable
accuracy of 68.4% and 72.5% respectively. However, the
sensitivity, specificity and positive & negative predictivevalue
of only Emil’s study correlated with ours, as the criteria used
were same. But the sensitivity and specificity values are very
different from Petrick’ sstudy viz. 25.9% and 96% respectively. This
washecausethey usad 1.5 cmastheupper limit of normd for labeling
nodd metastases Thus itisclear that thelower cut-off criteriaimprove
the CT sengitivity for detecting noda metastasesbut lowersspecificity
sgnificantly. But eventhisisadvantageousasthe CT detected lymph
nodes can be subjected to FNAC before surgery for accurate
preoperativestaging and can dso guidethesurgeontolook for specific
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lymphnodessothat they could besent for biopsy for histopathol ogica
staging, thus alowing proper postoperative management and
determining the prognosis of the patient.

When CT results for invasion into adjacent organs were compared
with surgery findingsin our study, it yielded sengitivity, pecificity
and accuracy of 66.67%, 100% and 86% respectively with apositive
and negative predictive value of 100% and 80.56% respectively. No
histopathological data was available related to this finding for
comparison with CT data. A study by Emil J. Bathazar et d shows
that CT detected nineout of 14 casesof tumor invasioninto adjacent
solid or hollow organs yidding a senstivity of 64.29%. Our study
resultsare comparableto that of Emil’s study results.

Inour series, CT detected pelvic/ dbdomind wal ineight out of nine
cases confirmed on surgery. Thisyielded asensitivity, specificity and
accuracy of 88.89%0, 100% and 98% respectively with apositiveand
negative predictive vaue of 100% and 97.62% respectively. No
histopathol ogicd datawereavailablefor comparisonwith CT finding.
Thisfinding hasnot been separatdy consdered and studiedin previous
reports However, our sudy reved sthet CT isquitean accuratemethod
for determining theinvasion into pelvic / abdomina wall.

In our series, CT could correctly identify 9 out of 10 cases of
histopathologicaly proven hepatic metastases. The case missed on
CT showed minute2- 5 mm hepatic nodul ation. Thismay bebecause
theszeof noduleswasbeyond theresol ution of thescanner or because
of respiratory misregidiration or partly because delayed hepatic scans
werenot taken. Our resultsarecomparabletothoseobtainedinEmil’'s
and Patrick’ sseries

Out of three cases of mesenteric / peritoned metastases, CT could
correctly diagnose two cases, thus yielding a sengitivity of 66.67%.
Thecasemissed on CT showed minute2 - 5mmmesenteric/ peritonedl
nodulation. Thismay be because the sze of noduleswas beyond the
resolution of the scanner. Theaboveresultissimilar to thet of Emil J.
Bdthazar et d where four out of Sx cases were correctly diagnosed
by CT, thusyidding asenstivity of 66.67%.

In our study, 33 out of 50 cases (66%) were correctly staged by CT
whencomparedwith surgicopathologicfindings. CT understaged eight
(16%) and overstaged nine (18%) cases. Our study correlated well
with the study conducted by Emil J. Bathazar et d i.e. 64% and G
Scott Gazelleet d*? i.e. 76.67%.

The dightly higher staging accuracy achieved in Gazdlle's sudy is
duetotheuseof water-enemaduring CT scanning and useaof dynamic
sequentia scans.

The higher staging accuracy achieved in our Study as compared to
some previousstudiesisdueto good colonic preparation; good bowe
opecification; improved CT scanning techniquesand better resolution
CT scanners. The accuracy may further increase with improvements
in technol ogy.

The staging accuracy in our study was much higher in patientswith
rectal and rectosgmoid carcinoma i.e. 79.2% which included an
accuracy of 75% in stage Il lesions, 71.4% in sage 1 lesons and
100% in stage IV lesons. This accuracy achieved in our Sudy is
higher than that achieved by B. Addsteinsson et d* i.e. 60 - 70%.
Thismay bedueto useof thinner collimated scans, bowe preparation
& larger amount of positiveora contrast for good bowe opecification
and dso because of improved resolution of CT scanners. However,
the accuracy achieved waslower than that of Ruedi F. Theoni et d*
i.e. 92%, asthat study mainly included stage 11l and IV lesonwhere
the CT accuracy ishigher as81.8% in our study.

CONCLUSION

In conclusion, Computed Tomography (CT) isapowerful technique
for detecting and staging carcinoma of the colon and rectum. The
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sengitivity, specificity and accuracy for staging primary colonic and
rectal carcinomas range from 48 to 100% with a mean accuracy of
75%. Ingenerd, sengtivity, Specificity and accuracy increeseasdiseese
progressesfrommucosal to extramucosd stagesand further especidly
in detecting hepatic metastases. Although negative findings on CT
do not help staging colorectd carcinoma but positive findings are
highly indicative of neoplastic soread. Following reasonsthusjustify
the use of Computed Tomography in preoperative evauation of
colorectd carcinoma-

» CT isvery accurate in establishing the cause of obstruction and
detecting perforation in patients with colorectd carcinoma; the
former being an independent prognostic factor in colorectd
carcinomaand thelatter determining the duration of diseesefree
urvivd.

» Clinicaly unsuspected CT findings may lead to significant
changesin either the preoperative management or typeof surgery
or may atogether preclude surgery; thus lessening the need for
exploratory, noneffective, costly surgica procedures, reducing
the hospita stay, directing FNAC / biopsy of suspected lesions,
permitting gpplication of chemotherapy & radiothergpy to be
instituted promptly and effectively e.g. preoperative or
intraoperative radiothergpy to control loca tumor spread or to
makeprevioudy inoperablelesonsoperable, resection of hepatic
metastases, €.

» CTiscomplementary todlinica assessmentin high-located recta
tumors especialy when preservation of rectal function is
contemplated. It may provide the surgeon with additional
information that can become essential during surgery as
relationship between ureter and colon. CT isconsidered to bethe
best initid test for elderly frail patientswith large bowe disease
incdluding colorecta carcinoma.

» Lad but not theleest, in patients with extensivelocal spread and
in the absence of a gpecimen for pathologica examination, the
CT cangivean objectiveand permanent record of thelocd extent
inlinewith the pathological extent in most casesthus serving as
thebase-linefor follow-up studiesasin determining theresponse
totherapy.

Findly, it would be apt to conclude that though CT findings cannot

besoldy relied upon but sincethe Computed Tomography delineates

multiple abnormaitieswith afar degree of accuracy than any other
singlediagnostic method, it should be consdered astheinvestigation
modality in preoperative assessment of colorectd carcinoma

REFERENCES

1. Ransohoff DF, Lang CA: Screening of colorectal cancer, N Engl J Med 325: 37, 1991
(current concepts).

2. Fleischer DE, Goldberg SB, Browning TH et al: Detection and surveillance of colorectal
cancer, JAMA 261: 580, 1989.

3. Bailar JCI1I1, Smith EM: Progressagainst cancer? N Engl J Med 324: 1226, 1986.

4. Shottenfeld D, Winawer SJ: Largeintestine. In Schottenfeld D, Fraumeni JF, eds: Cancer
epidemiology and prevention, Philadelphia, 1982, WB Saunders.

5. Sdidman H, Mushinski MH, Gelb SK et al: Probabilities of eventually developing or dying
of cancer—United Sates 1985, CA Cancer J Clin 35: 36, 1985.

6.  Ruedi F.Theoni: Review Article, AJR 156:909-915, May 1991.

Bailey and Love's, Short Practice of Qurgery, 22 ed: 804-805.

Berge T, Ekelund G MéIner C et al: Carcinoma of the colon and rectum in a defined

population, Acta Chir Scand (Suppl) section A, 1977.

9. Harrison’sPrinciples Of Internal Medicine, 13" ed., vol. |1, page 1428

10. Emil J Balthazar et al. Carcinoma of the colon: Detection and preoperative staging by CT.
AJR 1988, 150: 301-306

11.  Patrick C. Freeny et al. Colorectal carcinoma evaluation with CT — Preoperative staging
and detection of postoperative recurrence. Radiology 1986, 158: 347-353

. G Scott Gazelle et al. Saging of Colon carcinoma using water enema CT. Journal CAT

1995, 19: 87-91

13. B. Adalsteinsson et al. Computed tomography in staging of the rectal carcinoma. Acta
Radiologica Diagnosis 26,1985, Fasc. 1.

14.  Ruedi F. Theoni et al. Detection and staging of primary rectal and rectosigmoid cancer by
computed tomography. Radiology 1981, 141: 135-138



JIM SA October-December 2008 Vol. 21 No. 4

ORIGINAL 199

MRI CHANGESIN COMPRESSIVE MYELOPATHY IN

FLUOROSIS- STUDY OF 18 CASESFROM NORTH WEST INDIA

Ashok Panagariya, Ravindra Singh, Paresh Sukhani, Bhawana Sharma
Department of Neurology, SMS Medical College, Jaipur, Rajasthan, India

("Abstract : This study was carried out to highlight the spectrum of magnetic resonance imaging changes in fluoratic spine, its frequent )
occurrence as cause of cord compressionin this part of country and to correlate theradiological changeswith the duration and severity of
neurological deficit. 18 patientswith clinically and biochemically proved fluorosis had MRI of whole spine on 1.5 tesla super conducting
magnet between Jan 2002-Jan 2004. Clinical manifestationsincluded pain and stiffnessin spine, motor weakness, radicular pain, numb-
ness and tingling sensation of limbs and retention of urine. Cord compression was seenin all patients. Thickening of PLL was seenin 14
patients out of which 7 patients showed ossfication. Thickening of Ligamentum Flavum was seen in 16 patients, 11 of them showed
ossfication, intramedullary hyperintense signal's representing cord edema was noted in 17, neural compresson in 9 and target signin 2
patients. There was a direct correlation between neurological deficit, duration of disease and radiological changes. Fluorosis should be
considered asa possible cause of compress ve myel opathy secondary to ossification of PLL or LF intheendemic areasand the neurological
deficit parallels with duration of disease and radiological changes. Target Sign pathognomic of ankylosing spondilitis was seen in two

patients.

\Keywords: Magnetic resonance imaging, Fluoride poisoning, Ligaments. Spine, cord compression.
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INTRODUCTION

Endemic skeletal fluorosis is a chronic metabolic disease
caused by ingestion of large amount of fluoride through either
water or food in geographic areaswhere high levels of fluoride
occurs naturally. Although the prevalence of this disease has
decreased considerably it still occurs in some parts of the
world.*In contrast to global scenario prevalence of fluorosis
isstill highin developing countrieslike India; especialy states
like Punjab, Haryana, Rajasthan, Andhra Pradesh? are
considered endemic for the disease. In Rajasthan, almost 27
districts are considered endemic zones for this disease.
Chronic toxicity of fluoride in human beings manifests
predominantly on dental and skeletal tissue. Beside this other
organs like thyroid, kidney cardiovascular and hemopiotic
systemsare asoinvolved. Neurological complications, mainly
compressive myelo radiculopathy, occurs in about 10% of
skeletal fluorosis.® Skeletal fluorosis was first reported as an
endemic disease in Indiain 19374 Since then various studies
using plain skiagrams®, myelography®’, CT scan® have been
used to evaluate, the radiological changes in fluorotic spine
but little has been written about spectrum of MRI findings®.
Since fluorosis affects almost entire spine at multiple levels
thus MRI because of its multiplanar capacity is considered
superior as it can evaluate entire spine in single study. We
evaluated the spectrum of MRI appearance in 18 patients of
this disorder with the idea of highlighting its frequent
occurrence as a cause of cord compression in endemic areas
and to differentiated from other metabolic bone diseases.

MATERIAL & METHODS

This study was carried out in 18 patients of skeletal fluorosis
admitted in dept of Neurology BMRC Jaipur India between

Jan 2002 - March 2004. Clinical manifestationsincluded pain
and stiffnessin the spine, motor and sensory deficitsin limbs,
radicular pain and retention of urine.

Diagnosis of fluorosis was confirmed on the basis of urinary
fluoride levels and AP skiagrams of forearm bones revealing
ossification of interosseous membrane (Fig.1). Patients were
subjected to routineinvestigationslike blood sugar. KFT, LFT
urine compl ete and microscopic, X-Ray fore-arm bones. Apart
from these all patients were subjected to MRI of whole spine
on 1.5 Tesla super-conducting magnet. T1 and T2 imageswere
obtained using spin echo sequencesin axia and saggital planes
with slice thickness of 3 mm, interslice gap of 0.4 mm and
matrix 195 x 256. Conditions mimicking flourosis such as :
Ankylosing spondylitis, Diffuse idiopathic hyperostosis,
Schonberg disease, Secondaries spine were excluded.

Fig.1: X-rayforearmbones (AP view) showing ossification of interroseousmembrane

RESULTS

There was male preponderance (M:F ration=14:4). Most of
the patientswere active manual workers doing unskilled labour
on farms and living in the endemic area since birth. Most of
the areas from where they belonged were fairly hot and dry,
the temperatures touching 47°C. This necessitates drinking of
large quantities of water and thus predisposing to higher
amounts of fluoride deposition. The age ranged between 30-
75 years (mean age 54 years).
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Neurological examination revealed mild tenderness and
stiffness in spine in 16 patients, quadriparesis in 8 patients,
paraparesis in 6 patients, radiculopathy in 12 patients and
bladder involvement in 2 patients .

All 18 patients had evidence of cord compression of MRI .
Thickening of PLL wasidentified in 14 patients (77%) out of
which 7 patients showed ossification. Thisthickening was most
commonly seeninthe cervical region (8 patients) followed by

thoracic and cervicothoracic regions. Mean thickness of PLL
Table 1: Posterior longitudinal ligament changes

No. of patients Range Mean duration

of illness

Thickening 14 5-9mm 3.6 years

Ossification 7 5.8 years

Site

Cervical 8

Thoracic 4

Cervicothoracic 2

was 6.7 mm (range 5-9 mm)(table 1).

Ligamentum flavum thickening was seenin 16(88.8%) patients
out of which 11 patients (69.2%) had ossified ligamentum
flavum (OLF). Ligamentum flavum thickening was most
commonly seen in cervicothoracic (9 patients) followed by
thoracic (5 patients) and cervical spine (2 patients), the
thickness of ligamentum flavum ranged from 6-9 mm with

Table 2: Ligamentum flavum changes

No. of patients Mean"ril:;:tsion of
Thickening 16 3.5 years
Ossification 11 5.4 years
Site
Cervical 2
Thoracic 5
Cervicothoracic 9

Fig. 2: Saggital T2 w scansof dorsal
spine showing ossified posterior

longitudinal  ligament and
ligamentum flavum thickening
causing compressive

myeloradiculopathy at multiple
levels

JIM SA October-December 2008 Vol. 21 No. 4

Fig. 3 Axial T2 W scans §
showing marked ligamentum
flavum hypertrophy causing
severe canal stenosis and
compressing and displacing cord
with focal intramedullary
hyperintensity. =
mean thickness of 7.4mm (table 2). (Fig. 2& 3)
Intramedullary hyperintense signals representing cord edema
were seen in 17 patients (94%). Neural compression was seen
in 9 patients out of which herniated disc and posterior
osteophytes were the causein 6 patientsand thickened PLL in
3 patients. Two patients in our series showed aternate bands
of low and high signal intensity in intervertebral disc giving
target sign appearance(Fig. 4).

Fig. 4 Saggital T2 W scans of lumbo-sacral spine
showing alternating bands of high and low signal
intensity (Target sign appearnce)

DISCUSSION

Consumption of fluorine contaminated water gives rise to
fluorosis as has been reported from many parts of India by
Shrott et al4, Satyanaryan Murthi et al”, SSJolly et al®. Earliest
radiological investigation was plain X-ray. In the later series
myelography and CT Scan were used in addition to X-ray.
Plain skiagrams show generalized increased bone density with
ossification of interosseous membrane and ligaments.
Myelography primarily assesses the site of extradural block.
Calcification and ossification of spinal ligamentsisbetter seen
on CT scan. However MR is by far the only modality which
can give us the complete details of radiological changes in
fluorortic spine including ligament calcification ossification,
disc protrusion, disc changes, cord and neural foraminal
compression and moreover we can visualize the whole spine
in asingle study.

Ligamentum flavum extends from second cervical to first
sacral vertebra and gives low signal on all SE images.
Ligamentum flavum thickening more than 3 mm in cervical
and thoracic regions and more than 4 mm in lumbar region
was considered significant in our study.

Posterior longitudinal ligament is normally seen as thin low
intensity linear structurein mid saggital plane. In parasaggital
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plane it is interrupted and is present only at intervertebral
levels. Posterior lingitudinal ligament thickening of morethan
2 mm was considered significant in our study.

Ossified spinal ligamentsgive signal similar to yellow marrow
on T1 and T2 scans™. Thickening of posterior longitudinal
and ligamentum flavum werefirst reported in 1836 and 1920
respectively and are seen in conditions like ankylosing
spondylitis, secondary to trauma, diffuse idiopathic skeletal
hyperostosis (DISH), calcium pyrophosphate deposition
disease, hematochromatosis and hyperthyroidism™ but still
exact cause remains undetermined in many cases.

We found correlation between duration of illness &
ossification of PLL and LF. In 7 cases where ossification of
PLL was seen the mean duration of disease was 5.8 yrs as
compared to 3.6 yrs. where PLL was only thickened & not
ossified. Similarly mean duration of disease was 5.4 yrsin
11 cases of if ossification as against 3.5 yrs where LF was
only thickened & not ossified. Thus, it takes on an average
5.5yrs for PLL & LFto become ossified. It was seen that the
neurological deficit was more in the patients having ossified
ligaments.

Cord edema was seen in 92% cases and a good correlation
was observed between extent of extradural compression on
MRI and clinical severity. Nine patients had nerve root
compression, in six of these it was due to herniated disc and
in three patients extensive posterior longitudinal ligament
extended far across midline to involve neural foramina. In
two cases we noticed an interesting finding of alternating
bands of low and high signals in intervertebral disc on T1
and T2W images giving target appearance. They represent
dark nucleus pulposus in centre followed by bright inner
annulus the dark outer annulus with bright signal of
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syndesmophyte marrow at periphery. This appearance is
considered characteristic of ankylosing spondylitis. However,
thisisapreliminary observation which requiresfurther studies
to confirm.

Till date only a small series of four cases has been reported
by Gupta et al® Our study has shown a direct correlation
between duration of diseasewith neurological deficitand MRI
changes, along with this we also observed target sign in 2
patients. These observations were not documented in the
earlier study.

Aim of our study was to study the spectrum of MRI changes
influoritic spine and their correlation with duration of disease
and neurological deficit. However, further studieshaving large
samplesizearerequired for correlation of radiological changes
on MRI with the prognostic outcome both by conservative
and surgical methods.
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RANOLAZINE

Ranolazine is a compound that is approved by the US FDA for the treatment of
chronicanginapectorisin combinationwith aml odipine, beta-adrenoceptor antagonists
or nitrates, in patients who have not achieved an adequate response with other anti-
anginds.

Mechanism of Action: The anti-angind effect of ranolazine does not depend on
changesin heart rate or blood pressure. The mechanism of action of ranolazine for
anti-anginal effect has not been fully characterised. Ranolazine is an inhibitor of
severd ion channels, including the late inwards sodium (1, ) current which reduces
calcium overload during ischaemic conditions. Reducing excessintrace lular calcium
canlead toimprovement of left ventricular disstolic dysfunction by decreasing diastolic
tension and thereby oxygen consumption. Ranolazine has been shown to improve
|eft ventricular regiond diastolic function in patients with ischaemic heart diseese.
Thus, inhibition of the late | current by ranolazineislikely to contribute to he anti-
anginal effect, but other mechanisms may aso be involved.

Pharmacokineties: Following administration of an ora solution or IR capsule, pesk
plasma concentrations (C(max)) are observed within 1 hour. After administration of
radiolabelled ranolazine, 73% of the dose was excreted in urine, and unchanged
ranolazine accounted for <5% of radioactivity in both urine and faeces. The absolute
bioavailability ranges from 35% to 50%. Food has no effect on rate or extent of
absorption from the ER formulation. Ranolazine protein binding is about 61-64%
over thethergpeutic concentration range. Volume of distribution at steedy Stateranges
from 85t0 180 L. Ranolazineisextensively metabolised by cytochrome P450 (CY P)

.

DRUG PROFILE

3A enzymes and, to alesser extent, by CY P2D6, with gpproximately 5% excreted
rendly unchanged. Elimination haf-lifeof ranolazineis 1.4-1.9 hoursbut isgpparently
prolonged, on average, to 7 hours for the ER formulation as a result of extended
absorption (flip-flop kinetics). Elimination occursthrough pardle linear and ssturable
dimination pathways, where the saturable pathway isrelated to CY P2D6, whichis
partly inhibited by ranolazine. Oral plasma.clearance diminisheswith dosefrom, on
average, 451 /hat 500mgtwicedaily to 33 L/hat 1000 mg twicedaily. Thedeparture
from dose proportiondity for this dose range is modest, with increases in steady-
state C(max) and area.under plasma concentration-time curve (AUC) from 0 to 12
hoursof 2.5- and 2.7-fold, respectively. Ranolazine pharmacokineticsare unaffected
by sex, congestive heart failure and diabetes mellitus. AUC increases up to 2-fold
with advancing degree of renal impairment.

Dosages: Initid studiesused an oral solution or animmediate-release (IR) capsule,
but subsequently an extended-release (ER) formulation was devel oped to alow for
twice-daily administration with maintained efficacy. Usual dose of extented release
(ER) is200mg twice daily.

Drug I nteraction: Ranolazine is aweek inhibitor of CYP3A, and increasesAUC
and C(max) for smvastatin, its metabolites and HMG-CoA reductase inhibitor
activity <2-fold. Digoxin AUC is increased 40-60% by ranolazine through P-
glycoproteininhibition. RanolazineAUC isincreased by CY P3A inhibitorsranging
from 1.5-fold for diltiazem 180 mg once daily to 3.9-fold for ketoconazole 200 mg
twicedally. Verapam| increasesranol azine exposure goproximately 2-fold. CY P2D6
inhibition has a negligible effect on ranolazine exposure.
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CASE REPORT

A CASE OF MYOPATHY CAUSED BY SIMVASTATIN IN A
HYPERTENSIVE DIABETIC PATIENT- A CASE REPORT
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* Department of Medicine, Govt. Medical College/Guru Nanak Dev Hospital, Amritsar (Punjab), India
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Abgract : Smvadtatin induced myopathy israre but an important adver se effect. A case of myopathy in a hypertensive diabetic patient
presenting as proximal muscle weaknessin both upper extrmitiesinduced by long term use of Smvagtatin is being reported.

INTRODUCTION

Simvastatin and other statins are the most frequently prescribed
medications for hyperlipidemia with rare adverse effect of
myopathy2. Various megatrials have reported the incidence of
myopathy as0.025%>*. Myopathy secondary to statinsisdefined
asunexplained muscle pain, weakness or muscletendernesswith
arise of creatinine kinase to more than 10 times the uper limit of
normal which isreversible on stoppage of drug?®. Other features
of statininduced myopathy includelack of pre-existing muscular
symptoms, delay in onset of symptoms after exposure, lack of
any demonstrable cause for myopathy and disappearance of
symptoms after their cessation®. We report a case of myopathy
presenting as proximal muscleweaknessin both upper extremities
following the use of simvastatin, which disappeared on its

stoppage.
CASE REPORT

A 60 year old obese post-menopausa female with history of hypertension and
diabetesfor 10 yearsand history of myocardial infarction had triplevessel disease
and had undergone CABG Shewastaking atenolol 200 mg od, glimepride2 mg
od, ramipril 5mg od, metformin 500 mg tds, s mvagtatin 20 mg od and clopidogrel
75mgod. After Smonthsof Smvagtatintrestment, her total cholestral, triglycerides,
LDL and HDL changed from 220, 200, 160 and 36 mg% to 160.20, 122.60, 99
and 40 mg% respectively. The dose of Smvadtatin was reduced to 5 mg daily.
After one month of giving Smvadtatin in dosage of 5 mg dally i.e. atotd of 6
months, shepresented to uswith symptomsof weaknessin bothamsand difficulty
inraising arms above head since 10 days but there was no weskness of hand and
wrigt muscles. The lower extremities did not show any weskness. There was no
history of muscle pain, swelling, tenderness, fasciculation of musclesor atrophy,
headache, vomiting, diplopia, ptosis, nasal regurgitation of food and water, speech
involvement, root pains, painful neck movements, bladder or bowel involvement,
seizures or loss of consciousness. There was no history of concomitant
administration of drugs like erythryomycin, corticosteroids, ketoconazole,
rigperidone, amiodarone, gemfibrozil, cyclosporine, nicotinic acid, clofibrate etc.
Therewasno evidenceof severeinfection, hypotension and e ectrolyteimba ance.
On examination, her pulse rate 62/min, BP 130/80 mmHg, respiratory rate 16/
min. Higher functions, speech, crania nerves, muscle bulk and tone (both upper
and lower limbs), were normal. The power at both shoulder joints was 3/5. The
deep tendon reflexes in both upper and lower limbs were norma with normal
power in both lower extremities. There were no signs of meninged irritation.
Gait, skull and spine were normdl.

Her labortory profileincluded Hb 10 gm%, TLC 9000/mm3, DLCN70L28 M1
E1, ESR 18 mmiin first hour, FBS 96 mg%, B urea 30 mg%, S. creatinine 1.2
mg%, S. bilirubin 0.9 mg%, SGOT 351U, SGPT 381U, S. Na+ 138 meg/L, SK+
4.2 meg/L, Hb AIC 7.1% with normal urine examiantion. CPK levelswere 2600
IU/L, serumadolase 30 1U/L and LDH level 600 |U/L. Tests such asrheumatoid
factor, antinuclear antibodies and HIV Elisa were negetive. Thyroid function
testswerenormd. Thepatient did not alow for takingmusclebiopsy. Thediagnosis
of gatin related myopathy was entertained and she was asked to continue all
medications except Smavadtatin. During next 3-4 days, her muscle weskness
improved to norma in both upper limbs and her CPK,, serum ddolase and LDH
levelsreturned to norma i.e. 150 IU/L, 5 1U/L and 150 1U/L respectively further

confirming thewhol eepisode ass mvastatininduced myopathy. Shewasfollowed
up for 6 months without reporting any recurrence.

DISCUSSION

Statins play an important role in the m ent of pa|entSW|th
hyperlipidemia, hypertension, diabetes coronary artey disease
with studiesshowingimproved morbidty and mortdity outcomewith
their appropriate use reporting three cases of Smvadtatin (given in
dosage of 5-40 mg per day) induced myopathy in 12000 patients
(approximeate incidence 0.025% or one case per 10000 patients -
years)*’. Smavastatin, HMG - Co A reductase inhibitor, inhibits
cytochrome P450 enzymeresultingin accmulation of drugleadingto
myotoxicity by causing lyssof musclecellsin theform of reduction
i O —
Satins 40 temporarily in conditions predigposing to
rhabdomyolysissuch ashypatension, severeinfections, trauma, mgor
surgery, uncontrolled seizuresaswell as severe endocrine, ectrolyte
metabolic disorder. Concomitant adminigtration of statinsshould
be avoided in patients on use of erythromycin, clarithromycin,
ketoconazoleand proteeseinhibitorsetc. Patientswith severehepatic
or rend diseesed ne%d Ioweringaof‘dmseofd?'mvasta_itr)lﬁ  dieonosed
opa isdose lant and is rapidly reversible if diagn
ealy m@/treeted with volume repletion and withdrawl of drug So
these patients on smvadtatin use need close monitoring. dy
secondary to Smvastatin in atype 2 diabetes patient has
reported by other workers® But Smvastatin induced mypoethy is

rareyet important adverse effect hence the case report.
CONCLUSION

This report raises the concern about the sa‘et)é rofile of stetins.
Physiciansshoul d be madeawareabout thepossibility of lateadverse
reectionsin the form of myopethy. Thereisaso need of avareness
on the part of physicians regarding potentia drug-drug interactions
which predisposeto statin toxicity thusleading to myopathy. Petients
need be educated as to Sgns end symptoms requiring immediate

physcian intervention.
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SOLITARY OSTEOCHONDROMA OF THE SCAPULA: ARARE
DIFFERENTIAL DIAGNOSIS OF SHOULDER PAIN

J.P.S. Walia, Nitin Bansal, Baljeet Singh, Sameer Gupta
Department of Orthopaedics, Rajindra Hospital, Patiala-147001 (Pb.) India.

Abgract : A 13 year old female child having left shoulder pain presented with a hard oval mobile swelling in the scapular region;
skiagram showed a largetissue mass overlying the left scapul a; biopsy showed typical morphological features of osteochondroma.
W de excison with removal of tumor en bloc gave satisfactory result on follow-up.

CASE REPORT

A 13yearsold femalechild having unspecified shoulder pain,
presented with history of swelling left scapular region for one
year which increased for last six months. Swelling was hard
and oval with itsedges-clearly defined. Skin over the swelling
was normal. On palpation temperature of the swelling was
normal with no tenderness. It measured 5x4cm in size and
was not attached to overlying skin. No fluctuations or
pulsations could be elicited, the edgeswere well defined with
hard consistency. The swelling was mobile from side to side
and was difficult to pal pate with scapular muscles made taut;
overlying skin was free (Fig. 1 & 2).
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Fig. 2

Investigations: There was no anemia, jaundice or cyanosis
All systems were named; hemogram, uninalysis etc. were
normal. X-ray Left shoulder showed large soft tissue mass
overlying the left scapular region. No calcification was seen.
Bony alignment was normal with no erosion and normal joint
space. Bonedensity was normal. Biopsy showed acartilaginous
cap and bony tissue; cartilage cap covering the entire surface
and merging into underlying spongiosa; few double nucleated
chondrocyteswere seen. chondrocyteswere arranged in vertical
row. Spongiosa of the stalk was continuous underneath and

new bone formation was seen (Fig. 3 & 4). Wide excision
was done under GA and patient was put on antibiotics for a
week. On follow up, result was satisfactory.

Fig. 3

Fig. 4

DISCUSSION

Osteochondromaisthe most common benign tumor. Most are
asymptomatic, but they can cause mechanical symptoms
depending on their location and size*2.

In fewer than 1% of solitary osteochondromas, malignant
degeneration of the cartilage cap into secondary
chondrosarcoma has been described. Mal e preponderance and
apredilection for flat axial bones (scapula, vertebrae etc) were
observed for secondary osteochondroma. The osteochondroma
may be stalked (pedunculated) or may have broad base of

Correspondence: J.P.S. Walia, Department of Orthopaedics, Rajindra Hospital, 70-E, Police Lines, Patiala- 147001 (Pb.) India.
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attachment and considered sessile. Whether sessile or
pedunculated, the medullary canal of the stalk and the bone
are in continuity. It is a hamartoma and patients most
commonly present in second decade of life. Wide excision of
the osteochondroma and that too at early age had lowest
recurrence rate®.

The actual frequency of osteochondromais unknown because
many are not diagnosed. Most are found in patients younger
than 20 years. The male to femaleratio is 3:1 (Fig. 5). It can
occur in any bone that undergoes endochondral ossification,
but they are most common around knee*®.

There has been a lot of debate about whether an
osteochondromais a hamartomaor atrue neoplasm. But, now
it is considered to be a true neoplasm due to presence of 1oss
of heterozygosity (LOH) and aneuploidy in the cartilaginous
tissue of osteochondromé®.

(Fig. 5)

Plain radiography is the mainstay of imaging for this clinical
condition. Classic radiographic features include the lesion
being oriented away from the physisand medullary continuity.
In certain bones, such as the pelvis and scapula, CT scanning
can be useful in planning surgery and localizing the lesionin
the tissues. MRI isonly needed in casesin which malignancy
isaclinical concern or the relative anatomic structuresin the
soft tissues need to belocalized. MRI isthe modality of choice
to assess the cartilage cap thickness. Thick cartilage caps
(>4cm), especially when they are associated with pain, are
suggestive of malignant degeneration’.

Grossly, the stalk is contiguous with the intramedullary
marrow. The stalk is made up of mature bone. The cartilage

JIM SA October-December 2008 Vol. 21 No. 4

cap, which can be quite thick in children, is replaced by
enchondral bone formation in maturing patients.
Microscopic examination reveal sthat the lesionistopped with
acartilage cap that can exhibit varying amounts of cellularity.
The cap has an overlying fibrous layer that contains the
mesenchymal cells that are thought to be responsible for the
lesion’s growth. The cells in the cartilage are orientated
vertically, as is found in a growth plate. These lesions are
benign lesions and can be staged under the Muscul oskel etal
Tumor Society (MSTS) staging for benign lesions.”®

No medical therapy currently exists for these lesions. The
mainstay of treatment is observation because most lesions are
asymptomatic. The treatment for symptomatic lesions is
resection. ldeally, the line of resection should be through the
base of the stalk; thus, the entire lesion is removed en bloc
withitsfibrous covering. Atypical or very large lesions should
be fully investigated to exclude the remote possibility of
underlying malignancy. MRI isuseful in assessing the cartilage
cap thickness.

Follow-up: The local recurrence rate after resection of
osteochondroma is about 1.8%. Complications after surgical
resection are rare. Considerations include epiphyseal
disturbance or arrest, host bone fracture after resection,
recurrence, incorrect diagnosis, and hematoma formation. For
solitary osteochondromas, the outcome and prognosis after
surgery are excellent, with excellent local control and alocal
recurrence rate of less than 2%. The processis a benign one;
thus, the prognosisis usually one of complete recovery.
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d ETHICAL GUIDELINES FOR BIOMEDICAL: RESEARCH '

The need tor uniform ethical guidelines for research on human
subjects is universally recognised. It has acquired a new sense of
urgency as the critical issues in the area of biogenetic research involv-
ing human subjects have become acute. Apart from the mandatory
clinical traifs on new drugs, a number of diagnostic procedures, thera-
peutic interventions and prevention measures including the use of
vaccines, are being introduced which involve human subjects. Further
the advent of new medical devices and radio-active materials and
therapeutic benefits of recombinant DNA products have added a new
dimension to the ethical issues that need to be considered before
evaluating these for their efficacy, utility and safety.

Any research using the human beings as subjects shall bear in

mind the following principles of : i) essentiallity, (ii) voluntariness,
informed consent, (iii) non exploitation, (iv) privacy and confiden-
tially, (v) precaution and risk minimisation, (vi) professional compe-
tence, (vii) accountability & transparency, (viil) maximisation of pub-
lic interest and distributive justice (ix) institutional arrangements
(x) public domain (xi) totality of responsibility and (xii) compliance.

Recent advances in the field of Assisted Reproductive tech-
nologies, organ transplantation, Human genome analysis,and gene
therapy promise unquestionable benefits to mankind. At the same
time, they raise many questions of law and ethics, stimulating public
interest and concern.

(Source : ICMR Publication 2000))
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AMIODARONE INDUCED SYSTEMIC LUPUS
ERYTHEMATOSUS-A CASE REPORT

N.S. Neki
Department of Medicine, Govt. Medical College/Guru Nanak Dev Hospital, Amritsar (Punjab) India

Abstract : Drug inducted lupus (DIL) is an uncommon entity. Various drugs like hydralazine, procainamide, isoniazid, D-penicillamin,
practalol, methyldopa, alpha-interferon, quinidine, phenytoin, oral contraceptives and ethosuximide etc. have been reported to induce
lupus. But there are very few reportsin the world literature regarding amiodarone induced systemic lupus erythematous (S_E). A case of
hypertenson and atrial fibrillationin a 70 year old male patient treated with digitalis, amiloride and amiodarone (200 mg twice daily) for

the last two yearsin being reported for itsrarity.

INTRODUCTION

Amadaroneinduced SLE isuncommoninIndia Onextensvereview
of Indian medicd literature, only one case of amadarone induced
SLE could befound onrepested attemptsand that tooinamal e patient.
Probably, this could be the second case of amedorone-induced SLE
from this part of India. Hence the case report.

CASE REPORT

A 70yearsold male patient presented with complaintsof intermittent fever (39°C),
dyspnoeaon exertion, non productive cough and pleuritic chest pain since 3weeks.
Healso had history of weight loss, loss of appetite, weaknessand malaisefor more
than 2 months. Hewas aknown case of hypertension and atrid fibrillation treated
with amiodarone given 200 mg two timesdaily, amiloride and digitalisfor the past
two years. There was no history of Raynand’'s phenomenon, oral ulcers and
photosensitivity. Physical examination reveal ed pulserate 80/min, regular of normal
and equal volumein al the four limbs, BP 150/92 mmHg in the supine position,
temperature 39°C, respiration rate 24/min. Malar rash and mild anaemiawas also
noticed. On auscultation of cardivascular system, an aortic systolic murmur was
heard (Grade 11/V1). The examination of other systems was not contributory.
Investigations revealed Hb 9.3 g/dl, normocytic-normochromic, anaemia, TLC
3900/mm3, DLC-P-, L,,,M,, E,, ESR 110 mm/first hour, platelet count 190000/
ml, MP slide—ve and urine C/E NAD. B.urea, S.creatinine, fasting blood sugar,
serum bilirubin were within normal limits. Widal test, ECG, coagulation profile,
Mantoux test, Coomb's test, C reative protein, VDRL, ELIZA test for HIV and
M.Tuberculossaswell asT,, T,, TSH werenon contributory. X-ray chest revealed
small bilateral pleural effusionwithout fibrosisor cardiomegaly. Thepleural fluid
on aspiration was exudative with lymphocytic predominance without cytological
evidence of malignancy. Cultures of pleural fluid for bacteria, including for
M .tuberculosis, blood and urine cultures were negative. 2-D echocardiogram
showed mild aortic stenosis. The histopathol ogical examination of biopsy specimens
of the skin, including immunoflurescence stain, muscle and tempora artery did
not show any abnormality. Inview of the sympatomatol ogy and |aboratory findings,
the patient was subjected to total collagen profile. Theresults showed: rheumatoid
factor +ve 1:320, antinuclear factor (ANF)+ve 1: 640, circulating immune
complexes (1gG-C1q)+vebut other autoantibody testswere negative.

A diagnosis of amadarone-induced lupus was considered. The amadarone was
stopped and the patient started improving progressively. No corticosteroids were
given. After oneyear, the patient was symptom freewithout any clinica, analytical
or radiological findings of lupus. The patient on further follow up after one year
and fivemonths, remained free of symptomswhile ESR, TLC, DL C and radiological
profilewere normal. Thetitre of ANA decreased but remained weakly positive at
1:40. The patient isnow on digitalis, amiloride and istotally asymptomatic.

DISCUSSION

A syndrome resembling SLE may be induced by various drugslike
hydralazine, procainamide, isoniazid, D-penicillamin, practolol,
methyldopa, d phatinterferon, quinidine, phenytoin, ora contraceptive
and ethosuxamine!. Only few cases have been reported in the world

literature. Thefirst case was reported by Susano R et d in 19922 and
the second case by Shelkh Zadeh A et d in 20023, Inthe wedt, it is
edimated that 3-7% of dl patients of SLE might have drug induced
lupus (DIL)*®. Clinicdly it is difficult to differentiate between SLE
and DIL, but there are certain distinguishing features between them:
the patient with DIL is usualy older; the prevdence of made and
femdeis equd; and the common presenting symptoms are usudly
mildwiththepatient usualy complaining of maaise, fever, athrdgia
with or without arthritiswheressinvolvement of skin, rend and central
nervoussystemisrare. Pleuropericardia diseaseisfrequent and asin
classic SLE, anaemia and leucopenia may be present. Serum
complementlevelsareusudly norma. ANFispositive, anti- ASDNA
and anti - SM antibodies are negative while antihistone-antibodies
are postive in mgority of the patients’. Amiodarone induced sde
effectsrange from 40-93% and are in the form of nausea, vomiting,
hepatitis, aveolitis, photosenstivity, pulmonary fibros's, microdeposits
in cornea, bluish skin, peripheral neuropathy, bradycardia, Q-T
prolongation and thyroid function abnormalities’.

The exact pathogeness of DIL is not known but could be cross
reectivity betweenthedrugand nudeicacid, hgpten complex formation
between drug and nucleic acid, or structura damage to the
chromosomal DNA, action of drug as an adjuvant or
immunostimulant, whichinconcert with gppropristeimmuneresponse
genes, triggers polyclona B/T cdl activation, and interference with
the compliment pathway?®. This case, presenting with fever, maaise
athrdgia, drculatingimmunecomplexes, and autoantibodiesstrongly
uggestsanimmunologica underlying condition. Moreover, according
to 1982, American Rheumatism Association revised criteriafor the
cdassfication of SLE?, thispatient meetsfour SLE criteria, i.e maar
rash, serositis, leucopeniaand lymphopeniaaswell aspostiveANF,
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NEUROLEPTIC MALIGNANT SYNDROME —A CASE REPORT

N.S. Neki
Department of Medicine, Govt. Medical College/Guru Nanak Dev Hospital, Amritsar (Punjab), India

Abstract : Neuroleptic malignant syndrome (NMS) is an uncommon condiition, a purely clinical entity, characterised by hyperthermia, muscle
rigidity, autonomic ingtability and altered mental status. Autonomic dysfunction is characterized by tachycardia, labile blood pressure, profuse
diaphores's, dyspnoea and urinary incontinence. Extrapyramidal dysfunction is characterized by catatonic behaviour, dystonia, generalised
rigidity and pseudoparkinsonism. NMS occurs after use of potent neuroleptics like haloperidol, thiothixene or piperazine, phencthiazines. The
exact mechanism of NMS s not known but could be (i) dopaminergic blockade at various levels (i) glutaminergic excitatory amino acids
influencing dopaminergic activity and (iii) low serumiron. The differential diagnosisisfrom serotonin syndrome, malignant hyperthermia, infec-
tion and alcholol withdrawl. Prevention is better than treatment, which is carried out by use of bromocriptine and dantrolene sodium.

INTRODUCTION

Neuroleptsic Maignant Syndrome (NMS) which though rare, is
trestable, if diagnosed early. The “criterid for diagnossof NMSare
(@ history of treatment with neuroleptic drug (s) within 7 days of
ons=t of symptoms(2-4 weeksfor depot preparation), (b) hyperthermia
equal to or morethan 38°C, (c) musclerigidity, (d) excluson of other
drug induced, systemic or neuropsychiatricillnesses, and (€) any five
of the following: change in menta gtetus, tachycardia, hypertenson
or hypotension, tachypnoea or hypoxia, digphoresis or sdorrhoea,
tremors, urinary incontinence, raised CPK or myoglobinria, leuocytosis
or metabolic acidods.

CASE REPORT

A 40 years old femae was admitted with complaints of high grade fever with
chills, stiffening of body and dtered sensorium since one day. There was no
history of headache, vomiting, seizures and loss of consciousness. Her clinical
examination reveded pulse 112/min, blood pressure 160/94 mmHg, temperature
fluctuating between 102-103°F, respiratory rate 32/min. She was drowsy to
stuperous. She had no signs of meninged irritation but had generalised rigidity
with acharacteristic waxy flexibility in thelimbs suggestive of catatonicrigidity.
Within four hours, her blood pressure came down to 106/60 mmHg. CSF
examination for meningitis was non-contributory. Other investigations included
Hb 10.2 g%, TLC 14200/mmé, DLC P72, L28, EO, MO, ESR 10 mmv1 hour,
urine C/E NAD and MP dide negative. PBF showed microcytic hypochromic
anemia. Blood glucose was 80 mg%, blood urea 30 mg%, serum cregtinine 1.3
mg%, LFT’snorma, X-ray chest NAD, widdl test negative, blood culturenegative
and HIV non-reactive. Further questioning of her husband revealed that hiswife
(index patient) was a known case of endogenous depression since 2 years and
wastaking imipramine 75 mg/day off and on, till 6 monthsago. For thelast 8-10
days, shehad restarted taking the drug on her ownwith thricetheorigina dose. In
view of clinical presentation and drug history, a provisond diagnosis of NMS
was made on the third day of admission. Her CPK levels were 110 U/L. The
offending drug i.e. imipramine was stopped immediately. She was put on I/V
fluids and tablet bromocriptine 5 mg thrice dally. Fever subsided after 72 hours
of initiating therapy and she became asymptomatic within four days.

DISCUSSION

Itisarare but seriouscomplication of trestment with phenothiazines,
as well as butyrophenones especially haloperidol and rarely
metoclopropamide and pimozide®. The sitesat which thesedrugsact
are hypothaamus (causing fever), corpus striatum and basd ganglia
(causing extrapyramidal syndrome), mesolimbic system and
mesocortica pathway (dteration of mental satus) and spind cord
(dysautonomia and dtered sympathetic tone). Schizophreniais the
most common disease reported with NMS2. NM S has been reported
in apatient of systemic lupus erythematosus®. Only rare case reports
describe NMSS &fter tricyclic antidepressants like imipramine?, as
described in the present case and others aso®. The chances of

developing NM S with the use of neuroleptics are 0.02 — 3.23%. It
occurs in young and middle aged adults and is more common in
maes (M:F 2:1). Predigposing risk factors include organic brain
disorders, psycomotor activity or agitation, underlying geneticfactors,
dehydration, physica exahustionand past history of NM S'. Theexact
pathophysiology of NMS is not fully known but is attributed to
neurohormond disruption within brain dopaminergic sysem. The
central dopaminergic blockade within basal ganglia leads to
extrgpyramida rigidity while hyperthermia, mentad changes and
dysautonomia are attributed to dopaminergic blockade in the
hypothd amus. In addition hyperthermiaoccursasaresult of increased
muscular activity. A peripheral mechanism dso ssemsto play arole
inwhich dopamine mediated skeletal muscle contractionisinhibited
by neuroleptics®. Even low serum iron has been reported to be
responshble for NMS'. The differentid diagnosisincludesinfection,
malignant hyperthermia, a cohol withdrawa stateaswell asserotonin
syndrome (SS). Thedlinicd picture of NMS usudly resolveswithin
1to3daysandlastsfor 5to 10 daysafter withdrawd of theoffending
drug whereas mortality is 20-25% if untreeted. Degth isdueto rend
failure, arythmias, acidosis, hypercacaemia, myocardid infarction,
aspiraion pneumonia, pulmonary embolism, rhabdomyolysis (with
acuterend falure), DIC or ARDS. Prognosisis poor in patientswith
underlying brain disorder, hypotension, rhabdomyolys's and acute
rend failure. Regarding trestment, prevention is dways better. The
awarenessabout NM S, during neurol eptization, early recognition by
careful observetion of signsand symptomsis of utmost importance.
Once the clinical diagnosis is made, immediate ommission of
offending drug and indtitution of specific and supportive measures
are helpful. Trestment is to increase dopamine activity by giving
bromocriptine 2.5 to 5.0 mg thrice daily (as high as 10 mg tds).
Amantidine 100-200 mg twice aday can be given. Skeletd muscle
relaxants like dantrolene 1-3 mg/kg 8 hourly are advocated.

Neuromuscular paraysis may need vertilation.
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ORGANOPHOSPHORUS POISONING —REVISITED

N.S. NeKi
Department of Medicine, Government Medical College & Rajinder Hospital, Patiala, Punjab, India

(" Abstract: Organophosphorus (OP) compound was synthesi zed about oneand half century ago in France. Tetraethyl pyrohosphate (TEPP) )
wasthefirg to be manufactured in liquid form in 1950. Snce then numerous compounds have been synthesized and used as agricultural
insecticides. They are easly available in the market on account of inadequate regulations controlling thelr use and storage. OP pesticide
intoxications are estimated at 3 million per year worldwide with approximately 3,00,000 deaths. The fatality rate following deliberate
ingestion of OP pesticidesin developing countriesin Asais about 2% and may reach ashigh as 70% during certain seasonsand at rural
hospitals. More than 100 OP compounds are currently available under different brand names. Acute poisoning in human occurs due to
suicidal ingestion and accidental exposure while soraying. Ops inactivate acetyl-cholinesterase (AchE) by phosphorylation leading to
accumulation of acetycholine (Ach) at cholingergic synapses. Recovery follows the reappearance of active AchE following synthesis or
spontaneous hydrolyss of phosphorylated AchE. The phosphorylated AchE may lose a chemical group so that its inactivation becomes
irreversible; thisiswell known as compared to diethylcompounds. Sequential triphasicillnessfollows OP  intoxication starting fromacute
chalinergic phase to intermediate syndrome resulting in organophosphate induced delayed polyneuropathy. Cholinesterase (che)
estimation(plasma butyr| cholinesterase and redcdl Ach E) arethe only useful biochemical toolsfor confirming exposureto Ops, but are
apoor guide to management and prognosis. Regarding management, complete and early atropinisation is essential in early management
and treatment should be started immediately on clinical groundswithout waiting for laboratory investigations. Speed of administrationisas
important as use of sufficient doses. Oximes have a definite role and a response should be seen within 30 minutes with resolution of
fasci cuilation, convulsion muscle weakness and coma. \entilatory support should beintituted before a patient devel opsrespiratory failure.

The need of the hour isframing of regulations by the gowvt. of India controlling the use and storage of Ops.
\Keywords Organophosphorus compound, acetyl cholinesterase; atropinisation; oximes )

INTRODUCTION

Thecommonest poisoningin I ndiaiswith pesticides, most commonly
organohosphate compounds (OPC) on account of their reedy and
easy availability in the market Snce there areinadequate regulations
controlling their use and storage. Acute OPC poisoning is a major
hedth problem?. Poisoningisseldom included asapriority for hedth
research India, though every year, hundreds of peoplearelosing their
life prematurely for pesticide poisoning . According to WHO, it is
estimated that 3 million casesof peti cide poisoning with 2000 desths
every year occur world wide particularly in devel oping countriest23,
Organophosphate compounds (OPC) are common insecticide
exclusvely used by farmers. More than 100 OP compounds are
currently available under different brand names, so that their
identification becomesvery difficult until/unlessthe patient’ srelaive/
family membershringthesaid container tothedoctor®®. Thepesticides
include  organophosphours compounds and carbamates. Quite
oftenthevictimisbrought to thedoctor withinanhour of consumption
of the pedticide. This is the :golden hour: for dlinica intervention,
before irreversible “ageing’ of toxic compounds in blood occurs®
OP compounds have been in use for pest control Snce many years
and unfortunately are common agents of suicidd and accidenta
poisoning.®” Highly toxic agricultural insecticideslike TEPP (
Tetraethyl-pyrophosphete) wasused asanervegasin chemicd warfare
during world war 1l by Germany®®. The use of OP compounds as
nerve gas agents has been banned by Geneva Conventionin 1974 as
part of alargebanin chemica warfare. However they havebeen used
inrecent warsinlragandTokyo®. Among OPgroup, themost common
cause of human poisoning and fatdlity is with the use of parathion
and the mortdity varies from 7-12%. Less commonly used and less

toxic Ops have now amost replaced; DDT, an organochloride
compound thus becoming popular insecticide™. Mgjority of cases
(60-70) of OPpoisoning result from suicidal ingestion>*. Accidentd
and occupationa exposuresuchasspraying of cropsarelessroutesof
poisoning?>1,

CLASS FICATION OF ORGANOPHOSPHATES

A. Based on clinical toxicity*:

a@ Highly toxic: Agricultura insectides e.g. i) TEPPIi) Parathion-
symptomstoxicity occur lateby -24 hrsbecauseit hasto becovnered
into paraxoniii )phorateiv) disulfoton v) mevinphos

b) Intermediatetoxic: anima Insecideseg. chalr-pyrifos, trichlorfos,
coumaphos.

¢) Lowtoxicty: Household use.eg. mdathion, dicholorovas, diazinon
and carbamatei nsectideswhichincludeddicarb, propoxur (Baygon),
Carbaryl and bendiocard (Ficam) Therepenutic carbamatesinclude
ambenonium, neogtigmine, physostigmineand pyridostigmine. The
commonly availableproductsaremethyl parathion (Folidol, Paramar,
Metecid, Paramet), mdathion (malathion, Cythion) and phdlone
(Zolone, sumithion Faithion, Timidan, Ektakin).

B. Based on pharmacokinetics*:

Organophophorus compounds and carbamates are a family of

compound that sharestructura similarities. Thekineticsof each group

are highly dependant on multiple factors like onset, duration and
severity of poisoning, route of adminigtration (ingestion, injection,
inhaation, transdermal and transmucosd aosorption), distance from
target organs, loca versus systemic metabolism and activation, route
of elimination, endogenous hydrolysis and consumption of the
compound by various nonspcific esterases before reaching target
organs. Structural consderation includes the group attached to the
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sulfur, carbon or phosphorus moiety, the tightness of the bond to the

centrd @om and the affinity of the compound for cholinesterases.

C. Based on characteristics of compound:

1. Natureof compound i) Water soluble: Effects are acute and short
lived eg. tepp. ii) Liquid soluble: Effects are chronic and of longer
duration e.g. Chlor-fenthion, fenthion, difenthion

2. Modeof action
i) Direct agent - directly inhibits acetyl-cholinesterase e.g.

ii) Irrevergble- hastobeconvertedinto activemetabolitemetabolite
eg. parathion

3. Typeof binding
i) Reverdble- effectsare acute and short lived
ii) Irreversible- effectsare more sustained e.g. parathion

4. Route/Severity of Exposure
i) Ord/GIT - acutetoxicity
ii) Skin - acute toxicity
iii) Inhaed - acute on chronic

5. Toxicity of the poison
i) High
i) Intermediate

Thefat solublecompoundsmay not manifest toxicity for severd days

to weeksbecause thetoxic substancemust be*lesched out” of thefat

until sufficient amount of cholinesterase is inhibited to cause
symptoms.

PATHOHYSOLOGY OF OPPOISONING

The mgor neurotranamitter in CNS released by the termind nerve
endingsof al the postganglionic parasympathetic nervesand in bath
sympathetic aswell as parasympathetic gangliaisthe acetylcholine
(ach). Other stes of ach rdease are neuromuscular junctions. The
enzymeacetyl-cholinesteraseexigtsin 2forms(a) truecholinesterase
mainly present in the nervous tissues and RBCs (b) pseudo-
cholinasterase present in liver and serum only.’
Opshindtotheactiveserineresidueof acetlcholinesteraseirreversbly
and convert the enzyme into inactive protein complex, resulting in
excessiveaccumulation of Achat thesyngpses/ receptors. Thisresults
in over stimulation and subsequent disruption of nerve impulse
tranamissoninboththebrainaswell assympatheticand parasympathic
system.

Over aperiod of time organophosphate compounds can permanently
affect the acyl pocket so that endogenous hydrolyss of the serine
phosphate bond can not occur and antidote function becomeslimited
.Thisiscdled“ageing” . Duringthe* ageing reaction” theacy! group
islogt from the phosphorylated enzyme and the pocket shape change
becomes permanent. Carbamates dissociate from Ache molecule
within 24 hours, so they do not causing limited CNStoxicity.

Most Ops are well absorbed from skin, GIT , lungs , ora and
conunctiva mucousmembranes After absorption, they arehydrolyzed
by enzymese.g. esterasesor paroxenases, whicharenot inhibited by
OP compounds . then their metabolic products are excreted in the
urine . Ops binding to acetylcholinesterase (ach-ase) inhibit the
conversionof acetlchaline (Ach) toitsdegradation productslikeacetic
acid and chaline. This results in excessive accumulation of Ach a
synpses, which becomestheroot cause of toxicity of OP compounds.
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CLINICAL MANIFESTATIONS OF OP
POISONING (CHOLONERGIC CRISIS)

Signs and symptoms of acute poisoning occur within 24 hours of

ingestion of OP compound. Toxicity dueto carbamatesis shorter in

duration and usualy less severe than that due to organophosphates

Muscarinic Effectsi) Ocular: pinpoint  pupils, blurring of vision,

increased lacrimation. ii) Respiratory rhinorrhoea, dyspnoesa,

bronchorrhoea larynged  gpasm, branchospasm, wheezing cough
respiretory depression and pulmonary edema (due to uncontrollgble
bronchorrhoeq)

iii) CVS bradycardia, hypotenson, arrhythmias including multiple

actopics, junctiona rhythms and AV block. iv) GIT excessive

sdlivation, nausea, vomiting, abdominal pain, diarrhea, feca
incontinenceiv) Genitourinary: urinary frequency and incontinence

vi) CNS impared consciousness, bilaerd hyperreflexia, extensor

plantar response viiOSkin:increased sweeting.

Nicotinic effects: Musculoskeletal weakness

Fasciculations, twitching, cramps, paralysis ii) CVS tachycardia,

hypertension, iii) respiratory: weskness pardyss of respiratory and

oropharynged musclesand findly respiratory arrest.

Central receptor stimulation These features characterize isomnia,

anxiety, convulsions, restlessness, coma, hyperflexia, Cheynestrokes

breathing, circulatory collapse and respiratory depression 526,

Neurological manifestationsin OPpoisoning most commonly result

in the following effects

(A) Type-lparalyssor acuteparalyss: It gppearswithin 24-28 hours
resulting from inhibition of enzyme acetylcholinesterase. It is
caractrized by fasciculations, cramps twitching and weskness of
musclesand thesefeaturesrespond to aropine 16. Musclepardys's
may aso invoke respiratory muscles resulting in acute respiratory
falurein 33# patients.

(B) Type-l | Paralyssor Inter mediate Syndromeor Wadia Syndrome:
Thisterm was first coined by Wadia and later on by Senanayake®
since then many authors have described this clinica entity?6192021,
Thissyndromedeve opsafter theacutechalinergiccriss, 24-96 hours
after the poisoning i.e. development of sSignsof paralysis appearing
after admisson and before the delayed neurotoxicity sets in; the
incidence of this syndrome is 8% - 49%1°222, Mgority of the
patients present with respiratory insufficiency, cranid nervepasies
and proxima muscle weskness. The presentation of these patients
usudly startswith marked weekness of neck flexion resultinginto
inability to lift the head from the pillow and inability to it up. The
common cranid nerves involved are those supplying the extra —
ocular muscles resulting in to opthamoparesis and dow eye
movements. Cranid nervesV11 and X arelesst affected. Wadiina
study of 350 cases of OP poisoning reported 87 patients as having
inability tolift neck, 99 patientshaving inability to Sit, up 27 patients
having opthalmopares's, 39 patientsdow eye movement, 2 patients
facia weakness, 14 patients swallowing difficulty, 86 patients
proximal limb weskness, 52 as are flexia, 37 asrespiratory falure
and 33 died. Nerve conduction and EMG studies show that the
primary type of involvement is an axona neuropathy. 2%, This
syndrome is aso due to anterior cdl or toxin induced muscular
ingtability. It lastsfor about 4-18 daysand mogt patientssurvicethis
period with the use of mechanicd ventilation



JIM SA October-December 2008 Vol. 21 No. 4

(C.)Type-ll Paralysisor OP induced delayed Polyneuropathy:

It is a sensory motor distal axonopathy which appears with
ingestion of certain Opsliketriortho —cresylhosphate (70 CP)
and tricesylphosphate (TCP).2"%2°_ |t develops usualy 2-3
weeks after the acute poisoning episode and is characterized
by distal muscle weaknesswith sparing of neck muscle, cranial
nerves and proximal muscles. These patients show a pure
motor axonal neuropathy with wrist drop and foot but no
sensory loss. Usually the pyramidal tracts in the spinal cord
areinvolved resulting into brisk tendon reflexes and spasticity.
It is probably due to depression of a different esterase called
neurotoxic esterase or neuropathic target esterase (NTE) in
the nervous system and this form of toxicity occursin small
epidemics in India due to adulteration of cooking oil with
TOCPS6. The EMG studies suggest denervation and recovery
is delayed up to 6-12 months?®.
Other neurol ogical manifestations/neuropsychiatric features,
especially occurring in chronic poisoning® are usually short
lived and include irritability, confusion, lethargy, impared
memory and psychosis. Extra pyramidal manifetations®
usually appear after 4-40 daysfollowing poisoning intheform
of resting tremors, dystonias, cog-wheel rigidity and
choreoathetosis. Neuro —opthalmological sequale seen in
chronic poisoning includeretinal degeneration, optic atrophy,
myopia due to spasm or paresis of accommodation®. Other
rare neurological manifestations include isolated bilateral
recurrent laryngeal nerve paralysis®. sphincter involvement
%, Gullain-Barre syndone® and otoxicity®.

Cardiovascular Manifestations: Saadh et a* reported various

cardiac manifestationsin the form of sinustachycardia (35%), snus

bradycardia(285), atrid fibrillation (9%6) ventricular tachycardia(4%),
extrasysole(6%) ST segment e evation (24%, inverted T waves(17%).

Cardiac toxicity is due to direct toxic effect on the myocardium,

hyoxemia, acidos's, dectrolytedisturbances, over activity of nicotimic

or cholinergic receptors aswell as high dose atropine therapy.

Respiratory Manifestations

They occur intheform of rhinorrhoeg, bronchorroea, bronchospasm,

laryngeal spasm, airway obstruction, paralysis of respiratory and

oropharynged muscles. Even respiratory failure/arrest may occur?’.

Gagtrointegtinal M anifestations

They occur in the form of nausea, vomiting and diarrhea, Rarely

acute pancrestitis® and hyeglycemia® may occur.

DIAGNOS SOF OPPOISONING

The diagnosis is based on H/o ingestion or exposure to spray and
combination of dlinicd festuresintheform of vomiting, diarrhea, pin
pointed pupils, musclefasiculations and proxima muscle weskness.
measurement of plasmaor serum red cellsChE levelsarediagnodtic.
True and pseudo cholinesterase levels can be measured these levels
are markedly reduced in OP poisoning True ChE levels usualy
correlatewith severity at presentation but pseudo cholinesteraselevels
donot®. Plasmacholinesteraselevel sared so reducedin other diseases
likemetastatic carcinoma, a coholism, ma nutrition, congestiveheart
failure with hepatomegay and dermatomyositis. A 25% or greater
reduction (less than 50%) in RBC cholinesterase leve in diagnostic
of OP poisoning 2. Other useful test isresistanceto aropineaction If
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1.8 2.4mgatropinedoesnot causesgnificant tachycardiaor papillary
dilatation diagnosis is aways certain'®. Post mortem study shows
cerebd edemaiin early cases. Some poison centers can identify the
compound from the ssomach contents.

Grading of severity of OP Poisoning Bardin et d* vdidated a 3-

grade system for poisoning at the time of admission

i) Mild poisoning: History of intake/exposure, normal consciousness
with mild increese is secretions and fasciculations.

i)  Severepoisoning: Altered sensorium with excessive secretionsand
multiplefasciculations.

iv) Lifethreatening poisoning: Suicidd attempt, stupor, abnormal chest
roentgenogram and PaO2 < 60 mm Hg. These groups of patients
usudly require mechanica ventilation with prior trestment in the
form of atropine, suction and clearing of airway.

MANAGEMENT

Trestment should be started immediately on clinical groundswithout

waiting for laboratory investigations.

1. Non pharmacological treatment (General measures)

ad Decontamination: Thorough decontamination of the skinwith sogp
and water and subsequently with ethyl dcohaol after removing all
clothes of the patientsin very important in order to prevent further
absorption through the skin. Gastric decontaminationis either done
by forced emesis or through a gastric levage is further facilitated
withtheaddition of anew drug—serctonin adipinate, which increases
the propulsive function of the GIT, resulting in shortening of the
toxigenic phase and reduction in mortality*.

PHARMACOLOGICAL TREATMENT

(SPECIFIC THERAPY)

Themainstay of pharmacol ogica treatment of acute OP poisoningisco-

admingtration of atropine and oximes.

i) Anticholinergic drugs: They are the main stay of trestment and
should begiven assoon astheairway hasbeen maintained, atropine
isgiveninitidly mg/l/V bolusdosesand then at doesof 2-5mg I/
bolusevery 5-15 minuteuntil Signsof atropinization gppear. Atropine
effectively ameliorates the muscaranic hyperactivity, prevents
pulmonary edema and excessve secrtions. It should be continued
for 4-7 days depending upon the severity of poisoning as aropine
crosses the blood brain barrier so over dosage (toxicity) occursin
theformof delirium, hdlucinations, confusion, fever andtachycardia
Alterndtive to atropine, gylcopyrollate — a quaternary ammonia
compound doesnot crosstheblood brain barrier and so gives better
control of secretionsand lesstachycardia™. Themaximumtota dose
in OP poisoning is 140-167 mg™.

i)  Oximes: They arenudeophilicagentswhichreactivephosphorylated
acetylcholinesterase by binding to organophosphorus molecule®.
They are () praidoximene methylsulphate (b) obidoxime () H 16
(d) HLO7(e) B169f) TMB4 (trimedoxime). All these are not
conddered as universa reactivators; the use of oximesin acute OP
poisoning hasbeen derived from early observationsof their protective
effect in experimental nerve gas poisoning®. Regarding the
continuation of oxime therapy and their dosages in acute OP
poisoning, electrophysiologica studies have documented the
decrement responseto high frequency 30 Hz RNS(repetitivenerve
dimulation), whichisane ectrodiagnogtic marker for theintermediate
poisoning .

Pralidoximeiodide—Itiswaterisolubleand givenonly I/v. It contains
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82 mg/ml s0l, solargevolumesarerequired for administrations. High
doses and repeat adminidration can causeiodism.
Pralidoximechloride—Itiswater solubleand canbegiven /v, I/M as
well as ordly. It contains 640 mgml; so smal volumes are required
for adminigration. The ord form of the compound was used in Gulf
war asapreventive measurein the event of anerve gas exposure.
Pralidoxime methylsulphate or methanasulphate— It isgiven I/M
Obidoxime—Thisdrugisavailablefor usein Europe. However, even
with dimethyl compounds such as oxymedon, obidoxime are
ineffectiveafter 24 hours. However, high and prolonged doseslead to
liver toxicity. Thisdrugisavailablefor usein Europe. However, even
withdimethyl compoundssuch asoxymedon, obidoximeisineffective
after 24 hours; high and prolonged doses lead to liver toxicity.

The use of prdidoxime in acute OP poisoning is controversia®. A
recent large, randomized clinica trid compared the use of asingle
dose of rdidoxime (i.e. 1 gm single bolus dose) with a continuous
infusion of 12 grams/day for 3 days, outcomewassmilar.
Ventilatory support

Mechanical ventilationisneeded for severa dayswhenrespirationis
markedly depressed or when chest infection or aspiration of secretions
ispresent. A caseseriesinvolving 16 patientswith continuousinfusion
of praidoxime, atropineand ventilatory support hasreported mortdity
as12.5%.

Role of High dose metyl prednisolone: It has been shown to be
beneficid in Type-lll pardydsin animd studies®*’.

Role of intravenous diazepam: It is often used to treat marked
agitation and seizuresin acute OPpoisoning. A new drug, Gacydidine
(GK 11) has been shown to ameliorate CNStoxicity.

CONCLUSION

OP compounds are the most widely used toxic agent, for suicida
poisoning in developing countries; accidental poisoning occurs in
workers engaged in spraying operations. They irreversibly
phosphorylate cholinesterase leading to the accumulation of
acetylcholine at the cholinergic nerve endings such as autonomic
ganglia, parasympathetic nerve endings and motor end plates.
Regulations controlling their use and storage must be made by Govt.
of Indiaand thisisthe need of the hour.
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ADOLESCENT SEXUAL AND REPRODUCTIVE HEALTH IN
INDIA: CHALLENGESAND OPPORTUNITIES

A. Nath, S. Garg, M. M. Singh
Department of Community Medicine, Maulana Azad Medical College, New Delhi -110002, India

("Abgtract : In a country like India wherein adolescents (aged 10 —19 years) represent over one fifth of the population, the health conse- )
quences of neglect of their reproductive health needstakes on enormous proportions. Adolescent reproductive health is poorly understood
and ill served in India. While national strategies and programmes have focused on children and pregnant women, neither services nor
research hasfocused on adolescent health and information needswith overall perspective. The objective of the current paper isto focuson
the reproductive health profile of adolescentsin India, the burning issuesin adolescent reproductive and sexual health which il serve as
achallengein theway of bringing about reproductive well being of the adolescent and to explore the various opportunities that would be
of further help to overcomethese challengesinimprovising the quality of adolescent reproductive health care services. These challenges
includethe consequencesof early marriage, unsafeabortions, high risk behaviour, lack of awareness about contraception and reproductive
health issues, RTIS/STIS including HIV/AIDS and non-consensual sex. The programme managers have ample opportunities to address
these challengeswith the main focus of raising awareness about reproductive health issues, making the adolescent health servicesfriendly
and accessible and encouraging - involvement of the teachers, parents,, community leaders and last but not the least —involve the adoles-

\ centsthemselves.

J

INTRODUCTION

Approximately 1.5 billion of today’s world population consists
of young people between 10 and 24 years old and 85% of them
livein developing countries'. The Government of Indiaconsiders
the age group between 13 to 19 years as a specia group of
adolescents’. However the Planning Commission of Indiaaswell
the W.H.O consider 10 to 19 years as the age group for
adolescents™®. The origins of the term is from the Latin word
‘Adolescere€’ meaning, “ to grow, to mature,” which indicates
the defining features of adolescence.

Adolescents also represent aresource for the future whose potential
can either be wasted or nurtured in a positive manner. However, in
the absence of appropriate and effective programmes for sexudity
and gender equation, and appropriate reproductive health services,
adolescents continue to remain at risk, thus calling for development
of need based interventions. Therefore, the present paper has been
framed with the objective to review the reproductive profile of
adolescents in India, the challenges that pose in the way of the
adolescent’sreproductive well being and exploring the opportunities
that areavailableto overcomethese challengesaswell theinitiatives
that have been undertaken  in this direction to improve the quality
of adolescent reproductive health care services.

PROFILE OF ADOLESCENTSIN THE

SOCIAL CONTEXT IN INDIA

About one-fifth of India’s population isin the adolescent age group
of 10-19 years. It is estimated that there are dmost 200 million
adolescentsin India’®

The following indicators have a bearing on the adolescent’s
reproductive health.

Adversesex ratio : Femaefeticideisvery much rampant and there
is ahigh maternal mortality among teenage mothers. The National
Family Health Survey —2 (NFHS —2), findings have reflected the
adverse ratios amongst adolescents wherein the sex ratio in the 10-
14 years age group was found to be 902 and 915 in the urban and

rura areas, whereas the sex retio in the 15-19 year age group was
893 and 953 in the urban and rura areas respectively.®

Educational Satus: There is a wide disparity in the educational
achievements of the adolescent boy and girl. According to NFHS
reports, only 67 % of the young adolescent girls( 10-14 years) attended
school as compared to 80.2 % males. In the 15-17 year age group,
only 40.3% of the females attended school as compared to 57.7 %
males.

CHALLENGESAND OPPORTUNITIES
TOWARDSADOLESCENT REPRODUCTIVE
AND SEXUAL HEALTH ININDIA

1) Challenge: Reproductive health challengesof the

unmarried adolescent

(a) High risk behavior:Over therecent yearsin India, the decline
inold family structures, greater liberalization of economy and
the advent of technological aids like internet, mobile phones
etc have appeared to have a major impact on the sexual
behavior of the adolescent thus bringing in itswake anumber
of health consequences which pose as a major challenge.
Family Planning Association of India (FPAI), in their
multicentric study amongst 4,709 youth males and females
noted that premarital sex was relatively more acceptable to
boys (18%), particularly in the group aged 20-23, than girls
(4.2%). ” Homosexual activity is fairly common among
adolescents as a study conducted among 121 street children
in Bangal ore observed that 74 of them engaged in homosexual
aswell as heterosexual activities to the same degree .8

(b) Low contraceptive usage: Among the unmarried adol escents,
contraceptive usage is quite low as observed by Abraham in
a study conducted among male college students in Mumbai
wherein less than half of them who claimed to be sexually
active said that they used condoms or some other form of
contraception .°
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(c) Lack of awareness about reproductive health issues:
Adolescents tend to be extremely poorly informed regarding
their own sexuality and reproductive health issues. In rural
Haryana, less than 50 % of the girls preferred to consult
parents and doctorsfor help at times of having reproductive
health problems . Regarding the experiencein an urban slum
of Delhi, it was seen that a culture of silence surrounds
menarche, an event that took the adolescents by surprise .
Even in a Mumbai urban slum, as many as 40 % of the
adolescent boys considered nocturnal emission and
masturbation as major health concerns .*?

OPPORTUNITIES

(i) Strengthening of Life Skill Development among

Adolescents: Many Adolescent Reproductive health
programmes include “life skills” either as one component or
as the central focus of their work. Life skills are behaviors
which help equip an individual to adapt and deal effectively
with all the challenges in life. The CEDPA (Centre for
Development and Population Activities) has been conducting
alife skills development programme entitled as “ Better Life
Options” for out-of —school adolescent females since 1987.
School teachers could also be trained so that they are well
equipped to impart life skills to school going adolescents.
(ii) I'nvolvement of the adolescent in creative

activities: Theformation of youth clubs and forums which
would serve to channel the energy of youths towards
constructive activities and encourage participationin sports,
martial arts, talent competitions etc should be encouraged. A
recent approach in this aspect was undertaken by CEDPA in
collaboration with four other NGOs, namely Prayatan, and
Young Women's Christian association in Delhi sums, Bhartiya
Grameen Mahila Sangh in Madhya Pradesh and Society for
the promotion of Youth and Masses in Haryana wherein a
comprehensive package consisting of reproductive health ,
nutrition servicesand skillsdevelopment aswell as recreation
was provided to more than 9000 adolescent boys in girls.

(iti)Development of a separate curriculum

incorporating lessonson sexual health: A variety
of educational programs are underway which are being
implemented at the school and college level by government
and non-governmental sectors. These include programs such
as the National Population Education project (A Govt. and
United Nations Population Fund collaboration) aswell as the
programs run by Indian NGOs' such as Family Planning
Association of Indiaand Parivar Sewa Sasthan

(iv) Involvement of the adolescent themselves : Establishment
of Youth forums wherein the adolescent can play therole of a
peer educator should be promoted. A Youth convention was
recently organized by CARE international in Jabal pur wherein
as many as 4500 adolescent boys were involved in spreading
messages about reproductive health through posters, quiz
programmes, slogans and street plays.

(v) Parental involvement: Parents should be involved in
reproductive education which would require that parents be
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able to communicate with their children about various
reproductive health issues without any hesitation.

(vi) Making health services accessible and friendly: As the
adolescents in India face a number of social obstacles and
other constraining factors in accessing adolescent health
services, the same could be overcome by adopting the
following strategies: (a) Provide clinic based preventive,
promotive and curative services. (b) Specialized training of
the staff to understand the felt needs of the adolescents
needsto be stressed upon during thetraining. (c) Ensurethe
establishment of services in poorly served areas (d) Clinic
should also be open after school/college hoursand on holidays
aswell. (e) Availability of a Help line service.

(vii) Addressing Special needs of Adolescent boys: In Indian
settings, boys are generally raised to be self-reliant and
independent, not to show emotions and not to be concerned
with or complain about their physical health, nor to seek
assistance during times of stress. These beliefs, and other
factors significantly affect boy access to health care. Efforts
to address the special needs of adolescent boys are being
undertaken by NGOs' like CEDPA and India-INCLEN in
Lucknow etc

2) Challenge: Married adolescents: the health

consequences of early marriage and childbearing.
In Indig, traditionaly the transition from childhood to adulthood
among femaleshastended to be sudden asaresult of early marriage.
According to NFHS-2, nearly one third of female adolescents were
ever married compared to only 6 % of male adolescents. 6. The
awareness|evel amongst the femal e adolescents about thelegal age
of marriage has been found to be less. Pattanaik D. et a in their
study conducted amongst 254 girlsaged 13to 17 yearsbhelonging to
arural areain Haryanaobserved that only 65 % of them knew the
correct legal age and only afew could correctly define the needs
and advantages of asmall family .2°

Consequences of early marriage :

(i) Impact on maternal health and pregnancy outcome:
Findings of NFHS — 2 reflected the infant mortality rate
(IMR) of 93 per thousand live birthsto be much higher among
children born to adolescent mothers. Early pregnancy also
has an impact on population size as adolescent mothers
will have more children than those who start childbearing
later. Moreover the poor nutritional status of adolescent girls
in India has been well documented. 3. Pregnant adol escents
aremore likely to suffer eclampsiaand obstructed labor than
women who become pregnant in their early twenties.**

(iil)Unmet need for contraception: Thefindingsof NFHS-2 also
revealed that only 8 percent of married adolescents were
currently using amethod of contraception to avoid pregnancy.
The use of contraceptiveswas|lower in rural areas compared
with urban areas, at 7.7 percent and 9.9 percent, respectively.

(iii)Accessibility to Reproductive health services: Themarried
adolescent female is also prone to face social and
psychological barriers in accessing reproductive health
services. In rural Maharashtraastudy showed that many of
them did not seek treatment for several reasons. shame and
embarrassment; not being taken seriously by those with
influence (husband and mother-in-law); and lack of financial
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independence.’®

Opportunities:

(i) Raisingthe age of marriage among adolescent girls
It isimportant to raise awareness among girls, their parents,
schoolsand communities of the harmful health consequences
of early marriage and early pregnancy. This can be done by
means of (i) Educating the community (ii) A stricter
enforcement of thelaw regarding thelegal age of marriage of
girls (iii) Women empowerment. The National population
Policy 2000 underscores the need for such programs which
encourage delayed marriage and child bearing . The
Adolescent girl scheme which has been launched under the
ICDS also envisages imparting skills and involvement in
useful economic activities. At present the scheme covers 3.9
million adolescent girlsin 507 blocks across the country.®

(ii) Addressing the adverse health implications of married
adolescent girls : Very few programs have been able to
distinguish between the special reproductive health needs of
married and unmarried adol escents. For example the Planned
Parenthood Federation has implemented a project known as
“Coupleto couple” wherein peer couples are employed to
work with newly weds and young couples so as to motivate
them to plan their families and attain positive reproductive
health.

3) Challenge: Unwanted pregnancy and induced

abortions amongst adolescents

Thefemale adolescent is highly vulnerable to unplanned, unwanted

and mistimed pregnancy, mainly as result of lack of contraceptive

usageand high risk sexua behaviour. Also, alargenumber of abortion

seekers become pregnant as a result of rape or sexua coercion.

Adolescents comprise about 1 t010 % of the abortion seekers.’

Although the Medical Termination of Pregnancy (MTP) Act

(1972) has legalized abortion, yet the existing MTP health

servicesaregenerally ill equipped to address the needs of these

young girls.

Opportunities:

(i) Ensuring availability, accessibility and quality of safe and
client friendly abortion services

(ii)Use of safer methods of abortion such as manual vacuum
aspiration techniques and medical.

(iii) Raise awareness about the legal implications of abortion
and rightsof thewoman in availing safe abortion services

(iv) Expansion of access and use of Emergency contraception.
Various studies have shown the existence of inadequatelevels
of knowledge about emergency contraception, such asastudy
which was conducted in Bhopa among the sexually active
group in the age group of 15-25 yearswherein as many as 83
% of them had low levels of awareness.*®

4) Challenge : Reproductive tract and sexually

transmitted infections including HIV/AIDS

Thevulnerability of adolescentsto reproductivetract infections (RTI
s') and sexually transmitted infections (ST1 s') are mainly attributed
to their high risk behavior. Moreover, adolescentswho areinvolved
in asteady relationship tend to use oral contraceptives because of
thefear of risk of an unwanted pregnancy. | nexperience with proper
use of condom is also an important cause of failure of protection
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offered by it. About athird of the 333 million new sexually transmitted

disease (STD) caseseach year , excluding HIV occur among people

younger than 25.%° Findings from NFHS -2  have shown that as
many as 32.1 % of the ever married adolescents complained of
abnorma vagina discharge or symptoms of UTI.

Opportunities:

(i) Raising awareness levels , availability and utilization of
barrier contraceptives: Easy accessibility to condoms,
especially by the unmarried adolescents would significantly
enhance their utilization rates. This could be done by
installation of vending machines in public toilets, games
arcades, internet cafes, night clubs etc. Easy accessibility
should also be combined with peer education and proper
diagnosis, treatment and referral services in the Adolescent
health clinic.

(ii) Range of Choices: Availability of arange of choices such as
abstinence, fidelity, monogamy and condom use could give
agreater momentumto STI preventioninitiatives, asthishelps
to bring about arespectful recognition of the different choices
of the adolescent.

5) Challenge: Sexual violenceasan emergingissue
of concern
Sexual abuseisaviolation perpetrated by aperson who holds,
or isperceived to hold, power over someonewho isvulnerable.
Itincludes such sexual violations asrape, sexual assault, sexual
harassment, incest and sexual molestation.As ataboo subject,
sexual violence is rarely reported or studied. Sexua abuse
resultsin acute aswell aslong term consequences. The acute
consequences for both male and female victims include
physical injury, sexually transmitted infections (STls), and
psychological traumawhilst for female victims, there is the
added danger of unwanted pregnancy. The long term
consequences include a likelihood to engage in high-risk
sexual activity, inability of self defense. Patel et a in their
study on sexual abuse in schools in Goa reported that one
third of the students had experienced at | east one type of sexual
abuse in the previous 12 months .2°

Opportunities:

(i) Imparting training skillsin self defense

(if) Raising awareness about laws which protect the victim and
punish the accused

(iif)Victims of sexual abuse should be identified by health
providers and teachers by including questions about abuse
in health assessments

(iv) Supportive services should aim at addressing the physical,
mental and emotional needs of the abuse victims.

CONCLUSIONS

The present has sought to provide a brief overview of sexua and
reproductive health situation of adolescentsin Indiaand the trategies
that could have been adopted by various agencies dealing with
adolescents. Further  research and evaluation on someissues such
as investigating the sexua and reproductive choice among married
youth, adolescent’s access to health care and the problem of non-
consensua sex is no doubt genuinely needed. There is a need for
evolving information, education and communication strategies to
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focusonraising avarenesson reproductive and sexual health matters
and gender sensitive issues and for the programme managers and
various stakeholders to gain awider vision pertaining to thisissue.
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LITERATURE REVIEW
Correction of Anemia with Erythropoientin in Chronic Kidney Disease ( stage 3 or 4):

Effects on Cardiac Performance Konstantinos D. Pappaset.al.Cardiovasc. Drugs Ther. 2008, 22,37-44

Itisnot clear whether the correction of anemiawith erythropoietin (rhuEpo) in patients with chronic kidney disease (CKD) hasany benefit on
cardiac function and geometry. Most studies are based on indices of systalic function and left ventricular mass (LVM) and the results are
conflicting. Authors sought to investigate the effect of rhuEpo on LV systolic and diastolic performance using conventional and novel
echocardiographicindices. Thirty one patientswith CKD (stage 3 or 4) were included. Fifteen patients (group 1) treated with rhuEpo targeting
at Hb €'13.0 g/dL, while the remaining (group I1) were not treated. Clinical and laboratory parameters were recorded at baseline and 1 year
later. Ejection fraction (EF) and LVM were carefully determined. Diastolic function was assessed by mitral inflow indices (E and A wave
velocities, Edt deceleration timeand E/A) and novel indices of mitral annulus motion using Tissue Doppler Imaging (Em, Am, and E/Em). An
index of global cardiac function (Tel) was also calculated. At baseline, the 2 groups had comparable clinical and laboratory characteristics.
After 1 year, asignificant improvement in Hb levels (13.6 + 1.2vs10.3 + 1.2 g/dL, p< 0.05) aswell asin systolic and diastolic function
indexes was observed in group | compared to group |1 patients: EF (70.5 £ 7.6 vs63.4 £ 9.3%, p <0.05), LVM (116.5 £+ 34.9vs155.6 +
51.6 g/m?, p <0.05), Edt (233.9+98.6 vs 166.9+45.1 ms, p<0.05), Tei index (0.35+0.12 vs 0.51+0.17, p<0.01) and E/Em (9.7 + 2.4vs 14.8
+5.2, p< 0.05), respectively. Blood pressure and heart rate did not show significant changes. Correction of anemiawith rhuEpoin patientswith
CKD seemsto improve cardiac performance and geometry.

LITERATURE REVIEW

Mumbai Stroke Registry (2005-2006) - Surveillance Usng WHO Seps Sroke | nstrument - Challenges and Opportunities
PM Dalal, Madhumita Bhattacharjee, Jaee Vairale, Priya Bhat JAPI 2008, 56, 675-678

India will face enormous socioeconomic burden because life
expectancy isincreasing placing larger numbers of older people
at risk of stroke and other chronic diseases. In order to plan
prevention strategies, reliable information on stroke
epidemiology isrequired. For uniform datacollection (population
based), WHO recommends use of STEPS Stroke instrument. A
well-defined community (H-ward) with verifiable census data,
and representative of population structure of Mumbai (Bombay),
was selected. The manual on WHO STEPwi se approach to stroke
surveillance (STEPS; http://www.who.int/chp/steps/M anual . pdf)
was the operational protocol. During the two year study period
(Jan 2005 to Dec 2006), 521 new stroke (CVD) cases (males-
275 and femal es- 246) were identified; of which 456 (238 males
and 218 females) had “first ever stroke” (FES) indicating an
annual incidence of 145 per 100,000 persons (Cl 95%: 120-
170); age adjusted Segi rate:152 /100,000/year (Cl 95% 132-
172). Two thirds of the FES cases were admitted to health care

facilities (Step I: “in-hospital” cases), the remaining 150 (32.8%)
either died outside of hospital or were treated at home or nursing
homes (Step |1: Fatal eventsin community and Step I11: Non-fatal
events in community). CVD Diagnosis was supported by CT
(Computed Tomography) in 407 (89%) of 456 FES cases. 366
(80.2%) had Ischaemic CVD, 81 (17.7%) had hemorrhagic CVD
and 9(1%) were of unspecified category. The mean age was 66
yrs SD+13.60 and women were older compared with men (mean
age 68.9rs SD + 13.12 versus 63.4yrs SD + 13.53). Hypertension
(BP more than140/90 mm Hg) alone or in various combinations
was present in 378( 82.8%) cases. Case fatality at 28 days after
the FES stroke was 29.8%. Of 320 surviving patients 38.5% had
moderate to severe disability. WHO STEPs stroke surveillance
Instrument is simpleto use and, practical for community surveys.
The data are useful for planning stroke prevention campaigns on
public awareness and education with regard to diet, exercise, blood
pressure control and early symptoms of minor strokes.
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PICTORIAL CME

NEUROPATHIC EDEMAAND CHARCOT FOOT INADIABETIC PATIENT
N.S. Neki

FIG 1

Department of Medicine, Govt. Medical College/Guru Nanak Dev Hospital, Anritsar (Punjab), India

A 58 years nonalchoholic, non smoker, non obese with type 2 diabetes
mellitussince 13 years, presented with wound on | eft big toe onits plantar
aspect (Fig. 1) and decreased vision for six months. He was agriculturist
by profession with history of working barefooted in the fields. he was
taking oral hypoglycemic agents off and on. He was also having
hypertension and retinopathy for 10 years, without treatment. On
examination, he had ulcer on plantar aspect of |eft big toe with atrophy of
foot muscles (Fig. 1). The right foot was swollen with dry, brittle skin
diagnostic of neuropathic edema and nails thickened with clawing of
toes (Fig. 2). X-ray both feet showed calcification of vessels especialy
dorsalispedisartery of right foot aswell asdestruction of distal phalanges
of left | big toe (auto-amputation) with involvement of first
metatarsophaangeal joint of theright foot, diagnostic of neuro-arthropathy
(Charcot foot). A charcot joint isarel ative painless progressive arthropathy
of a single or multiple joints caused by underlying neuropathy. The
neuropathic joints commly involved are in order of tarso-metatarsal,
metatarsophalangeal, ankle and subtalar joints. theinitial presentationis
often a hot, swollen foot as seen in right foot, the precipitation event
usually being aminor trauma.

Dear Editor,

Thanking you,

S.ow EPIDEMIC OF BRONCHIAL ASTHMA

Asthmaisaseriousgloba hedlth problem. Prevalence of occupationa asthmahasbeen
varidble; itisdetectable 10 or 11 years after beginning exposureand ismuch greater in
cigarette smokers'. Peopleof al agesin countriesthroughout theworld are affected by
chronic airway disorders that can be severe and sometimes fatd. The prevalence of
asthmaisincreasing everywhere, especialy among children. Asthmacausessignificant
burden, not only intermsof hedth care costsbut also of |ost productivity and participation
infamily life?.

In addition, public health officials require information about the cost of asthma care,
how to effectively mange this chronic disease, and best education methodsin order to
develop asthma care services and programmes responsive to the particular needs and
circumstances within their countries. Accordingly, in 1993, the National Heart, Lung
and Blood Ingtitute coll aborated with World Heal th Organization to conveneaworkshop
that led to the globd strategy for asthma management and prevention, A workshop
report that presented acomprehensive planto manageasthmawith thegoal of reducing
chronic disability and premature desths while alowing patients with asthmato lead
productiveand fulfilling lives®.

Throughout theworld in the last 30 yearsthere has been asteedy, relentlessincreasein
the prevalence of childhood asthma. According to the 50-nation internationa Study of
asthmaand Allergiesin Childhood (ISSAC): (8) Asthmaisavery common condition;
(b) Itsprevaencevarieswidely from country to country; (c) At ageof Six tosevenyears,
the preva encerangesfrom 4% to 32%6; the samerange holdsgood for ages 13and 144,
TheUK hasthehighest prevalenceof severe ashmaintheworlc. In, India, aquestionnaire
based study measured the prevalence of asthmain ninerandomly selected Delhi schools
The current prevaence of asthmawas found to be 11.9%. Assuming Delhi represents
thewhole of India, this means there are 40 million children in India, who suffer with

LEeTTERS TO THE EDITOR

This writeup is meant to create awareness about “ Asthma as Public Health Problem” amongst the medicial faternity

Your sincerely,
Ranabir Pal, Ankur Barua

asthméf. the prevaenceof asthmaworldwideis200 millionwithamortality of around
0.2 million per year. Through the prevalence is more in the developed countries, the
developing countries have a higher tota burden of the disease due to differencesin
population. In India, the estimated burden of asthmais believed to be more than 15
million”. The population prevalence of asthma reported in different field sudiesis
reported to be quite variabl .
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Pediatric Nephrology

Dr. Sanjeev Gulati iscurrently working as Sr Consultant in Nephrology at Fortis Hospitals, Vasant
Kunj, New Delhi, India. He was previously working as Additional Professor in Nephrology at
Sanjay Gandhi Post Graduate Institute of Medical Sciences, Lucknow, He has also worked as
Associate Professor in Nephrology at McMaster University, Hamilton, Canada. He has post MD
experience of 18 years and post DNB experience of 14 years. He has dual qualificationsin adult
and pediatric nephrology. He has acquired special expertisein managing children with renal diseases
and has experience at leading hospitalsin UK, Australia and Canada. He played a pivotal role in
the Pediatric Dialysisand Transplant programme at SGPGI, L ucknow which isamongst the largest
programmes in the country. He has presented papers at several International and National
Conferences and published more than 120 scientific papers in indexed journals including NEJM,
Kidney International and American Journal of Kidney Diseases. He has al so authored 9 chaptersin
Dr. San J eev Gulati textbooks (including the prestigious Oxford textbook of Nephrology) besides numerous guest
' lectures. He hasreceived several awardsfor hisoriginal contributionsto thefield of kidney diseases.
Hiswork has received recognition from the Indian Council of Medical Research, Indian Academy
of Pediatrics, Indian Society of Nephrology, the Australian College of Pediatrics, Royal college of
Pediatrics and Child Health UK Royal College of Physicians and Surgeons of Canada and the
Japanese Saociety of Nephrology.
He is a reviewer for severa prestigious journals like Pediatrics, American Journal of Kidney
Diseases, Pediatric Nephrology and Indian Pediatrics and have had other editorial responsibilities
also. He hasalso written several articlesin newspapersand magazinesfor creating public awareness
about kidney related issues.

EDITORIAL

It isindeed a great honor to be asked to edit a section on pediatric nephrology in this prestigious journal. This
subspecialty was conceived nearly 30 years ago in our country through the collective vision of pioneers like
Dr. R.N.Srivastava, Dr. Kumud Mehta and Dr. Nammalwar. Over the next few years there were significant
advancements in management of common renal disease like urinary tract infection, acute rena failure and
nephritic syndrome. A major lacuna was lack of dedicated pediatric nephrology training programmes as well
as infrastructure for pediatric dialysis and transplantation. Thus this subspecialty had a prolonged gestation
period and delayed development. During this period a unique experiment was initiated at SGPGI, Lucknow.
The credit for this goes to Prof. Vijay Kher, an adult Nephrologist who was then heading the department of
Nephrology at SGPGI, Lucknow. | dedicate this section to him who has not only been my mentor but also laid
the foundations of what emerged as one of the first centres for pediatric dialysis and transplantation in our
country in avery short span of time.

In this symposium on “Pediatric Nephrology” we will trace the development of pediatric nephrology in our
country, update oursel ves with the management of common problems like bed wetting, steroid resi stant nephrotic
syndrome and management of obstruction uropathies. In the end we will look at recent advances in dialysis
and transplantation in children.

Dr. Sanjeev Gulati
S Consultant , Nephrology,
Fortis Hospitals, Vasant Kunj, New Delhi, India

7,




poureIljsaiun ‘- A319ud Julyseajun

uonos(u] 85040Ng Uo|

“ainodwe (W 56w gL

=211 104 pieSay anil W

- —-— _
\ T abullAg pe||ly-eid

- XOdams:

unaiodoiyiAig Jueuiquioosy uewnH

¢ djoy

: u&x«gmw



JIM SA October-December 2008 Vol. 21 No. 4

223

DEVELOPMENT OF PEDIATRIC NEPHROLOGY IN INDIA

Vijay Kher
Director, Nephrology & Transplant Medicine, Fortis Hospital
Sector B, Pocket 1, Aruna Asaf Ali Marg, New Delhi - 110070, India

Pediatric Nephrology is a well established sub-specidlty in the
western world. However in India, though there are few pockets
of excellence, there are very few trained pediatric nephrologists
and even fewer indtitutions with separate pediatric nephrology
divisions or departments and only one centre providing a one
year training (post graduate diploma/ certificate) course.
Therehasawaysbeen adebate asto whether pediatric nephrology
subspecialty should devel op around the departments of Pediatrics
or Nephrology. In my opinion &t the initial stages it should be
both. The parent specialties need to provide active support. It is
advantageousto betethered to the parent specialty say pediatrics
for overall connectivity and growth. However infrastructure for
the subspecialty would need to be provided for, if the pediatric
nephrology is developed around the department of pediatrics. In
contrast developing it around Nephrology could mean utilizing
the adult department’s infra structure of dialysis and
transplantation and thismay savethe cost of separateinfrastructure
for dialysis and transplantation. That is why | think that in an
ideal setting, support and nurture from both Nephrology and
Pediatrics would alow growth with Pediatrics and aso alow
utilization of adult nephrology infrastructure and trained
manpower. However it needs committed support from both
Pediatrics and Nephrology departments. Pediatric nephrologists
developed with the co-operation of both departments need to
cultivate and work along with both the teams. Thisway Pediatric
Nephrology may come of age earlier and develop faster likein
the developed world.

A survey of the pediatric nephrology centers across the country
revedled that dedicated infrastructure for pediatric dialysis was
available only in 4 centres and in one of them it was not being
utilized because of absence of trained manpower. Even in these
three centres, pediatric transplantation was being carried out in
closecollaboration with the adult transplant surgeon and utilizing
the same transplant nurses and ICUs. In rest of the centres the
fecilities for pediatric dialysis and transplant were being shared
with adult hemodialysis and transplant units. There are few
ingtitutions in the country where pediatric nephrology is well
developed with infrastructure for their use under their command.
Theseingtitutions have carved out anichenot only in our country
but internationaly, e.g. under stewardship of Prof. Srivastava
and Prof. Arvind Bagga at AlIMS, Dr. Kumud Mehta and Dr.
UmaAli at KEM & Weadia hospitals; Dr. Nammawar and Dr.
Vijay Kumar at Ingtitute of Child Health, Chennai and Dr. Phadke
at St. John’s Hospital, Bangalore. These stalwarts have
spearheaded the pediatric nephrology flaginthe country. A lacuna

in these institutions has been the ow pace of development of
facilities for pediatric diaysis and transplantation. At SGPGI
Lucknow, we made a concerted effort to develop pediatric
nephrology along with adult nephrology in early nineties and
inducted pediatricians Dr. Sanjeev Gulati & Dr. Ajay Sharma
into our training programme, to open new avenuesfor growth of
Pediatric Nephrology. Over the next few years this department
was able to quickly make a mark for itself and both these are
making significant contributions nationally and internationally.
This has been followed up with similar inputs by many
Nephrology Departments across the country. Over these years,
the 2 largest centres for pediatric end stage kidney disease
programme have been CMC Vellore and SGPGIMS, Lucknow.
Thusthis seemsto be preferred method to get more Pediatricians
to learn Nephrology particularly with regard to end stage care. It
also economises on the infrastructure and trained manpower this
model has been the one that is being followed in mgjority of the
private sector hospitals across the country. There remains aneed
to have more training courses in the subspecialty especialy in
theingtitutionslike AIIMS, PGlI, St. Johns hospital, SGPGI and
others.

There are about 800 nephrologists for alarge country like India
with more than a billion people and obviously a dismally
minuscule number of pediatric nephrologistsfor the care of huge
number of children. Treating children with kidney diseases pose
many different challenges in comparison to treating adult —
nephrology patients, the challenges of correction of congenital
urological anomalies, the negative impact of kidney disease on
growth of children — a huge challenge providing dialysis and
transplantation in children and the social and financial impact on
the family and the society. A clinician requires dl the sKills to
manage these time consuming and difficult challenges.
Simultaneously one aso needs to train nurses, technicians and
other paramedics for full fledged growth as well as make easily
available the small sized consumables like vascular catheters,
PD catheters, vascular instruments and other consumables to
provide effective care of dialysis and kidney transplantation to
the growing number of children with kidney diseases, wanting
and requiring these modadlities of treatment in India. We & so need
to train and sustain a whole range of alied persons like socid
workers, psychologists, pediatric urologists, pediatric transplant
surgeons to take care of pediatric CKD patients. This is my
opinion canonly beachieved by amulti pronged directed approach
preferably by public and private partnership which should be
spearheaded by the Health Ministry.

Correspondence: Vijay Kher, Director, Nephrology & Transplant Medicine, Fortis Hospital, Sector B, Pocket 1, Aruna Asaf Ali

Marg, New Delhi - 110070, India
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MANAGEMENT OF BEDWETTING IN CHILDREN

M Kanitkar

Department of Pediatrics, Armed Forces Medical College, Pune 411040. India

cause of enuresisisnot clear; various proposed pathophysiol

Keywords: Nocturnal enuress, Evaluation, Treatment
\\

(Abstract : Nocturnal enuresis or bed wetting is a benign condition, yet needs treatment to relieve the child and parents of the )
accompanying anxiety and the stigma attached. More than 85% children attain complete bladder control by 5 years. Theunderlying
ogical mechanisms have been described. In most children with enure-
s, extensive investigations are not required. A simple and structured evaluation that includes a detailed history, dinical examina-
tion and measurement of the voided volume is sufficient. The various treatment modalities available are bladder training, behav-
ioral modification using the alarm, medications such as oxybutinin and desmopressin along with good supportive care. No treat-
ment planisideal and in a given child the modality may be sdlected based on information obtained fromthe structured evaluation
and the parent and child's preference. Often a combination works best. This communication discusses a therapeutic approach.

J

ETIOLOGY & CLASSIFICATION

Enuresisisacommon problem encountered in clinical practice.
Itisnot enough to tell parents seeking attention, that the child
will grow out of the problem. A child having nearly complete
evacuation of the bladder at least twice amonth after the fifth
year of life definitely warrants attention. As a rule the bed
will be soaking wet as against incontinence, which is loss of
urine without normal emptying of the bladder. Bladder control
is usualy attained between the ages of one and five years.
More than 85% children will have complete diurnal and
nocturnal control by five years of age'.

At the outset it is important to classify enuresis as primary
when the child has never been dry and secondary when
bedwetting starts after a minimum period of six months of
dryness at night. It is considered monosymptomatic if the
child has no daytime symptomslike urge, frequency or daytime
incontinence?. Primary monosymptomatic enuresis does not
require extensive eval uation. Secondary enuresis on the other
hand warrants investigations.

Thereis no single definite underlying cause for enuresis, itis
often multifactoral. Evidence points towards maturational
delay, inadequate arousal during sleep, genetic predisposition,
reduced functional bladder capacity and an altered secretion
or response to antidiuretic hormone, as some of the factors
responsible for enuresis®. A recent study found that breast
feeding the infant for more than three months may protect
against bedwetting in childhood*. Attempts to identify the
possible cause in a given child can help translate the
information into therapeutic options.

INVESTIGATIONS

Most children with primary monosymptomatic nocturnal
enuresis considered as uncomplicated enuresis require no
further evaluation. A detailed history and clinical examination
helps differentiate these children from ones with a more
complex problem (Table 1). At times the history of daytime

symptoms such as holding maneuvers, urgency and day time
wetting may not be forthcoming on history aloneand avoiding
diary maintained for at least two days yields a lot of
information®. It is therefore advisable to request parents to
maintain arecord of the time of each void and the volume of
urine passed each time, along with arecord of any “accidents’
asnoted from adampness of the underpants. Thisrecord helps
identify a child with arelatively small functional capacity of
the bladder where afrequent small quantity-voiding patternis
noted. In achild with reduced functional bladder capacity the
average maximum volume of urine voided at urge is much
less than the expected bladder capacity for the age as
determined using standard formulae as under®.

Age< 2yrs Bladder capacity in milliliter = Weight inkg x 7
Age > 2 yrs Bladder capacity in millilitre= (Agein yrs+2) x 30

Table1 Initial evaluation for Enuresis

Uncomplicated Complicated

Onset Primary Secondary
Diurnal symptoms Absent Present

Urinary stream Normal Abnormal
Examination* Normal Abnormal
Urinalysis Normal Abnormal

* Examination includes developmental and neurological assessment, examination of the abdo-
men, genitalia and spine.

A special mention needsto be made of any history of holding
maneuvers used by the child such as crossing of the legs,
bending forward or squatting. Such children possibly have a
functional voiding disorder and may require further evaluation.
Though a normal urodynamic study provides reassurance of

Correspondence: M. Kanitkar, Professor and Head, Department of Pediatrics, Armed Forces Medical College, Pune 411040 India

e-mail: madhurikanitkar @rediffmail.com
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normal bladder function, itisacostly, invasive and unpleasant
procedurein young children and offerslittlein the management
of uncomplicated enuresis.

TREATMENT

Timely treatment of nocturnal enuresis prevents psychological
damageto the child and providesrelief to thefamily. It should
be started without wasting time on investigationsin any child
who wants to sleep dry and has uncomplicated enuresis. No
single therapeutic plan seemsideal for all patients. Assessing
the level of motivation of the patient and his parents prior to
offering the choice of treatment is important. Emotional
support may be required when the family history reveals
psychosocial stress especialy in adolescents and those with
complicated enuresis.

Withholding fluids in the evening, random awakening of the
child to void or punitive measures result in significant stress
to the child and family. However caffeinated drinks like tea,
coffee and sodas should be avoided in the evening. Adequate
fluid intake during the day ensures lesser intake during the
evening, as the child would then have received his daily fluid
requirement during thefirst half of theday. Thisalso helpsin
reducing the often associated problem of constipation which
can aggravate bladder dysfunction.

The success of any form of therapy depends to alarge extent
on the child being motivated to work towards sleeping dry.
The child isreassured and provided emotional support. Every
attempt is made to remove any feeling of guilt. The benign
nature of the disorder is explained to the child and parents.
The child should be encouraged for total involvement in the
therapy with maintenance of adry night diary. Dry nights merit
praise and encouraging words from the parents. Various
modalities of treatment are available for the treatment of
enuresis. The final choice of modality for treatment depends
on the likely cause of enuresis and the patient’s preference.
Bladder training exercises

With an aim of increasing the functional bladder capacity,
children are encouraged to drink more water during the daytime
and hold urinefor an increasing duration after feeling adesire
to void. They are also told to try voluntary cessation of
micturition during the process of voiding. This increases the
ability to withstand uninhibited bladder contractions. The

Figure1l Child usingthe alarmwhile sleeping

JIM SA October-December 2008 Vol. 21 No. 4

efficacy of these measures along with bed time resolution by
the child and encouragement from the treating physician is
comparable to that of desmopressin or alarm therapy’.
Enuresis alarms

This form of therapy involves the use of an alarm device to
elicit aconditioned response of awakening initially to wetting
and later to the sensation of afull bladder. Gradually bladder
distention evokes micturition. The alarm device consists of a
small sensor attached to the child’s underwear, or amat under
the bed-sheet and an alarm placed at the bedside. When the
child starts wetting the bed, the sensors are activated causing
the alarm to sound. This conditions the child to sense a full
bladder; subsequently the child awakensat acritical timewhen

Table2 Medicationsin enuresis

Drug Dose Side effects Age for use
DDAVP 10-40ug per Nasal stuffiness, Any if
nasal spray day hyponatremia, supervised

seizures
DDAVP 0.2-0.6 Headache, epistaxis, Any
tablets mg/day nausea
Oxybutinin  5-20mg per Dryness of mouth, >0y
day flushing, palpitations

blurring of vision

Imipramine 0.9-1.5mg per Anxiety, personality >T7y
kg/day change palpitations

Tolterodine 1 mg twice a Mild effects similar to >5
day oxybutinin

the bladder is full and the child still dry. These devices are
now available in the country and a protype is depicted in
Figurel

Pharmacotherapy

A number of medications are used in the treatment of nocturnal
enuresis (Table 2). Tricyclic antidepressants like imipramine
alter the arousal-sleep mechanisms and exert some anti-
cholinergic effects. The effect of these medications is rapid
and should be given a couple of hours before bedtime. Side
effects have put this group of medication on the back burner
Anticholinergic drugs like oxybutinin reduce uninhibited
bladder contractions and are useful in children who manifest
with urgency and urgeincontinence during the daytime or those
with areduced voided volume as calculated from the voiding
diary. Oxybutinin maybe also be used as an adjunct to the
alarm or treatment with desmopressin, when either of them
faillsassingle therapy®. Tolterodine anewer anticholinergicis
better tolerated and may be used in children above 5 years.
Desmopressin (DDAVP) is an analogue of the hormone
vasopressin that acts by reducing the nocturnal urine output
to a volume less than the functional bladder capacity.
Administration of DDAVP as an intranasal spray an hour
before bed timeisparticularly useful in patients showing high
nocturnal urine production or a less concentrated urine prior
to therapy. In non-responders the dose may be increased upto
40 mcg/day in astepwise manner. Oral desmopressinin adose
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Age <5 yrs, High motivation
Low motivation Uncomplicated enuresis

T v

Explain & reassure

Bladder exercises

Dry bed training and enuresis diary
Reassurance and fluid management
Frequent review by therapist

Alarm DDAVP Oxybutinin Imipramine
Best long Useful for special Useful in decreased Some gains at

functional bladder low cost

capacity

occasions and as
an adjunct

term results

Partial/complete response treat for 3 months and taper gradually
Recurrences restart same therapy

Poor response interchange or combine two modalities
Refractory to therapy reassess

Figure2 Treatment for primary monosymptomatic nocturnal enuresis

of 0.2 mg increasing to 0.6 mg daily may be given an hour

before bedtime. Thisisnow availablein the country. Prolonged

desmopressin bioactivity may increase the risk of water

intoxication, a possible side effect of free water intake by the

child when on desmopressin®.

Whiletherapy isinitiated, certain guidelines are recommended.
Thechildisstarted on alow dose of the medication. Thereafter

the dose is adjusted every two weeks to the maximum dose
required to achieve dry nights. Therapy is continued for 3-6

months of dry nights and thereafter weaned over three to four
weeks. In case of arelapse the same therapy is restarted or

behavioral modification using an alarm device, is considered
in conjunction. A structured withdrawal of therapy rather than
tapering the dose of medications seems to improve the
outcome’®. Thisisachieved by administering therapy alternate

day, followed by twice aweek etc.

The various treatment modalities available are not used

exclusive of each other and often a combination works best.
Failure of oneform of therapy should result in substitution or
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addition of another. The three system model, suggesting
desmopressin for low vasopressin release, oxybutinin along
with bladder training for instability when suspected and the
alarm to enhance arousability from sleep works well. A
combination of one of these with motivational therapy isideal.
Comparative studies have shown that DDAV P has better short-
term results, but the alarm has better long-term outcome.
Hence, DDAVP is best used under specia situations, e.g., if
the child needs to remain dry when camping out or staying
over at afriend’s place. If long term efficacy, cost and safety
are taken into consideration, the enuresis alarm comes out
superior™, In patients with enuresis and avoiding dysfunction
DDAVP can enhance the effect of oxybutinin by reducing
urinary output and bladder filling, thus reducing uninhibited
bladder contractions. Reassurance and motivation of the child
for involvement in the therapy and direct frequent contact with
the therapist improves the outcome. An algorithmic
representation for the treatment of primary monosymptomatic

enuresisisdepicted in Figure 2.
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ADVANCESIN THE PATHOGENES SAND MANAGEMENT OF | DIO-
PATHIC STEROID RESISTANT NEPHROTIC SYNDROME IN CHILDREN

Rajendra Bhimma
Department of Mother and Child Health, Nelson R Manddla Schoal of Medicing University of Kwazulu-Natal, Durban, South Africa

Abgract : 20% children with adiapathic nephrotic Sydrome are steriod resistant (SRNS) according to ISKDC
report (1970); they are at the risk of developing ESRD, especiallythose with FSGS criteria; specific gene muta-
tion could be likely mechanism. Clinicaly, hypertention, hematurea, elevated sereim creation, massive protecriteria
are some of the possibl e predictors of steriods resistance. Optimal approach to SRNSis uncertain; newer immuneo
suppresive agents may benifit a small proportion of these subjects.

INTRODUCTION

The idiopathic nephrotic syndrome (NS) of childhood is a
heterogenous disorder characterised by massive proteinuria,
hypoal buminaemia, hyperlipidaemia and oedema. Histological
characteristics are non-specific and range from minimal change
disease, foca and diffuse mesangial proliferation to focal and
segmental glomerulosclerosis (FSGS). Immunoflorescense is
usually negative and electron microscopy shows fusion of the
epithelial cell foot processes'. Over 80% of children presenting
withaninitial episode of NSrespond to steroids (steroid senditive),
whilst the remaining 20% do not respond and are considered
steroid resistant (SR)2. On follow up, 50-60% of children in the
steroid responsive group havefrequent relapses or devel op steroid
dependant disease. This group of children together with those
that are SR are at risk for extrarenal complicationsof NS, aswell
as progression to end-stage rena disease necessitating renal
replacement therapy. Inchildrenwith SRNS (particularly FSGS)
who undergo transplantation, the overall risk for recurrence of
the primary diseaseisabout 25%'. Theaim of therapy isto control
the nephrotic state and thus prevent complications and to
especialy try and halt or delay progression to end-stage rena
disease. To date the plethora of agents in our therapeutic
armamentarium has failed to produce a drug that is the panacea
for this condition. Thus management of SRNS poses a major
therapeutic challenge to the attending clinician.

MECHANISM OF STERIOD RESISTANCE

Why some children develop resistance to steroids is not well
understood [6]. There are certain clinical, laboratory, and
histological characteristics that may predict the likelihood of
steroid resistance (Table 1). Recent studies have shown that
specific genetic mutations constitute a principle mechanism for
steroid resistance. Mutations of NPHSL, NPHS2, ACTN4 and
WTI genesareresponsiblefor severeformsof SRNSin childhood,
progressing to end-stage renal failure®. Positiona cloning has
reved ed defectsin these 4 different genes as monogenic causes
of SRNSin familial cases (Table 2)*.

Children presenting with NS in the first year of life are steroid

Tablel  Clinical, laboratory, and histological characteristics that may
predict the likelihood of steroid resistance.

Clinical Characteristics Laboratory

Hypertension (50-60% likelihood) Selectivity index >0.2

Haematuria (30% likelihood) Elevated plasma creatinine

Hypertension plus haematuria (20% | Tubular proteinuria (Increase excretion
likelihood) of B, —microglobulin retinol-binding
protein, lysozyme .

Black race Massive proteinuria (>10g/day)

Age of first presentation in infancy,

after 8 years or post puberty.

Primary vs. secondary steroid resistance.

Histology

Tubulointerstitial ~ disease on renal
biopsy or collapsing FSGS and >50
percent of globally sclerosed glomeruli

Non minimal change disease on
histology.

Table 2 Genetic mutations associated with SRNSin childhood.

GENE TYPE OF NS

NPHS1 Recessive mutations, encoding nephrin, (OMIM
No. 602716) causes congenital NS of the Finnish type.

NPHS2 Recessive mutations, encoding podocin (OMIN no.
604766), causes SRNS Type 1.

ACTN4 Mutations encoding actinin 4, (OMIN no. 604638),
causes autosomal dominant form of SRNS. An
additional locus for an autosomal dominant form of NS
has been mapped to chromosome 119q21-q22 (OMIN
no. 603965).

WTI1 Mutations are associated with congenital NS and diffuse
mesangial sclerosis in the Denys-Drash syndrome and
Frasier syndrome.

resistant. Two thirds of NS manifesting in the first year of life
can be explained by mutationsin 4 genesonly (NPHSL, NPHS2,
WT1, or LAMB2)®. Interestingly, NPHSL mutations occur in
congenital NS only. However there are likely to be additional

Correspondence: R Bhimma, Department of Maother and Child Health, Nelson R Mandela School of MedicineUniversity of Kwazulu-

Nata, Durban, South Africa e-mail : bhimma@Ukzn.Ac.Za



JIM SA October-December 2008 Vol. 21 No. 4

unknown genes mutated in early-onset NS that have still not
been detected. NS associated with syndromes in childhood are
SR and progress to end stage rena disease. The Denys-Drash
syndromeischaracterised by early onset of NSprogressing rapidly
to end-stage rena disease, male pseudohermaphroditism, and
Wilm's tumour®. The Frasier syndrome is characterised by the
association of male pseudohaemaphroditism and progressive
glomerulopathy’.

CLINICAL PRESENTATION

Themagjority of patients present between 2-7 yearsof age. There
isapreponderance of maleswith aratio of males: femalesof 2:1.
The disease is characterized by the sudden onset of oedema;
anasarca may develop with ascites, pleural and pericardial
effusions. Blood pressure is usualy normal but is sometimes
elevated. Abdomind pain is occasionally due to complications
such as peritonitis, thrombosis, or rarely pancrestitis. Sometimes
therapid development of asciteswith concomitant hypovolaemia
leadsto abdomina pain and malaise. Insome patientsoedemais
minimal and the nephrotic stateisonly discovered during routine
urineanaysis. Macroscopic haematuriamay occur inafew cases.
Common complications of SRNS include the following: acute
or chronic renal failure, growth retardation, increased
susceptibility to infections as a result of secondary
immunodeficiency from malnutrition, and arterial or venous
thrombosis.

TREATMENT

Symptomatic treatment is similarly to that of children who are
steroid sensitive. This includes dietary recommendations of no
added sdlt and adequate intake of proteins and vitamins with
reduced intake of foods high in cholesterol. Diuretics are used
for thetreatment of oedema. If thereisanasarca, sdlt freeabumin
together with loop diuretics is given for control of oedema.
Treatment includes prevention and appropriate treatment of
infections and thromboembolic complications, and treatment of
hypovolaemia, hypertension, and hyperlipidaemia. If the latter
isnot controlled by dietary restriction alone, lipid lowering agents
are used.

I mmunosuppressive Therapy

The optima gpproach to SRNS is uncertain.  Reports of the large
number of agentsused as pecific thergpy for SRNS bearstestimony
tothelack of asngleeffectiveagent for thetrestment of thiscondition.
Alkylating Agents

Cyclophogphamideand chlorambucil havebeen used either done, in
combinationwithord seroidsor withhighdosepulsesteroids. These
regimens have met with variable successrates of inducing remission
ranging from 10%to 70%. Many patientsexhibit feetures of seroid
toxicity. Theuseof pulsedose cyclophosphamideover afew months
induced remisson in 25-60% of children with SRNS*,
Inareview of 223 childrenwith SRNS, Bhimmaet d*° showed ditinct
racid differenceswith repect to responseto ord cyclophosphamide
therapy in Indian and Black children. In this study, a total of
183(82.1%) underwent rend biopsy; 84(45.9%) were Indian and
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99(54.1%) wereblack. Sixty-9x (36.1%) had minima changedisease,
66(36.1%) FSGS, 15(8.2%) proliferativeformsof NS, and 36(19.7%)
hed other forms of NS. Of the 50 children who were biopsed and
trested with ordl cyclophosphamideand corticosteroidsonly, 29(57%)
achieved complete remission and 5(12%) partid remission, al were
Indian. Inview of thelarge number of Indian patientsthat responded
to ord cyclophosphamide but the dismal responsein black children,
the authors recommend atria of ord cyclophosphamide thergpy in
non-black children with SRN'S before resorting to kidney biopsy™®.
Cylcosporin

Initid studies evauating the efficacy of cyclosporin in patients with
SRNSshowed ardatively smdl bendfit. Ineight uncontrolled studies
involving 60 patients, complete remisson was induced in only 12
(20%) . Inthestudy by the French Society of Pediatric Nephrology
involving 65 children with SRN'S, complete remisson was observed
in42% of children (48% with minima change dissaseand 32% with
FSGS). Eight of the 27 responders became steroid-sensitive when
they subsequently relapsed™. Patients who respond to cyclosporin
often relapse when the doseis tapered or discontinued Many reports
indicatethat theprolonged useof cydosparinisassociated with chronic
nephrotoxicity. The most prominent histologica festure of chronic
cyclosporin nephrotoxicity isthepresenceof tubulointertitial lesions,
characterised by sriped interdtitia fibros's containing groups of
atrophic tubules. Cyclosporin associated arteriolopathy is rarely
observed. Other side effects indude eevation of blood pressure,
hyperkalaemia, hypertrichosis, gum hypertrophy, and
hypomagnesaemia

Mycophenolate Mofetil

Mycophenolate Mofetil (MMF) is the prodrug of
mycophenolic acid (MPA) which is formed by hydrolysis.
MPA is a potent, selective, uncompetitive, and reversible
inhibitor of iosine monophosphate dehydrogenase. Thelatter
is an enzyme required for de novo purine synthesis. MPA
inhibits B and T-lymphocyte proliferation, as these cells are
critically dependant upon de novo purine synthesis for their
proliferation whereas other cell types can utilize salvation
pathways for purine synthesis.

MMF has been used in SRNS and FSGS. Although several
reports of the use of MMF in steroid dependent NS have been
published, apaucity of dataexistsconcerningitsusein SRNS.
Inastudy by Mendizabal et al*}, MMFwasgivento5 children
with SRNS.Only one achieved complete remission.
Withdrawal of the drug led to relapse with one patient
developing chronic renal failure'.

The advantage with the use of MMF is its benign side effect
profile compared to prednisone and cyclosporin. Its use is
not associated with nephrotoxicity, hepatotoxicity,
neurotoxicity, hyperglycaemia or abnormalities of lipid
metabolism.

Tacrolimus

Tacrolimus is a calcineurin inhibitor that is more potent in
cytokine suppression than cyclosporine. The main mechanism
of action of tacrolimus is through the inhibition of 1L-2
dependant T-cell activation, a process occurring during the
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early phase of T-cell activation . Tacrolimus also inhibits B-
cell activation, in part through its action on T-cells and also
directly by blocking TNF- & gene transcription by anti-lg
antibody . The drug only becomes active when complexed
with a distinct endogenous intracellular receptor (cystocolic
binding protein-FRBP_,) known as immunophilin . The
immunophilin drug complex interferes with intracellular
calcium-dependent signal transduction pathways, processes
that are central to T-cell activation The common biological
target for the resulting complex isthe calcium and calmodulin-
dependent protein phosphatase, calcineurin. Casereportsand
single centre studies have shown tacrolimus to be effective in
treating SR FSGS. In a prospective, open labeled study of 20
children with SR FSGS given tacrolimus (0.2-0.4mg/kg per
day in 2 divided doses over 12 hours adjusted to achieve a
trough level between 7-15ng/ml) for 12 monthsin combination
with low dose steroids and angiotensin converting enzyme
inhibitors, Bhimma et al showed tacrolimus to be a safe and
effective agent in the management of SR FSGS. At the end of
the treatment period of 12 months of tacrolimus therapy,
8(40%) children werein complete remission, 9(45%) children
werein partial remission, and 3(15%) failed to respond. The
average period of follow-up following cessation of tacrolimus
treatment was 27.5 months (range 13.7-43.7). At last hospital
follow-up 5 (25%) of children were in complete remission,
10 (50%) in partial remission and 2 (10%) in relapse. 3
children demised from dialysisrelated complicationsfollowing
cessation of tacrolimus treatment. Adverse events included
sepsis (2), nausea (2) diarrhea (2), anaemia (4) and worsening
of hypertension (4). None of the 14 children who underwent
repeat biopsy after follow-up for 6-18 months post treatment
showed evidence of calcineurin toxicity®.

In another prospective, open labelled study, Gulati et al treated
22 consecutive children with SRNS, 11 having FSGS, 9
minimal change disease and 2 diffuse mesangial
hypercellularity. Tacrolimus was withdrawn in 3 children
because of sideeffects. Of theremaining 19 children, complete
remission was attained in 16(84%) children, 2(10.5%) attained
partial remission and 1(4.5%) was non responsive',

Both of these studies together with several other case reports
an single centre studies have shown that tacrolimusis a safe
and effectiveform of treatment in children with SRNS. Several
patients included in the above studies were also
cyclophosphamide and/or cyclosporinetreatment failuresand
thustacrolimus can be used asrescue therapy in these patients.
Monoclonal antibodies

The lack of efficacy and side effects of the various forms of
immunosuppressive have lead to the consideration of the use
of other, less typical, immunosuppressive drugs. Recently,
several case reports have suggested that the monoclonal
antibody rituximab could be an effective treatment for steriod-
dependant nephrotic syndrome™. Rituximab has also been
used in SRNS and a prospective multicentre, opened | abelled
study of 22 patients with severe steroid dependant or SRNS,
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but cyclosporine sensitive disease, showed the drug to be
effectivein 19 of 22 patients.

The exact mechanism of action of rituximab in idiopathic NS
isnot known. Thefollowing effects have been found that may
possible explain its efficacy viz. down regulation of &-cell
receptors, shedding of CD 23 cells and apoptosis of CD20*
cells, generd regulatory effectsonthecell cycle, and increases
in MHC Il and adhesion molecules LFA-1 and LFA— 3
(lymphocyte function — associated antigen).

The finding that rituximab is effective as rescue therapy in
patientswith decreased or compl ete cessation of therapy using
other immunosuppressive agents, even when infused during
a proteinuric phase (when significant amounts of CD20
antibody are likely to be lost in the urine) bears testimony to
itsefficacy. Itsefficacy hasbeen reported inidiopathic NSin
several other case reports.

Other Agents

Other agents used in steroid dependent or SRNSincludeinter
alia vincristine, azathioprine, sirolimus and mizoribine.
Immunogl obulin transfusions have al so been used with varying
success.

CONCLUSION

Childhood SRNS poses a magjor challenge to the attending
physician. Although specific genetic factors such asmutations
inthe NPHS2 and other genes have been identified, suggesting
apossiblegenetic basisfor the SRNSin asubgroup of patients.
However in the majority of patientsthe pathogenesisremains
elusive. Thelarge numbers of agents used in the treatment of
this condition bears testimony to the lack of an optimal
approach in managing this condition.
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RENAL REPLACEMENT THERAPY IN CHILDREN

Sanjeev Gulati
Department of Nephrology, Fortis Hospitals, Noida, U.P., India

("Abstract : Chronic kidney disease (CKD) is characterized by an irreversible deterioration of renal function that gradually progresses to end-stage renel disease )
(ESRD). Once the estimated GFR declines to less than 30 mL/min per 1.73 m2 and the child isin Sage 4 CKD, it istime to start preparing the child and the family
for renal replacement therapy. Some form of renal replacement therapy will be needed when the weekly renal Kt/Murea falls below 2.0, which approximates a
creatinine clearance between 9 to 14 mL/min per 1.73 2. Children usually have a range of treatment options for kidney failure. The family should be provided with
information related to preemptive kidney transplantation, peritoneal dialys's, and hemodialysis. The best rehabilitation of uremic children can be achieved by renal
transplantation. Thisis the only modality that facilitates growth and development in children. In an ideal scenario, pre-emptive kidney transplantation is the gold
standard asit gives superior patient and graft survival with minimal side-effects. The other advantages are economic because of the cost savingsin terms of dialysis
expenses. The aim of dialysisisto bridge the period of terminal renal insufficiency until transplantation becomes possible. Many children begin with dialysis to stay
healthy until a suitable kidney becomes available. Sometimes, a transplant itself may stop working, and the child may need to return to dialysis. Peritoneal dialyss
is much more common in infants and younger children, in large part due to vascular accessissues, and hemodialysis becomes more common in older adolescents.
Although transplantation is the treatment of choice for children with ESRD, maintenance dialysis can provide satisfactory life expectancy for patients with no
possihility of trangplantation or highly sensitized patients. Peritoneal dialysis can be performed by parents at home, overnight with a cycling machine. Hemodialysis
usually takes place threetimesaweek, but it may be required more often in smaller children. Each treatment lastsfrom3to 4 hours. An early diagnosis of CKD and
prompt referral to an appropriate centre would help in increasing the rates of pre-emptive renal transplantation in children in our country. For those in whom

\ Iransplant is not an immediate option dialysis offers a bridge till this therapy becomes an option. Y,

INTRODUCTION

Chronic kidney disease (CKD) is characterized by an irreversible
deterioration of rend function thet gradudly progressesto end-stage
rend disease (ESRD). Children develop end-stage rend disease
(ESRD) a an annud rate of 0.5to 5.5 per million population. CKD
has emerged as a serious public hedlth problem. In the past decade,
the incidence of the CKD in children has steadily increased, with
poor and ethnic minority children disproportionately affected!.
The definition and classification of chronic rend disease may help
identify affectedindividuas, possibly resultingintheearly ingtitution
of effectivetherapy. Toachievethisgod, theKidney Dissase Outcomes
Qudlity Initiative (K/DOQI) working group of the Nationa Kidney
Foundation of theUnited Statesdefined CK D as* evidenceof structurd
or functiona kidney abnormadities (abnorma urinalysis, imaging
sudies, or histology) that persist for a least 3 months, with or without
adecreased glomerular filtration rate (GFR), as defined by a GFR of
lessthan 60 mL/min per 1.73 " 2,
ESTIMATION OF GFR
The GFR is equa to the sum of the filtration rates in al of the
functioning nephrons; thus, estimation of the GFR gives a rough
measure of the number of functioning nephrons. A reductionin GFR
implieseither progression of theunderlying diseese or thedeve opment
of asuperimposed and often reversible problem, such as decreased
rend perfuson due to volume depletion. The norma GFR varies
with age, gender, and body size. Children achieve adult values for
mean GFR at gpproximately two years of age The etimation of the
GFR by the cretinine clearance in a24-hour urine collectioniseasy
to perform, but has limitations including frequent incomplete
collections, epecidly ininfantsand young childrenwho arenct toil et-
trained.
The work group on chronic kidney disease (CKD) for the Kidney
Disease Outcome Quadlity Initiative (K/DOQI) recommends thet in
children, thelevd of GFR should be estimated from the Schwartz. In
the Schwartz equation, GFR is caculated by the following:

GFR =k X Height (cm) / Pcrest
Height representsthebody height measured in centimeters, and Pereet
istheplasmacregtinine. The congtant k isdirectly proportiond tothe
muscle component of body, and varies with age. The vaue for k is
0.33in premature infants through the first year of life, 0.45 for term
infants through the first year of life, 0.55 in children and adolescent

girls, and 0.7 in adolescent boys.
CLASSIFICATION

The observetion that many of the complications of CKD can be
prevented or delayed through early detection and treatment prompted
the K/DOQI workgroup to develop a formd staging system for
stratification of CKD based on the level of kidney function,
|ndependent of the primary rend diagnosis.
® Jagel disseseisdefined by anorma GFR (> 90 mL/min per
173n)
® Sage?2 dissaseisaGFR between 60 to 89 mL/min per 1.73 m?
® Jage 3 discaseisa GFR between 30 and 59 mL/min per 1.73
ny
® Sage4 dissaseisa GFR between 15 and 29 mL/min per 1.73
ny
® Sageb5dissaseisaGFR of lessthan 15 mL/min per .73 m? or
ESRD.

TREATMENT CHOICESFOR KIDNEY
FAILURE IN CHILDREN

Oncetheegtimated GFR declinestolessthan 30mL/minper 1.73m2
andthechildisin Slage4 CKD, itistimeto sart preparing the child
and the family for rend replacement therapy. Some form of rend
replacement therapy will be needed when theweekly rend Kt/\VVurea
falsbeow 2.0, which approximatesacrestinine clearance between 9
to 14 mL/min per 1.73 m2. However, rend replacement therapy is
often initiated before children reech these levels for the following
ressons.
e Limitationsof totd caorieintake resultinginfalureto thrive
e Clinicd symptomsattributableto uremia
e Deday in psychomotor development and/or educationd issuesfrom
progressve CKD
Children usudly have a range of treatment options for kidney
failure The family should be provided with information related to
preemptive kidney transplantation, peritoneal dialysis, and
hemodialyss Inmost cases, thegod isto haveasuccessful transplant
that alows the child to lead the most normd life possible. The best
rehabilitation of uremic children can be achieved by renal
trangplantation®. Thisisthe only modality that facilitates growth and
development in childrent. Theam of didysisisto bridgethe period
of termind rend insufficiency until transplantation becomespossibleb.
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In an ided scenario, pre-emptive kidney trangplantation is the gold
dandard asit gives superior patient and graft surviva with minimal
Sde-€ffects. The other advantages are economic because of the cost
savingsintermsof didysisexpenses’. Thereisagrester potentia for
preemptive rend transplantation in children due to having parents
who areahdf haplotypematch, arerdatively young and hedlthy, and
are willing to donate a kidney. But viable kidneys are not dways
readily available, and not al children can have a transplant. Many
children begin with didyss to stay hedthy until a suitable kidney
becomesavailable. Sometimes, atrangplant itself may stop working,
andthechild may needtoreturnto didyss Theregidtry of theNorth
American Pediaric Rend Transplant Cooperative Study (NAPRTCS)
reportsthat of patientsinitiating rend replacement therapy in pediatric
centers

e Onequarter of children underwent preemptiverend transplantetion
e  Onehdf were sarted on peritoned diaysis

e Onequarter were started on hemodiayss

TRANSPLANTATION

Transplantation means that a hedlthy kidney from adonor is placed
ingdeachild’sbody to take over thejob of filtering wastesand extra
fluid from the blood. The donor may be astranger who hasjust died
or aliving family member or friend. Once kidneys fail because of
chronickidney disease, function cannot berestored, sotrangplantation
is the closest thing to a cure we have. A child with a transplant will
il need to teke medicinesevery day, follow arestricted diet, and get
regular checkups to make sure the new kidney is accepted and
functioning in the body. Over the last decade there has been a
progressive improvement in result sof kidney transplantation in
children. A retrospectiveanaysiswasdoneof 39 pediatrictransplants
(age at trangplant <18 yrs) done at our centre over the lagt 10 years.
The 1-year paient and graft surviva was 89%. Three year patient
and graft surviva was 70%. Kgplan Méer reveded actuarid graft
survival a 5 years of 50%. The mgor cause of graft loss was
noncompliance with immunosuppressive egents’. An andyssof the
next 61 transplants however reveded a distinct improvement when
due attention was paid to compliance. In along-term Swedish study
of childrenwho received cyd ogporine, prednisolone, and azethioprine,
5- and 10-year dlograft survival rates were 77 and 66 percent,
respectively. Patient surviva is better in pediatric rend transplant
recipients than adults®®.

Preemptive Transplantation

Preemptive transplantation means that the child receives a donated
kidney beforediadys sisneaded. Somegtudiesindicatethet preemptive
transplantation reduces the chances of rejecting the new kidney and
improves the chances that it will function for along time. Another
advantage epecialy inacountry like oursisthe cost saving because
of avoidanceof didyss’.

Diseased Lidneys

Vein

Transglanied
ey

Kidney transplantation
Bladder Transplanted ureter
Living Donor Kidneys
About haf of the kidneys transplanted into children are donated by
family members—usudly a parent—or a family friend. Potentia
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donors need to be tested for matching factors and to make sure that

donating a kidney will not endanger their heglth. Mot people can

donate akidney with littlerisk.

A kidney from aliving donor often has advantages over a kidney

from aperson who hasjust died.

e A kidney fromaparent isguaranteed to match on at least three of six
proteins, mismatched proteins may cause rgjection.

e Living donation dlowsfor grester preparation and for the operation
to be scheduled.

e A kidney from aliving donor may bein better condition because it
does not have to be trangported from one site to another.

Deceased Donor Kidneys

The cadaveric transplant programme in Indiais in infancy. In US
every person who needs an organ from adeceased donor isregistered
with ta central network which maintains a centraized computer
network linking all regiona organ gathering organizations and
transplant centers. How long thechildwill havetowait for atransplant
dependson many thingsbut isdetermined primarily by how goodthe
match isbetween the child and the cadaveric donor. When akidney
becomesavailable, thehospita that hasobtained thekidney reportsto
the network registry, where the centra computer generates alist of
compatiblerecipients. In our country the cadaveric donor programme
is yet to take off and living donor transplantation remains the
predominant choice.

DIALYSS

There are 2 types of didyss: hemodidysis and peritoned didyss.
When preemptivetransplantationisnot an option, thechoicebetween
thetwoformsof dialysisisgenerdly dictated by technical, socid, and
complianceissues, aswell asfamily preference. Peritoned didysisis
much more common in infants and younger children, in large part
due to vascular access issues, and hemodiadysis becomes more
common in older adolescents. However, hemodiaysis can be
performed successfully ininfants and very young children.

(a) Hemodialysis

Although transplantation isthe treetment of choice for childrenwith
ESRD, maintenance HD can provide satisfactory life expectancy for
patients with no possibility of transplantation or highly senstized
patients. In hemodidyss, the child’sblood issent through afilter to
removeharmful wastes, extrasdt, and extrawater. Hemodidysishelps
control blood pressure and keep the proper baance of potassum,
sodium, cacium, and bicarbonate. Hemodialysis uses aspecid filter
cdledadidyzer. Duringtrestment, blood travelsfrom thechild'sbody
through tubes into the diayzer, which filters out wastes and extra
water. Then the cleaned blood flows through another set of tubes
back into the child’ sbody. Thediayzer isconnected to amachinethet
monitors blood flow and digposes of the wastes. Regarding dialysis
technique , the extracorpored circuit (‘tubing’) must be adapted to
the size of the patient. The entire circuit volume should not exceed
10-15 per cent of thetota blood volumeof thechild. Insmall children
and infants, diadlyser and tubing should be ‘primed’ with blood to
prevent circulatory collapse. Heparinisused to prevent clottinginthe
extracorpored circuit. The usud loading dose &t initigtion of HD is
2000U/m?2, themaintenance dose 400 U/m?/h; monitoringisusualy
performed by measuring activated clotting times (ACT). In patients
with highrisk of bleeding or heparin-induced thrombopenia, regiond
citrate anticoagulation should be used.

Hemodialyssusudly tekesplacein acentrethreetimesaweek, but it
may be required more oftenin smaler children. Each trestment lasts
from 3to4 hours. A recent advancement ishomehemodiayss, which
dlowsmoreflexibility inscheduling but requiresthe caregiver toteke
weeksof training. During trestment, the child can dohomework, reed,
write, deep, tak, or watch TV10. Children who are to receive
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hemodiaysiswill need eva uetion of their vascul ature for placement
of an arterio-venous (AV) fistula several months before the first
trestment. Alternatively acuffed doublelumen catheter can beplaced.
The use of AV fistula, the recommended type of vascular accessin
adults, is limited in children due to the sze of their vessdls. The
NAPRTCS database reports that 78.6 percent of children receiving
hemodiayssuseanexternd percutaneouscatheter for vascular access,
11.8 percent have an AV fistula, and 9.2 percent have an arterio-
venousgraft. The5 year patient surviva ratefor children receiving
chronic HD was 95 per cent, being comparable with the results of
living-rel ated donor transplantation (92 per cent). Long-term results
of chronic HD in infants are worse; in one single-centre report
(including 20 infants with 11 receiving transplants) the overdl 14
year surviva was 60 per cent and sgnificantly better in children
weighing greeter than 5 kg (73 per cent) than thoseweighing less (20
per cent) at initiation of HD*,

(b) Peritoneal Dialysis

Peritoned didysis can be performed by parents a home, overnight
withacycdingmachine. Thispotentidly alowstheleast disruption of
homelife, school, andwork atendance, when compared toambulaory
peritoned didyss, which oftenrequiresadiaysisexchangeprocedure
to beconducted during school hoursand hemodidysiswhichreguires
three weekly trestments of a leest 3 to 4 hours (not counting travel
time). In developing countries like India, pediatric hemodidysis
fadilitiesarescarceand thereisno maintenance hemodiayssprogram
inmost of thenephrology centers. ThusCPD remainstheonly availadle
option asa bridge between ESRD and transplant in remaote aress'.
Inaddition, accesstoanearby hemodiaysiscenter may not bereedily
avallable to patients and their families or the personnel may not be
trainedto carefor children, especidly pre-pubertd childrenandinfants.
Peritoned dialysis usesthelining of the child's dbdomen, called the
peritoned membrane, to filter blood. CPD is most often based on
patient and family preference, center philosophy and availability of
desired expertise. Children who are to initiate peritoned diayss
undergo abdomind surgery for placement of a peritoned diaysis
catheter. 1dedly, there should be a period of 10 daysto 3 weeksto
provide for hedling of the abdomind wound to occur prior to the
initigtion of didysist. Peritoned didyssismorecommonininfants
and young children than hemodiaysis due to the above mentioned
vascular access problem. The peritonedl didyss solution containsa
mixture of minerals and dextrose dissolved in water and isinserted
intotheabdomen through asoft tube. Thedextrose, drawsnitrogenous
wadtes, dectrolytesand extrawater fromthetiny blood vessdsinthe
peritonedl membraneinto the didyss solution. After sometime, the
used solution—now |oaded with the wastes and extra fluid thet the
kidneys would have filtered out—is drained from your child’s
abdomen through the tube. The period thet didysissolutionisin the
abdomen is caled the dwell time. The abdomen isfilled again with
freshdidysissolution, and thecyclerepeets. Theprocessof emptying
andrefilling theabdomeniscaled an exchange and takes about 30to
40 minutes. Following catheter placement, PD is darted with alow
exchangevolume (300 mi/m2or 10mi/kg). Small amountsof heparin
(200 1E/1) can beadded to prevent catheter obstruction by fibrinclots.

Peritoneal dialysis
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The exchange volumeis dowly increased over severd daysand the
exit dte is repeatedly checked for leskage of didyss fluid. The
exchange volumes are increased to 1000-1500 ml/m 2, the find
volume, during thesecond week. Some centreshavegained experience
with intraabdomind pressure measurements, which may be helpful
in adjusting the diaysis dose to the individua need of the patient™.

Peritoned dialysis can be donewith or without acycling machine,

e Continuous ambulatory peritoneal dialyss (CAPD). CAPD
requiresno machineand canbedoneinany clean, well-lit place. The
didysis solution passes from a plastic bag through the catheter and
into the abdomen, where it staysfor severd hours with the catheter
seded. After thedwdl time, thechild drainsthedidysissolutioninto
adrain bag for disposd. Then the same catheter isused to refill the
abdomenwith fresh solution so the dleaning processcan beginagain.
With CAPD, the didyds solution stays in the abdomen for 4to 6
hoursor more. Most people changethe dialysissolution at least four
times aday and deep with solution in their abdomen at night. With
CAPD, it isnot necessary to perform an exchange during the night.

e Continuous cydling peritoneal dialyss (CCPD). CCPD usss a
mechine caled acyder tofill and empty the child’s abdomen many
times & night during deep. In the morning, the child begins one
exchange with a dwell time that lasts the entire day. An additiona
exchange without the cycler may be added in the middle of the
afternoontoincressetheamount of wasteremoved and toreducethe
amount of fluid left behind.

Bothtypesof peritoned didysscan beperformedinthehomewithout
help from anurse or doctor®. If your child is very young, you will
need to help with the exchanges or set up the cycler. Older children
can do it themselves. The child and the family needs detailed
ingtructions and extensve training so that they fed confident when
performing these exchanges.

The most common problem with peritoned didysisis peritonitis, a

serious abdomina infection that can occur if the opening where the

catheter entersthe body becomesinfected or if contamination occurs
asthecatheter isconnected or disconnected from the bags. Peritonitis
requires antibiotic treatment.
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OBSTRUCTIVE UROPATHY IN NEWBORNS

S. K Chowdhary
Department of Pediatric Surgery, Indraprastha Apollo Hospitals, Sarita Vihar, New Delhi — 110076, India

necessary as early asthefirst month.

("Abstract : One percent babies are born with varying grades of obstructive uropathy. In less than half of them surgical intervention may be)
necessary at the right time to protect the kidney fromdeterioration. Bilateral obstruction iscommonly dueto infravesical obstruction second-
arytolesonsasbladder outlet or urethrai.e, posterior urethral valvesin boysand uretrocodlein girls. Majority of themare symptomatic and
may requireintervention in the neonatal age. The corner stone of diagnosisisa well performed micturating cystourethrogram. EndoscoOpic
procedure under direct vision and video recording can take care of the vast mgjority of the lower urinary tract lesons in neaborns. The
commonest aetology or upper urinary tract obstruction are pelviureteric junction obstruction and vesi coureteric junction obstruction. Apelvic
diameter of morethan 15 mmand ureteric diameter more than 10 mmare significant dilatation and requires serious attention. Thelow GFR
of a newborn kidney does not allow the functional imaging to be very reliable. Accurate and serial measurement of the pelvic dilatation along
with drainage studies with isotope renogram can allow an reliable assessment by one mouth. In a small percentage, intervention may be

\ Key words : Obgtructive uropathy, posterior urethral valve (PUV), ureterocoele, Pelviureteric junction obstruction (PUJ obstruction).

J

INTRODUCTION

Obstructive uropathy isdefined asobstruction to theurinary tractinsuch
a way that the renal function of individua kidney is at risk from
deteriorating. One percent babies are born in our country with various
grades of urinary dilatation and approximately haf of these may need
intervention'. It is important to segregate those babies who are a risk
from deterioration and prevent rend dysfunction. Thisreview paperisan
attempt to introduce the physicians to common causes of obdtructive
uropathy innewborns, early detection and currently availabletechnology
to treat them and prevent rend damage.

The urinary tract developsin the third month of intrauterine life and the
urinegtartsflowing at about the sametime. Any obstructivedissaseinthe
urinary tract at this stage leads to changesin the urinary bladder, ureter,
and kidneysdepending ontheleve of obstruction. Progressivedilatation
isadefinitive evidence of sgnificant evolving obstruction. Thedecison
regarding the need for intervention in a baby with upper tract urinary
obstructionisnot an easy oneastheobstructionisnever absolute, however
if Ieft done, it hasthepotentid tolead torend deteriorationinasgignificant
mgority.

ANTENATAL DIAGNOSISAND
INTERVENTION

Inthelast decade there has been ever increasing availability of antenatal
fetal ultrasound being donein our country. It isimportant to gppreciate
thatinfetd life, towardsthethird trimester thefetd urineproductionisas
high as 30mL/hr which is 90 % of the amnictic volume. There aretwo
implications of this knowledge, that babies with lower urinary tract
obstruction havedligohydramniosand mild dilatation of theupper urinary
tract (Pelvic anteropogterior diameter  5—10mm) doesnot requireany
investigation other than serid USfollow up. Ingenerd, earlier thediagnosis
of urinary tract dilatation (<28 weeks), prognosisis poorer.
Thereisapopular grading system for antenatd dilatation of kidneysand
ureter which is the objective system accepted by the society of feta
urology?.

Thedilatation of theurinary tract reflectstheleve of possibleobstruction.
Incaseof infravesica obstruction, oneisableto seeapersstently dilated
bladder with bilatera hydronephrosis. When the obstruction is at the
leve of ves couretericjunction, thereishydrouretero-nephros s However,
if theobstructionisa theleve of pelviuretericjunction onewill seeonly
hydronephross. Whereas, themilder gradesof dilatationinthirdtrimester

Table 1. : Growing of Antinature dalation of Pelvicalycecal system

Renal Renal Complex Renal Parenchymal

image Pelvis, calyces thickness

0 Intact normal

1 Slight splitting normal

2 Splitting, Pelviswithin normal

3 Wide splitting, pelvisextrarenal  normal
Calyced dilatation

4 Pelvic and calyceal dilatation thin

Grade of ureteric dilatation (UD) (1)<7 mm; (II) 7—10 mm;
(11> 10 mm

may reflect minima obstruction or fetd diuress leading to transient
dilatation, severe grades are associated with obstructive uorpathy.
Inacaseof infravesica obstruction, thestuation isfar more seriousthan
unilatera obstruction. Thisisbecause of the potentia for damageto both
kidneys! Therefore, the effort to evolve prognostic criterion to predict
outcome for infravesical obstruction and segregate those who need are
likely to benefit from antenata intervention hasbeen going on. The poor
prognostic criteria worse outcome include®.

Dilatation before 24 weeks gestation.

Moder ate/savere hydroureteronephrosis (Pelvis AP dia > 10 mm).
Thick walled bladder with oligohydrannios.

Echobright renal cortex with microcystic changes.

Fetal urine NA > 100 meg/L, Cl >90 meg/L and csmolality > 210
mosnyL.

Wheress, for obvious reasonsin unilaterd obstructive uropathy thereis
norolefor fetd intervention, those babieswho haveevidenceof hilatera
dilatation need amuch more serious evaudion in adedicated centre. I
the evauation suggests a poor outcome the parents may exercise the
option of terminating pregnancy. Fetd intervention isavailablein sdlect
centresworld wide in the form of vesico amniotic shunt and even direct
cystoscopic ablation of posterior urethra valves*S, However, mgority of
the centres have not been able to demonstrate a huge difference in the
outcomein favour of feta intervention. However, that shold not be used
as evidence to discredit the technology of fetd intervention as this has
been offered to sdlectively only those who were going to havetheworst
outcome anyway ! while, the technology of fetd intervention continues
to undergo continuous refinement, at present thereislimited role of fetal
intervention, only in those babieswith bilateral obstructive uropathy and

poor prognoss.
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POST NATAL INVESTIGATIONS

The babies who are born with obstructive uropathy generally have
had serid ultrasound scansandin properly performed scansthediagnosis
is made before birth. However, in our country largely only screening
ultrasound is done outside dedlicated fetal centre. The vast mgjority are
asymptomatic a birth unlessthey have associated pulmonary hypoplasia
andbilaterd obstructiveuropathy withinfravesical / urethral obstruction.
Thesymptomsisthesebabiesmay berdated tothe presenceof obgtruction
to urineflow or secondary complications like urinary infection or rena
failure. The obstruction in urine flow depending on the degree and leve
of obgtruction leading to dribbling, overflow incontinence, papable
bladder, rend lump and rardly papable ureters. Urinary tract infection
can be severe and is commoner in the firgt three months. The role of
prophylactic antibiotics continue to be debated, however arecent large
seriesover aten year period has supported its use®.

In aasymptomatic baby, investigations should be sarted 48 — 72 hours
after birth in order to alow the fetd urine production to recover from
oliguric phase and serum levelsto reflect the true levelsin the baby. The
investigations should start with an ultrasound measuring rend pelvisAP
diameter and micturating cystourethrogram. If rend pelvisislessthan 15
mm, nofurther investigation may benecessary other than USat 3months.
However, if rend pelvismessurement isgrester than 15 mmamicturaing
cystourethrogram has to be done. If it shows vesicoureteric reflux,
prophylacticantibiotic hasto beused. However, if theM CU demongtrates
a primary pathology like posterior or anterior urethra valves and
ves couretericrefluxissecondary, the primary pathol ogy needstreatment.
A DMSA scan should be done in either case of primary or secondary
vescoureteric reflux. If MCU does not show reflux, an isotope scan
MAG3/DTPA hasto be done between 4-6 weeks.

Obstruction to the urinary tract in baby can be conclusively proven on
papable lump (bladder, kidney), progressive dilatation of urinary tract,
fdlingdifferentia functionon MAG3/DTPA over aperiod of observation.
The other featuresare an initia differentia function less than 35 % and
dilated pelvisgreater than 30 mm or recurrent urinary tract infectionwith
dilated and dow draining systems. Thecorrelaion of apeviswithgreeter
than 50 mm pelvis done versus need for surgicd intervention based on
fal of differentid function was 100 % in the largest published series’.
Therefore, inacase of PUJ obstruction with pelvic dilaation larger than
30—50mm. theremay beneedfor intervention earlier thanthreemonths.

MANAGEMENT OF NEONATAL
OBSTRUCTIVE UROPATHY

Infravesical Obstruction

Themost serioussymptomsin neonata period areproduced by significant
infravesica obstruction. This leads to dribbling micturition, papable
abdomina lump, septicaemia, dyselectrolytaemia, featuresof acuterend
failure and papable abdomina lump.

The common lesions in a newborns producing these symptoms in
newbornsinclude posterior urethra valve, ureterocoele. Rarely, anterior
urethral valve, congenital urethral stenosis, syringocoele, urethral
diverticulum, urethrd atresiacan produce Smilar symptoms. Theinitiad
management of dl these conditions is insetion of a urethral catheter,
assessment of biochemica parametersand intravenousantibictics. If the
metabolic and infective parameters reverse with these Smple measures,
thecurrent management includes cystoscopic adlation of vaves, deroofing
ureterocoele or syringocoele depending on the diagnosis. The diagnos's
is based on a good voiding cystourethrogram done under intravenous
antibiotic cover.

Thetechnical feasihility of doing asatisfactory clearance of obstruction
endoscopically isdependent on the size of urethra. Usudly, a3 kg baby
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hasaurethra cdiber which dlows aneonata resectoscope to be safely
negotiated and obstructionrelieved satisfactorily. However, if thebaby is
smdler than term, thet can be difficult and in thet case acystoscope with
straight working channd with cold knife could be used. The use of any
other insrumentsasin the past and continuing even now inmany centres
for thewant of gppropriateinstrumentation haslead to alot of morbidity
seeninolder children. In current day and age onecanvideorecord al the
neonatal endoscopic procedures and that is the surest way of ensuring
that appropriate treatment for the pathology has been done. It is
reproducible and can be used to comparewith futurefindings. All babies
must undergo acheck cystoscopy at threemonthsto ensurethat adequate
clearance has been done.

The resolution of the pathology is suggested by the improvement of
symptoms, but the follow up must include radiologica evauation and
biochemical tests. For example, in ababy with posterior urethrd valvea
pre and post ultrasound evaluation can tell the reduction in bladder wall
thickness, post voiding residue, and dilatation of upper tract. Smilarly,
endoscopic deroofing of ureterocod e, diverticulum etc requires careful
follow up and delayed reconstructionin 50 % of the babieswho undergo
endoscopic management in the neonata perioct.

Inasmall but significant proportionitisnot possibletorelieveobsruction
by endoscopic technique or because of the associated bladder neck
hypertrophy. Under thosecircumstancesit may benecessary totemporarily
divert the urine at thelevel of the bladder caled vesicostomy. Although,
initid studies raised concerns about harmful effects on the function of
bladder more recent studies havefailed to show any ill effects.

In fact, there should be no heditation in considering vesicostomy in the
interest of long term safety of the baby?®.

However, if ababy continues to have araised serum cregtinine level or
perdistent uroseps stheremay beacasefor high diversion. In someunits,
onewould consider apercutaneousnephrostomy beforegoing ontohigh
ureterogtomy.

Vesicouretericjunction obstruction

Thisisarather uncommon abnormality in anewborn and characterised
by unilateral or bilateral hydroureteronephrosis. In a case of
hydroureteronephrosis, if thereis no vesicoureteric reflux seen than the
probable diagnos's intervention include symptoms, diameter of ureter
(>10 mm) differentid function<35% or falen by 10% during the period
of observation.

Inanewborn, uretericreimplantationisassociated with avery highfailure
ratein caseif obstructed megavrreters. Therefore, one can try endoscopy,
dilatation and insertion of DJgtent; the same procedure can be donewith
much higher success rate by open technique. However wheress this
certainly can take the baby and the kidney through, therisk of insertion
with foreign body remains. The other aternative is lateral or end
ureterogtomy.

Pelviureteric junction obstruction

Thisisoneof thecommonest obstructiveuropathy innewborns. However
a very small proportion of those who have antenatal diagnosis of
pelviureteric junction obstruction actudly will need intervention. The
pelviuretericjunction obstruction can bedueto an actud aresalsenoss
at PUJ, high insartion of ureter, anteriorly crossing vesselsetc.
Wheress, thevast mgjority do not need intervention, thereareafew who
may needintervention if the pelvic APdiameter hasprogressed to higher
than 40-50 mm with an obstructed curveand differentia function of less
than 35%.

Inthese casesin our hospital the protocal isto do aretrograde pylogram,
DJ stenting and Anderson Hynespyeloplasty. Unless there is poorly
devel oped parenchyma, the post operativeresultsareworth dl theefforts
in doing the procedure in newborn period.

TheApollo experience (2004-2007) with neonatal obstructive uropathy
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isoutlined in the accompanying Table 2.
ez 0 experience With Neo TuCtive ur = n=

Diagnosis

Bladder outlet obstruction

Posterior urethral vave 17

Ureterocodle 07

Anterior urethral vave 01

Congenita urethral stenosis 01

Dysfunctiond voiding

\esicoureteric junction obstruction

Pelviureteric junction obsgtruction

Follow up results 15 PUJ

588

01-36 months
Mean =12
Degth dueto rend failure 01

Living with rend failure 01

Fal in differentia rend function 03
Improvement in Diff rend function

No sgnificant change

Improvement in drainage 10

Growth of cortical matter 10

Success defined as stable differentia rena function or improvement, reductionin
pelvic dilatation, improvement in drainage and increase in cortical thickness 10/
15.

Pelviureteric junction obstruction can be severe enough in a smal
proportion of babiestorequireintervention early. Theoutcomeof surgery
in newborn is dependant on the quality of rend parenchyma, length of
the obstructing segment, qudlity of surgery and feasibility of DJstenting.

CONCLUSION

Neonata obstructiveuropathy isoneof thecommonest causeof reversble
urosepsis and rend failure in newborns. The symptoms are more

05
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pronounced if thereisinfravesica obgtruction or obstructioninasingle
functioning system. The corner stone of diagnosis of infravesica
obstruction isamicturating cystourethrogram.

Thevast mgority with obstructive pathology below the bladder can be

managed by a neonatd resectoscope (9 F) or a cystoscope and cold
knife(7.5F). Thebabieswho undergo such treatment must haveacheck

a 3monthsforimprovementindinical symptomsandradiologica sign
with reversal of biochemica parameters. A smal proportion will need
temporary urinary diversion.

Vesicoureteric junction is not common. However, in case it warrants
intervention, it isusually temporary and definitive repair is done a one
yesr.
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Surgery for TB Spine. Aziz, A., Pakistan
Tuberculosisistheworld'sleading cause of desth, fromasingleinfectiousdiseasewithtwo million
deathsin 1990. It is most endemic, chronic infection, which parayses the society when it affects
the spine due to its resultant neurological deficit. Despite the adequate control of pulmonary
tuberculosis, theincidence of musculoskeletal tuberculosisisincreasing. Tuberculous spondylitis
being endemic in underdeveloped countries including Pakistan has considerable socioeconomic
and orthopaedic concern. In spite of dl the advances regarding diagnosis, treatment and total
control of many diseases, thissew but grave disease il affects consderable number of casesand
makesthem disabled and evenpardyzed. Being atertiary carecenter, Ghurki Trust Hospitdl entertains
morethan 100 patientsof T.B Spine per year who require operativetrestment. Inthelast 30 months
we have performed more than 300 Anterior Decompressions of spineand more than 80% of them
werefor T.B Spine. Patient selection, indications of surgery, surgical procedures and follow-up of
patientswith T.B Spine will be discussed in detail.

Controversesand Newer Advancesin Fracturesof the Scaphoid.
Kotwal, P. P. & Gupta, \, India

The Scaphoid is the most commonly fractured bone, the second commonest fracture in wrist
injuriesafter fracturedistal radius. The Scaphoid boneisoneof the eight carpalsbonesinthewrist
and occupiesan important position in the proxima row. It playsakey rolein thekinematics of the
wristjoint, yet itsprecarioushblood supply makesit vulnerablefor thefracturesto gointo nonunion.
Although aplethoraof methods are availablefor the trestment of fracture of the Scaphoid varying
from cast gpplication to internd fixation, alot of controversy exists about the choice of method. If
not treated properly, afractureof the Scaphoid can gointo non-union, malunionand may subsequently
resultinto carpal instability and finally degenerative arthrosis. There are many newer advancesin
theimplants aswell astechniquesin the treatment of fractures of the Scaphoid.

Wehavetreated atotal number of 50 casesof fracturesof the Scaphoid, at the All Indialnstitute of
Medical Sciences, New Delhi, India during the period 1997 to 2008. All cases were treated by
internal fixation using K-wires' Herbert screw/ Herbert Whipple screws; with or without bone
grafting. The following is the bresk up of cases where internd fixation has been done: Different
method of bone grafting such as non-vascularised, vascularised, muscle pedicle bone grafting etc.
were employed in additional to internd fixation. The following types of bone grafting methods
have been employed:- Iliac crest bone graft - 15; Distal radius bone graft - 8; Pronator Quadratus
based muscle pedicle graft - 12 ; Vasculaised bone graft - 15; Total 50 Cases; Good results were
obtained in about 80% of cases. Thispaper discussesthe controversiesand newer techniquesinthe
trestment of fracture Scaphoid, besides the resultsin 50 cases.

Compressve Myelopathies. Hammack, J. E., USA

Themechanismsof compressivemyel opathy span the spectrum of human disease, themost common
of which are traumatic and degenerative. Inflammatory, neoplastic, and even metabolic disorders
must be considered in the differential diagnosis. The patient’s history and clinical examination are
the most important diagnostic tools. The history should include a detailed past medica history
including ahistory of maignancy, infection (HIV and otherwise), autoimmune disorders, diabetes
mellitus, drug abuse, spinal surgery or injection, and spinetrauma. Theexamination shouldinclude
visuaization and palpation of the entire spine, looking for deformities and point tenderness. A
completemotor and sensory examination (including asearch for asensory level) isessential asisan
evauation of sphincter tone. MRI of the spine or myelography isan important diagnostic adjunct.
MRI isthe best tool for visudization of the spina cord, roots, discs, and paraspind soft tissues. |
shall focusmy review on the diagnosisand treatment of non-traumatic compressive myelopathies
including degenerative spinal stenosis and epidura cord compression by metastatic tumor.

M echanism(s) for PrematureAgingin Inflammatory Disease.
Clowes, J. A, UA

Subjectswith Rheumatoid Arthritis(RA) havedecreased longevity, a leastin part, duetoincreased
cardiovascular disease. Our understanding of the mechanisms behind the premature senescence
observed in RA is currently in its infancy. There is however an increasing body of data which
examines mechanisms involved in aging which may explain our observations in RA. We will
explorethe evidence supporting premature senescencein inflammatory diiseases. Wewill examine
the current theories and mechanisms of aging and trand ate these findingsto explain the premature
senescenceobservedininflammatory arthritis. Wewill present somenovel theoriesand datarelating
to stem cells and their role in premature aging. Finaly, we will summarize existing research and
discuss potentia interventionsto prevent and treat patients with chronic inflammatory diseases.

Our Experiencewith SIGN Nail at Ghurki Trust Teaching Hospital/ Lahore Medical and
Dental College, Lahore, Pakistan — The Resultsand Difficulties. Akram R & Aziz A,
Pakistan
The SIGN Program started at Ghurki Trust Teaching Hospital in 2004 November, since then 250
poor patients got benefit from this program. Beatifully designed Sign nail proved a nail with
variety of options for the use as well as an implant with user friendly technique, which does not
requiretheimageintensifier or eventheradiograph per operatively for thelocking bolts placement.
The smple jig design popularized this system world wide. The most important aspect of any
surgery in the Orthopaedics is the financial burden of implant prize on the patient, even in cases
wherethe Orthopaedic surgeonsareworking on no profit bases or volunteer basestheimplantsare
needed for the surgery. In the SIGN SY STEM credit goes to the SGN Organization specialy Dr
Lewis G Zirkle, J., M.D The Founder and the President of this Surgical Implants Generation
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Network (SIGN), for providing the Implants and the instrument free of cost in the third world
countriesfor the poor patientsand to create the Equaity in fracture management world wide. | will
discuss the results of surgery, variety in the use of nail (Indications), and the difficulties faced at
Ghurki Trust Teaching Hospital, Lahore, Pakistan.

MEDICINE
Roleof Anti-CCPAntibodies. Luthra, H. S, USA

Citrullineisanon-natural amino-acid which occursfrom post-trand ational modification of arginine
by peptidylarginine deiminase enzymes (PAD 1, 2, 3, and 4). Citrullation of proteinsisfound in
many inflammatory conditions. PAD 2 and 4 are found in high concentrations in the rheumatoid
synovid fluid and thus citrullated proteins are increased in this disease. Interestingly, for reasons
whichareunclear, patientswith rheumatoid arthritis(RA) mekehightitersof anti-cycliccitrullinated
protein (Anti-CCP) antibodies. This observation hasled to the use of thistest for the diagnosis of
RA. Theanti-CCPantibodies are measured using the EL I ZA assaysin which citrullinated peptides
derived from human fillaggrin are used asthe antigen. Morerecently the second generation test has
been devel opedinwhich trueconformational epitopesselected fromlibrariesof citrullinated peptides
were synthesized and have become the standard of the commercialy availabletests. Studieshave
shown that anti-CCP antibodies are both sensitive and specific for the diagnosis of RA and canbe
of prognostic significancein predicting moresevereand erosivedisesse. Comparedto IgM rheumatoid
factor, it has become amore va uable test. Although very specific (>90%), thistest can be positive
in low titers in other connective tissue diseases e.g. SLE, Sjogren’s, Polymyositis and
Dermatomyositis, Scleroderma and infectious states like pulmonary tuberculosis, hepatitis C etc.
This presentation will focus on therole of thistest in management of patientswith RA.

Copper Deficiency Myeopathy. Kumar N., USA

Acquired copper deficiency can present as a myelopathy or myeloneuropathy in adults. The
neurologic manifestations may be present without the more commonly recognized hematologic
abnormdities. Theclinical picturebearsstriking similaritiesto the syndromeof subacutecombined
degeneration associated with vitamin B12 deficiency. Typical findings include a spastic gait and
prominent sensory ataxia. Copper and vitamin B12 deficiency may coexist. Somatosensory evoked
potential studiesmay show delay in central conduction. Clinical or electrodiagnostic evidenceof a
periphera neuropathy is commonly present. Spinal cord magnetic resonance imaging in patients
with copper deficiency myelopathy may show increased signa on T2-weighted images, most
commonly inthe paramedian cervical cord. Early recognition and prompt copper supplementation
may prevent neurological deterioration. The commonly identified causes of acquired copper
deficiency includeaprior history of gastric surgery, excessivezincingestion, parentera alimentation
or enterd feeding without adequate supplementation, and ma absorption. Often the cause of the
copper deficiency isunclear. Hyperzincemiamay be present evenin theabsence of exogenouszinc
ingestion. Theclinica, biochemical, electrophysiological, andimaging festuresof copper deficiency
myelopathy will bepresented usingasingle-ingtitution seriesof 25 patients Thedifferentia diagnosis
of copper deficiency myelopathy will be discussed and a practica treatment agorithm will be
provided.

High Performance Team Development in Critical Care. Patel, B., USA
In hospital cardiac arrest outcomes are poor and have remained unchanged despite standard care
agorithms such as Advanced Cardiac Life Support. Contributing to this outcome is lack of
resuscitation team training. High proficiency response teams may be associated with improved
outcomes. The devel opment and training of theseteamsat Mayo Clinic Hospital will bereviewed.

Potential M echanismsof Global Epidemicsin Type2 DiabetesMdlitus. Nair, K. S, USA
Type 2 digbetes is rapidly emerging as the mgjor global chronic disease of 21st century with its
incidence rate increasing most rapidly in South Asia and Middle East. The diabetic epidemic is
related to theglobal demographic transformation with adeclineinfertility rateand increasedinlife
expectancy. Type 2 diabetesincreaseswith ageand lifestylechanges. Thetalk will focuson studies
performed to determinetheimpact of ageon metabolic processinvolving musclemitochondriaand
how the muscle changes contributes to insulin resistance, type 2 diabetes and related metabolic
problemsresultinginincreased cardiovascular desth. Musclechangesrelated to age causereduction
inactivity levelsand contributetoincreasein body fat, especialy of abdominal fat. Insulin senstivity
isnegatively correlated to abdominal fat and may explain insulin resistance related to aging. The
impact of regular exercise on age-related changes in muscle mitochondria, body composition,
insulin resistance, and other longevity markerswill be discussed.

Acupuncture: Applicability in Common Medical Conditions. Vincent, A., USA
Precticed in Chinaand other Asian countriesfor thousands of years, acupunctureisone of the key
componentsof traditional Chinesemedicine, awholesystem of medicine. Itispracticed worldwide
both as a primary and adjunctive trestment for a wide range of conditions. Traditional Chinese
medicine views health as abalance of two opposing and inseparable forcesin the body called yin
and yang and disease asanimbalance of theseforcesthat blockstheflow of Qi or vital energy inthe
body. Qi flows along pathways in the body called meridians on which acupuncture points are
located and Qi can be unblocked by needling these points. Acupunctureinvol vesthe stimulation of
anatomical pointsonthebody with thin, solid, metallic needlesthat aremanipul ated by hands, hezt,
herbs or electricity. The objectives of thistak are
. Highlight the philosophy of acupuncture

Describe explanatory models for the effects of acupuncture

Describethearray of conditionsfor which acupuncture has been studied and the modelsand
outcome measures used

Describe challengesin designing acupuncture studies

Outline practical uses of acupuncture for the practicing physician
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Targeted Screening of First Degree Relativesof Patientswith Non-Diabetic

Chronic Kidney Disease. Aggarwal, S K., Soumita, B., & Gupta, S, India
Aim: First-degreereatives(FDR) of patientsof chronickidney disease (CKD) arereported tohave
high prevalence of CKD and its risk factors. There is no data from India on this aspect. Present
study was conducted to screen FDR of patientswith non-diabetic CKD for the prevalenceof CKD
and its risk factors. Methods : Adult FDR of patients with non-diabetic CKD followed at our
hospital wereassessed. Patientswith diabetesmellitus, obstructive Uropathy and CK D with known
Mendelian inheritance were excluded. Age, sex, lifestyle habits, history of diabetes, hypertension
and rend disease were dlicited from each subject. Height, weight and blood pressure (BP) were
recorded. Fasting blood sugar, serum creatinine, serum cholesterol, serumuricacid and aurinalysis
were evauated. A subject was labeled diabetic or having impaired fasting glucose by the ADA
criteria. Hypertension was defined if subjects were using antihypertensive drugs or a BP?140/90
mm of Hg. eGFR was calculated using the 4 variable MDRD formula. Results: Among the 123
patientswhose families were screened, 6(4.9%) had one more family member who was suffering
or had died of CKD. Out of 510 FDR screened, 266 (53%) were males (mean age-39.14iA 14.80)
and 244 (48%) females (mean age-39.93jA14.71). 5 (0.98%) had a history of somerenal disease.
24 (4.71%) were obese (BMI ? 30) and 88 (17.25%) were overweight (BMI 25-29.9) with no
gender specific difference. 59 (11.57%) gaveahistory of smoking. 140 (27.45%) had hypertension.
42 (8.24%) had history of hypertension of which 36(85.71%6) had uncontrolled BR. 20 (3.92%) had
diabetesof which 9 (1.76%) were known diabetics. Screening identified 98 (19.22%) new casesof
hypertension, 11 new cases of diabetes (2.16%), 115 subjects with previoudy undetected IFG
(22.55%) and 95(18.63%) with serum cholesterol>200mg/dl. There was no significant difference
inthe prevalence of hypertension, diabetesand hypercholesterolemiabetween malesand females.
Serum uric acid more than 7mg/dl was found in 53 (10.39%), significantly more in males than
females(44,16.54%Vvs9, 3.69%, p<0.0001) andin hypertensive FDR (34/140, 24.29%, p<0.0001).7
FDR (1.37%) had serum creatininemorethan 1.5 mg/dl (5 maes, 2 femdes, p=ns). 24 (4.71%) had
proteinuria(dipstick ?1+) and 27 (5.29%) had hematuriaand/or pyuriawith no significant difference
between malesand femaes. Stage-1, 2, 3, 4+5 CKD wasfound in 25 (4.90%), 198 (38.82%), 180
(35.29%), 17 (3.33%) and 1 (0.20%) cases respectively. Impaired eGFR (<90ml/min/1.73 m 2)
was significantly more in females than males (48.36% vs 30.08%, p<0.0001). On multivariate
analysis older age, femalesex, increased serum cretinine, proteinuriaand BM1>30 weresignificantly
associated with impaired eGFR and male sex, diastolic BP?900mmHg and impaired eGFR had an
association with increased serum uric acid level. Conclusion: It isconcluded that in India, CKD
anditsrisk factorsshow afamilial clustering. Targeted screening of individual swith family history
of CKD identifiesthosewith previoudly unrecognized/ poorly controlled risk factorsof CKD. This
can be an acceptable strategy for prevention of CKD in India

TheDiagnostic Sensitivity of F-WaveL atency in Diabetic Polyneuropathy.

Taksandg, B., Jain, A. P, & Jajoo, U., India
Background and Aim: Non insulin dependent diabetes mellitusis frequently asymptomatic and
the reported prevalence of diabetic neuropathy varies from less than 5 to 60%. Diabetic patients
have a 12 times higher risk of amputations when compared with non-diabetic subjects, due to
diabetic neuropathy. Diabetic polyneuropathy is characterized by a combined axona loss and
demyelinating sensorimotor peripheral neuropathy. Nerve conduction studies, primarily nerve
conductionvelocitiesareconsidered one of themost sensitiveindicesof the severity of neuropathy.
Toinvestigatethiscondition, nerveconduction studieswith thedetermination of latency and vel ocity,
are commonly used as they are consdered to be the most sensitive, reliable, noninvasive, and
objective means. Material and M ethods: This was a prospective study of 30 subjects of Type 2
Diabetes mellitus admitted in medicine ward during a period of 6 months. Individuas with a
diagnosis of endocrine disorders or any other disease cgpable of causing polyneuropathy were
excluded. All patients underwent a detailed neurological examination of both the extremities and
were included in the study, who had sensory symptom in the form of paresthesia or dysesthesia
symptomsor reduced vibratory sensebelow kneeor reduced/ absent anklejerk. Nerve Conduction
Velocity (NCV) measurements were made using the standard RMS EMG EP mechine. Nerve
conduction studies of the bilateral median, ulnar, tibia and peroneal nerves are performed with
surfacerecording, using thestandardized technique. DML (Distal Motor Latency), CMAP (compound
muscle action potential) Amplitude and FWL (F-wave Latency) were recorded. The minimum F
wave |latency defined as shortest latency to the onset of first deflection from the basdline. In total
240 motor nervesof 30 diabetic patient (60 limbs) werestudied. Satistical analysiswasperformed
using SPSS version 10. Results: The 30 diagnosed patients of type 2 diabetes comprised of 24
males and 6 females with their age ranging from 40 years to 60 years. Tingling was the most
common symptom (38%), followed by tingling and numbness (22), tingling and burning feet
(16%). Burning feet alone(10%), wesknessof thelimbs(6%6) and combination of tingling, numbness
and burning feet weretheother findings. Theminimum Fwavelatency had alarger Z scorethanthe
MCV of the median, ulnar, peroned or tibia nerves and waslarger than z score for the amplitude
of theCMAPIndl thefour motor nerve. Therewasasignificant correlation between theminimum
Fwavelatency and NCV indl the four motor nerve. The bivariate correlation coefficientswere &
=-0.41(p<0.05), &=- 0.757 (p<0.05), &= - 0.759 (p<0.05) and &= - 0.74 (p<0.05), for themedian,
ulnar, peroned andtibia nerve, respectively. Conclusion: Abnormal NCV isacommonfindingin
NDD subjects. Different patterns of Fwave abnormality have been demonstrated in patients with
various periphera nervedisorders, aswell asin diabetic neuropathy. F-waves may show clinicaly
significant and measurable changes even before conventional nerve conduction studies are
informative.

Prevalenceof Hypertension in School Going Childrenin Rural Areaof Wardha District,
Maharashtra. Taksande, A., Chaturvedi, P, Jain, M., &Milhekar, K., India
Objectives: To study the blood pressurelevel in the children at rurdl areaand itsrelationship with
the anthropometric indices. Also to know the prevalence of hypertension in the school childrenin
rural areas of Wardha Digtricts of Central India. Material and M ethods: Thiswas a prospective,
cross-sectiond study carried out from November 2006 to December 2007 on school children
between the ages of 6-17 years, drawn from 8 different schoolsin rura areas of Wardha Districts.
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Theheight, weight, systolic and diastolic blood pressure were recorded for both sexesfollowed by
completeclinical examinationwith specia stresson cardiovascular system. Hypertensionisdefined
asthe arteriad BP above the 95th percentile with reference to age and sex. Coefficient correlation
testswere employed to see the rel ation between blood pressure (BP) and anthropometric variable.
Results: Of 2643 school children, 1416 were girls and 1227 boys with amale to female ratio of
1:1.16. Inboys, SBP& DBPincreaseswith agegroupsexcept a a) 17 year of age, dight declination
in SBPi.e-0.09 and b) -1.29 declinationsin DBP at 16 year. In girls, SBP& DBPaso increases
withagegroupsexcept a a) 11 year of age, dight declinationin SBPi.e-0.09 and b) -0.24 dedlinations
in DBPat 11 year age. Correlation coefficient analysis showed positive and significant correlation
of age, height, weight, and body massindex with each SBPand DBP. The prevaenceof hypertension
was6.73% (i.e. 3.90 % for systolicHT and 2.83% for diastolic HT). Conclusion: Werecommend
that the need for regular check up of BPin the children to find out the hidden cases of hypertension
in children.

Roleof Serum BileAcidsin Diagnosisof I ntrahepatic Cholestassof Pregnancy and Effect
of UrsodeoxycholicAcid Therapy on BileAcidsand Perinatal Outcome. Agarwal, N., Mahey,
R, Kriplani, A, Saraya, A., Sachdeva, V,, Garg, P& Agarwal, S K., India
Introduction: Diagnosisof intrahepatic cholestasisof pregnancy (ICP) isdifficult by liver function
tests(LFT). Bileacidsarespecific markersfor ICPbut not studiedin India Obj ectives: Weconducted
a prospective clinical tria to assess the role of serum bile acids in diagnosis of ICP, effect of
ursodeoxycholic acid (UDCA) therapy on bileacid levelsand perinata outcomeinrelaionto bile
acidlevels. Materialsand M ethods: Serum bileacidswereassessed in 100 cases, 50 of | CP (group
1) and 50 asymptomatic pregnant women (group 1) between 16-36 weeks POG UDCA was
administered 300mg thricedaily togroupl till delivery. Bileacidswererepeated 4 weekslater. LFT
was done a 2 week interval. Results: The mean serum bile acid levels in study group were
76.47+39.741 mol/L.. and control group were29.18 + 5.67imol/L. (p value<0.001). The severity of
itching was directly correlated with bile acid levels. After 4 weeks therapy the mean serum bile
acidswere44.6 + 15.41 mol/L (41.6% reduction, p value <0.001). Therewas significant reduction
initching scorewithin two weeks of thergpy. Theincidence of perinatal complicationsi.e. preterm
labour, MSL, fetal distress and cesarean section rates were high in study group and were directly
correlated to bileacid levels. Serum bilirubin wasraised only in 12 % patients. Conclusons: Rise
in serum bile acids helps in diagnosis of ICP and to differentiate it from other conditions. Their

levelsaso help in prediction of severity of disease and perinata outcome.

GYNAECOLOGY

Assisted Reproduction Technology —Brave New Wor |d? Robertson, D., UAE
Sincethefirst IVF baby wasborninthe UK in 1978, therehasbeen averitableexplosioninboth the
development and use of assisted reproduction techniques. More than 3 million babies have now
been born as aresult of these treatments and it is undoubtedly true that many previoudy infertile
couplesare now ableto have children. It isbecoming clear, however, that thistechnology isbeing
over-used, and that many patientsarenot awvareof the potentia risksand the complicationsthat can
arise. Isit timeto take astep back and review where this path isleading us?

Endometriosis— The Chameleon Caged ??? Kodati, V. L., India

Endometriosisis the presence of endometria cells and stroma at ectopic sites located outside the
uterinecavity. Thenatural history of endometriosisisuncertain, itsetiology isunknown; theclinical
presentationisinconsistent, (changing colorslikeachameleon) diagnosisisdifficult and thetreatment
ispoorly standardized. It causes

significant morbidity due to pelvic pain and infertility among 15 — 25% of women during their
reproductiveage. Thebenign diseasecausesperitoned inflanmation, fibros's, formation of adhesions
and ovarian cysts but displays features of malignancy, ranging from neo-vascularization to loca
invasionand distant metastasis. Mechanical, hormonal, immunological, environmental and genetic
factors have been implicated in its etiology but provide inconclusive explanations. An ‘Infection
hypothesis isbeing put forward asthe possibleetiology of thisdiseasewhichisnot yet proposedin
theworld literature. It ishypothesized that shigellosis, abacterial infection of the colon, progresses
beyond the limits of the large bowel into the pelvic peritoneum leading to endometriosis.
Endometriosisisperhapstheextrarintestind manifestation of shigellosis. Thismechanism proposes
“Infectionhypothes's’ asthemost convincing explanationfor theetio-pathogenesisof endometrioss.

SURGERY/ RADIOLOGY
Postoper ativeRhabdomyolysisin Bariatric Surgery.

Halmi, D., Kolesnikoy, E., & Kolomiets, N. N., USA
Background: As the number of bariatric surgeries has been increasing, severa reports of
postoperativerhabdomyolysis(PR) haveappearedintheliterature. PRisuncommon, but arecognized
causeof rend failure. Themortdity ratefollowing acute PRisvery highreaching 40-70%. Obj ectives
Theamof thisstudy wastoidentify thepatientsat high risk of PR to develop aroutine postoperative
monitoring method for early diagnosisof PR and to devel op preventative measuresto avoid Acute
Rend Failure. Methods: 850 patients underwent Roux-en-Y Gastric Bypass (RYGB) via
minilgparotomy incision between January 2001 and June 2006. All patients were divided in two
groups: Group 1 - 300 patientsand Group 2 - 550 patients. Group 1 consisted of 34 Maesand 266
Femaeswithaverageage: 39.5years, andaverage BMI: 48kg/m2. Routine postoperativemonitoring
for PR was not performed in first group of patients operated on between January 2001 and June
2003. The second group 550 patients operated on from July 2003 through June 2006. Group 2
consisted of 97 Males and 453 Femaes with average age: 42.3 years, and average BMI: 47.1 kg/
m2. Patientsof thisgroup did receivethe established routine postoperativemonitoring of Creetinine
Phosphokinase (CPK) and electrolytes. Postoperative serum CPK levels were measured (using
VITROSCK Slides) on: day of surgery, postoperative day 1 and postoperativeday 2. Risk factors
of OR time, weight, BMI and comorbiditieswere considered and postoperative monitoring for PR
wasestablished. Patientswerea so grouped intolow, intermediateand highrisk groups. Preventative
treatment measureswere devel oped and implemented for the highrisk groups. Results: InGroup 1
(without CPK monitoring) 4 (1.3%) patients developed acute rend failure secondary to PR. 2
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patients received temporary hemodialysis. In Group 2 CPK was closely monitored. CPK level d”
1000 wasin 58%, 1001-2000 in 25% and €' 2000 in 17% of patients. Three patientsin this group
developed subclinica PR after mini-open RY GB with prolonged morethan 2 hoursoperating room
time. Patientsat high risk and with signs of sub-clinical PR were aggressively treated according to
our protocol. No patient in thisgroup developed ARF. Conclusion: Subclinical PRismorefrequent
than anticipated even in shorter operative procedures in bariatric patients. Routine postoperative
monitoring of the serum CPK levels on thefirst and second postoperative days may be warranted
onall bariatric patients. Screening for risk factorsand routine monitoring of CPK levelswith early
aggressivetreatment may prevent seriouscomplicationsassociated with rhabdomyolysisincluding
ARF and death.

CO, Laser: TheCutting Edgein Otolaryngology. Nagarkar, N. M., India
Theuseof lasershasrevolutionized the surgical management of various ENTconditions. The CO2
laser is the one with the widest gpplications presently available. Various benign and maignant
conditions are amenableto treatment. | will be presenting aseries of patientswith larynged, nasal,
ora and head & neck lesions. These patients have been operated by mein the ENT Department of
the Govt. Medica College & Hospita, Chandiagrh, India. The benign conditions include voca
cord nodules and cysts, laryngeal papillomas, laryngotracheal stenosis|leukoplakiaof ord cavity.
The maignant conditionsinclude Catongue and early laryngeal cancers.

3D Echo-Cardiography in Assessng and Quantifying M echanical Dysynchrony in Patients
with Normal and Abnormal LV Systolic Function. Kapur, K. K., India

Introduction: Assessment of mechanical dysynchrony isof paramount importancefor considering
patientswith LV dysfunctionwho arelikely to benefit from biventricular pacing. Conventiona and
tissue Doppler have been used to quantify dysynchrony. However the angle dependency of tissue
Doppler combined with artifacts due to motion of trandation and respiration are mgjor drawbacks
of thesetechniques. Therecentintroduction of liveor red time 3Dechodlowsfunctional assessment
of dl the LV myocardia wall segmentsin onefull volume acquisition of 1100 x 1100 sector. This
enablesthetimeto the attainment of the minimum systolic volumes(TMSV) of al themyocardia
wall segmentsto be estimated and compared instantaneoudy. Standard deviation of the TMSV of
these myocardial wall segments and expressed as a percentage of the cardiac cycle length enables
calculation of systolicdysynchrony index (SD1%). Patient with SDI of > 9% areconsidered to have
significant mechanica dysynchrony. Materials& Methods: 53 pts,, 37 M, 16 F, mean age 58.2
yearsformed the basis of thisstudy. CAD was present in 24, cardiomyopathy in 23 and 6 ptshed a
normal heart. Wide QRS (> 120 msec) was seenin 27 ptsand narrow QRS (< 120 msec) in 26 pts.
Conventional 2-D Echo, Pulsed Doppler aswell as 3-D Echo and tissue Doppler were performed
indl patients. 3-D LVEF, SDI1% and Bax Index by Tissue Doppler were computed. Co-relations
were obtained between the SDI%, the QRS width, the LV EF and the Bax Index by Tissue Doppler.
Results: There was good correlation between mechanica dysynchrony by 3-D Echo using the
SDI% and the severity of LV dysfunction (LVEF), r = 0.71, p = <0.0001. However there was no
correlation between SDI1% and QRS width, r = 0.19 and p = 0.92. There was fair corrlation
between Bax Index and LVEF (r = -0.47, p = < 0.01) and no correlation between Bax and QRS
width, r=0.29, p=0.13. Condusion: 3-D Echo hasapowerful tool toassessmechanica dysynchrony
for biventricular pacemaker implantation. It shows a better correlation with LV EF than the Tissue
Doppler. Therewas however no relationship between SDI and QRS width.

Aesthetic Breast Surgery. Bhangoo, K. S, USA
Variousaspectsof aesthtic surgery will bediscussed. Thefollowing topicswill be addressed breast
augmentation, breast reduction, breast ptosis, breast assymetry, poland” ssyndrome, gynaecomeastia
The author will discuss each of the above topics and illustrate each aspect with clinical casesand
highlight the sdlient points. Velocity Vector Imaging—A New Promising Echocardiographic Tool
with Potentia to Detect Sub-Clinica Myocardia Dysfunction in Patientswith

Normal Conventional 2D Echo. Kapur, K. K., India

Introduction: While2-D echocardiography isan excellent tool to quantify left ventricular systolic
and diastalic function, abnormalities of contractile and relaxation properties of the myocardium
occur much earlier than observed on standard 2-D echocardiography. Tissue Doppler imaging has
been auseful techniqueto detect subclinical myocardia contractile abnormdities. However it has
severe limitations arising from angle dependency as well as well as being severely affected by
motion or trandation and respiration. Over the last couple of years a new technique has emerged
which is based on tracking of ultrasound myocardia back scatters called “speckle’. From the
speckletracking agorithm the myocardia velocity datacan betraced over the entire cardiac cycle
and important contractiledataobtained. M ethodology: Highquality 2-D imagesareobtainedinthe
parasternd short-axisaswell asapical 4C and 2C planes. Theentireleft ventricular myocardiumis
traced along the entire circumference and these traced images are then selected. Thetracking
agorithm then provides velocity and direction data of the left ventricular myocardium aong the
entire circumference and from gpex to base. Important velocity, strain rate datais made available
fromwhich several essential parametersare derived. These datainclude angular rotation of the LV
apex with respect to the base as well as velocity of angular displacement. This is measured as
torsion andtorsiona velocity. Thetiming of theonset of thevelocity trace, 2D strainand strainrate
imaging alows for the identification dysynchronize segments and thereby quantification of
dysynchrony. Results: Initia resultswith velocity vector imaging have shown that it can reliably
assess mechanica dysynchrony. Using radia strain in 6 mid-ventricular wall segments, > 130
msec. inthetimeto the pesk strain had 89% sensitivity and 83% specificity for predictinga15% or
>15%in LVEF a 3 months. Moreover using thetorsion and thetortsonal velocity, itispossibleto
assesssub-clinical early left ventricular systolic and diastolic dysfunctionin thelongitudina follow
up of apatient with hypertension. Conclusion: Using the recent innovative technique of velocity
vector imaging (Speckle Imaging) it ispossiblereliably assess|eft ventricular dysynchrony by the
timeto peak velocity and time to peak strain. Moreover using thetorsiond indicesit is possibleto
detect early sub-clinical left ventricular myocardial dysfunction in patientswith hypertensonwith
or without Pulmonary Artery Disease. Thishasan exciting potentia inthergpeutic planning especialy
with novel pharmacological agents.
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CARDIOLOGY/ ONCOLOGY
Echocardiography: TheM ost Power ful Predictor of Masked CVD in Metabolic Syndrome.
Chopra, H. K., Aggarwal, K. K., Krishna, C. K., & Sambi, R. S, India

Background : Severa studies have demonstrated that metabolic syndrome is associated with
increased cardiovascular morbidity and mortality. In our study we andyzed the impact of the
Metabolic Syndrome on cardiac structure and function by 3D echocardiography. M ethods: We
used echocardiographic datafrom the prospective study doneby us- “ Echocardiographicand Carotid
Colour Doppler Profilein patientsof Metabolic Syndrome”. The study popul ation which consisted
of 100 subjects, admitted as indoor patients or attending the outdoor patient departments, were
divided into three groups: GroupA, Group B and Group C onthebasisof age<40yrs, 40-60yrs,
and>60yrsrespectively. Onthebasisof history, physical examination and biochemical parameters,
they were diagnosed as M'S according to the modified Nationa Cholesterol Eradication Program
(NCEP) Adult Trestment Panel (ATP) 11 definition and then subjected to 3D echocardiographic
evauation of following parameters: left ventricular myocardia performanceindex (LVMPI), eft
ventricular mass index (LVMI), Ieft ventricular diastolic dysfunction (LVDD), systalic function
(LVEF), and left atria volumeindex (LAVi), left ventricular filling pressuresand carotid composite
intimamediathickness. Results: Themean LVMP! wasabnormd inal thegroupsand showed an
increasing trend with thelowest valuein GroupA. Of thetotal population 74 (74.0%) had abnormal
LVMPI > 04, of which 9(69.2%) in GroupA, 39 (68.4%) in Group B, 26 (86.7%) in Group C. The
mean LVMI indexed to Body Surface Area (BSA) was normd in al the groups, but showed an
increasing trend from Group A to Group C. LVMI and RWT were normal in 13%, whereas 76%
had concentric remodelling; only 11 % had concentric hypertrophy, but none had eccentric
hypertrophy. Mean LVM when indexed to height and BMI, a so showed similar results. Themean
LVEF wasnormd in al the groups and of the total population only 9 % had systolic dysfunction.
Normal LV DD wasfoundin 32 % of patientsbut, 68% had impaired diastolic function of which 53
%had gradel LVDD, 12 % patientshad grade|| LVVDD and 3% had grade! | diastolic dysfunction.
None of our patientsin our study population had grade |V diastolic dysfunction. The mean LAVi
wasnormdl indl thegroups, but LAVi increased withworsening DD. Most of our patientsin Group
C & Group B had higher mean Composite CCIMT (0.84 + 0.42 & 0.73 + 0.33 respectively).
Conclusion: MS is associated with masked CAD as evident by echo in our series of patients.
LVMPI was an early indicator and most robust marker of early LVDD. Concentric left ventricular
remodeling was the most common pattern of LVH. Grade | LVDD was highly prevaent. Most of
our patients had increased CCIMT on the contrary LAV | waslessrobust predictor of LVDD inour
series of patients. Thus 3D Echocardiography is most useful for early detection and necessary
timely theragpeutic intervention in patients with masked CVD in MS. Key Words: Metabolic
Syndrome, Myocardia Performance Index, Diastolic Dysfunction, Left Atria Volume Index, Left
Ventricular Mass Index, Ejection Fraction.

Optimal Medical Therapy for Chronic Stable Angina. Manchanda, S C., India
Optima Medical Theragpy (OMT) for chronic stable angina (CSA) can be defined as control of
precipitatingandrisk factors, intensivelifestylemodificationsand maximally tolerated pharmacol ogic
therapy with hemodynamic acting drugs (beta blockers, calcium channel blockers, nitrates) and
metabolicaly acting anti anginal drugs. Wehave demonstrated that intensivelifestylemodification
(yoga) can decrease angina episodes by as much as 73% when added to the antiangina drugs.
Henceintensivelifestylemodificationincluding stressmanagement should beanimportant modality
to control angina. Addition of metabolic acting anti anginal drugs trimetazidine, ranolazine) in
addition to the conventiona hemodynamic acting drugs has also been demonstrated to control
anginain significant number of patientswith CSA. This approach of optimal medica therapy for
CSA goes beyond the definition used in the COURAGE' trial where metabolic antianginal drugs
andintensivelifestylemodificationwerenot used. Eventhen, it wasdemonstratedin COURAGE'
trial that medical therapy for CSA isasgood as PCl. However if the present definition of optimal
medica therapy is used, it should be possible to control anginain most patients with CSA and
‘optima medical thergpy’ may be superior to PCI in such patients.

What aGeneral Practitioner Needsto Know About | nterventional Car diology.
Sandhu, G,USA
We shall discussavariety of clinical presentations of coronary artery disease and their medica as
well asinvasive management. Recent issues of interest to physicians, including stent thrombosis
and post-stent management of antithrombotic medications shall be addressed. Interesting cases
shall aso be discussed in an interactive manner.

Heart Transplantation. Pereira, N., USA

Heart failure is one of the most common causes of hospitalizations in the United States due to
increasing incidence and prevalence of this disease. Despite significant advancesin medical and
device therapy, 5 year mortaity remains a 50% for patients with advanced heart failure. Heart
trangplantation remainsauseful thergpeutic option for these patients. Careful selection of appropriate
candidatesisessentia for good outcomesand use of increasing scarcedonor hearts. Theuseof pre-
operative |eft ventricular assist devices, longer waiting time, and older donor hearts recently has
increased thecomplexity of post heart transplant management. Advancesin post trangplant monitoring
and immunosuppression continue to lead the way for reduced morbidity and mortality in heart
transplant recipients.

Breast Cancer: Approach to Diagnosisand Management. Sandhu, N., USA
Theworldwideimpact of breast cancer will be discussed. Diagnosisof breast cancer using clinical
examination, mammography and sonography will be addressed. Theroleof MRI will beexplored.
New horizons in breast imaging being developed a Mayo Clinic, Rochester will be presented.
Breast conservingsurgery and mastectomy will be addressed, focusing on individualizing surgical
recommendations. Adjuvant therapy for breast cancer will beaddressed, including systemic therapy
(both chemotherapy and endocrine therapy) and radiation therapy (both whole breest rediation and
accelerated partia breest radiiation). Surveillanceafter breast cancer trestment will thenbeaddressed,
highlighting the risk of recurrence and guidelines for surveillance. Finally, some specid high-risk
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situations will be addressed, including genetic risk, patient with a prior history of breast cancer,
women with a history of mantle radiation for Hodgkin's lymphoma and women with Her2/neu
positive breast cancer.

PREVENTIVE MEDICINE

Health Care Seeking Behavior of M othersfor Their Pre-School Children in Urban Sum of
Bahawalpur City, Pakistan. Aziz, N., & Rand, W, Pakistan

In order to improve the preventive measures and control of various childhood diseases the Hedlth
Care Seeking Behavior of care taker/ mothers must be modified. The urban Sums are neglected
partsof citieswhereimmigrant from rura areaslivewith minimal hedlth facilities. Thisstudy was
done in an urban sum are of Bahawapur City of Pakistan. This is a cross sectiond survey of
mothers having children from age 1-4 years who has had any illnessin last 2 weeks. They were
selected from alist of such households present with lady hedth workers. Two hundred mothers
who fulfilled the criteria were selected so no sampling procedure was adopted. A structured
questionnaire was used for interviewing the mothers. The results showed that 53.5% children had
diarrhea, 42% ARI and 4.5% other diseasesin last two wks. Classification of Severity of disease
was done using IMNCI Criteria According to that 95% had mild disease while 5% had severe
disease. The choices made about selection of health personnels were Govt. Medica Centre &
MCH Centre 13%, GPs. 30%, Dispensers 18%, Quacks Hakeems 32%, and Mosque Molvi Peer
etc 7%. Broadly classifying 43% motherswent to somequalified personwhile51% went to quacks.
If going to aqualified health persona for trestment istaken ascorrect health seeking behavior then
correct health seeking behavior wassignificantly associated with the severity of thedisease, p<0.001,
distance of the health personnel from home (p<0.01), education level of the mother (p<0.01) and
socio-economic status of the family (p< 0.01). No significant relationship was found between the
appropriate behavior and their believes, traditions and influence of the head of the family. In
conclusion, for bringing achangein health care seeking behavior of that

community, interventionsshould not only focusat providing health education but dsolay stresson
provision of an easy access to hedth facilities, make some efforts to improve literacy rate of
females & raise economica status of the community.

Drug Surveillance: ItsImportanceand Current Satusin Western Countiesand I ndia.
Medhi, B., India
Spontaneousreporting systemisthe ol dest and to date most productive, sourceof new information
about possible beneficia and adverse effects of marketed drugs. It was first proposed by finney
after thaidomide tragedy, regulators, public hedlth organizations and manufacturers have been
faced with the difficult task of interpretating post-marketing adverse effect that arise from health
care product surveillance programs. Health care product monitoring is based on data from four
major data sources: spontaneous reports, medical literature, case report or case series, human
studies and pharmacological and toxicologica experiments. Of these spontaneous reporting is
typicaly thelargest contributor and it becomethefoundation of post marketing surveillanceprogram
becauseit demonstrated useful nesswhen supervised by experienceeva uators. In United Kingdom,
thecommitteeof safety of drugs(CSM) was set up and spontaneousreporting schemewasintroduced
in 1964, by Sir Derrick Dunlop and presently it is the most successful system in the world.
Spontaneousreporting systeminthe USA wasstarted in 1968 by Division of Drug Experience, the
ADR monitoring unit of Food and Drug Administration (FDA). Similar system was started in a
number of other countriese.g. Australia, Canada, Germany, Japan and the Scandinavian countries.
Although their details differ, they share the essentid feature that reports of suspected ADRs
encountered during clinical practice are solicited from doctors, pharmaceutical companiesand in
somecountriesfrom dentist, pharmacist and patients; for collection and analysisat acentral monitoring
agency. SpontaneousreportingADR may be unorganized or non-systemized. Three stepsthat may
occur before medical community received information on spontaneous adverse reections are: the
adverse reaction must be detected; it must be attributed to the medicine and must be reported. The
reporting may occur to regulatory authority, manufacturer, or to themedical community. Thereare
many reasons why physician present adverse reaction reports. Given these data are a valuable
sources of new information athough, they can result in the over generation of hypothesis. It is
relevant to attempt to improve the reporting valid data. One gpproach is to encourage hospita to
develop their own system for obtaining these data. At present most of industrialized countriesand
several developing countries have established organized or systemic spontaneousADR reporting
systemsby whichindividua hedlth professional may report suspected reaction to central/nationa
ADR collection coordinating centre. In mgority of the countriesthis coordinating centreis part of
thedrug regulatory authority. In some, auniversity or ingtitution functionsasthenationa centre. In
addition, thereareusually severd regiona centrefor spontaneousA DR reporting, which connected
to mgjor medical ingtitute which report to national centre. In most of the countries where ADR
monitoring systemsare operationd; reporting of ADR isvoluntary, but some countriesitislegally
bound. Many factorsthat can influence reporting bias such as volume of sdes, how long the drug
has been on the market, the type and severity of the ADR and publicity about the drug and the
reaction. Another limitation of spontaneous reporting is the difficulty for doctors to recognizing
previoudy unknown drug reections. Rarely more than 10-15% of even severeADR'sarereported
to the committee on safety of medicine (CSM) through the yellow card system, and the overal
reporting may beeven lessthan 1%. Most drug monitoring centreusually advicetoreport al ADR
with a drug for the first 3-4 years after it licensing and thereafter ADR only serious ADR are
solicited. Monitoring of ADRin Indiawas started about two decade ago(1982) under chairmanship
of DCGI. Thefirst multi centric study for monitoring ADR intheIndian populationwasinitiatedin
1989 by Dr. Singha withfinancia assistant from ICMR. Thenational Pharmacovigilance program
wasinauguratedin November 2004. Presently therearetwo zonal centres, fiveregiona centersand
24 primary centersin Indiaand these centers are working together with DCGI and WHO, but still
in India spontaneous ADR monitoring is in very early stage. Despite of limitations, which are
common to al spontaneous reporting system, it has been proven track record in identification of
previously inrecognized safety hazard. The spontaneousreporting system hasundergone continual
evauation and development over the years and this will continue in the foreseeable future. The
spontaneousreporting system requiresitsspontaneity, speediness, confidentiaity and aboveall the
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commitment of health professionals to report their suspicious ADR in the interest of protecting
public hedth. K ey wor ds: SpontaneousADR,

Capacity Building of Digtrict Level Trainersin IMNCI. Gupta, A. K., & Bhardawaj, A., India
Background: IMNCI is an integrated approach that includes the assessment, classification and
major problemsasick infant or achild lessthan 5 yearsmay have. Pnemonia, diarrhoea, malaria,
and neonatd infections are most important causes of morbidity & mortaity among this group.
Training of district level trainers by the state level trainers so that they can percolaeit to the grass
root level to improve the health indicators. Objectives To develop the Skills of District Level
trainersin IMNCI. Material & Methods: 5 day training was done for the pediatricians, Medical
officers hedlth and hedlth supervisors from three districts Shimla, Solan & Bilaspur of Himacha
Pradesh.The instruments used were Module reading, OPD & IPD Cases, Video and other
demongtrations, Field visits etc. Results & Conclusions: These will be discussed & the time of
Presentation

TDM Pattern of theAntiepileptic Drugsin Developed and Developing Countries: An

Experiencefrom Tertiary Care Centre. Medhi, B., & Prakash, A., India
Aim: Therapeutic drug monitoring (TDM) isacomparatively anew investigational procedure for
developing world and it is considered very beneficia inthemanagement of epilepsy patients. Aim
of the study was to compare the pattern of antiepileptic drug level monitoring in different tertiary
care centers in developed and developing countries. Method: Systematic literature search was
carried out for aperiod of 1966 to July 2006 in Pubmed, Medline, Embase and Cochrane database.
Manua searchof related journasintheNational Medicd Library (New Delhi, India), library of the
ingtitute and conference abstracts were aso checked to evaluate the pattern of TDM in different
tertiary centersin developed and developing countries. Results Studiesfrom different partsof the
world have evaluated the pattern of TDM of centre. Overal|l assessment showed valuesof TDM to
be a therapeutic level in 68, 49, 56%, sub-therapeutic in 25, 41, 24% and toxic level in 7, 5, 20%
respectively. For phenytoin it was therapeutic in 20, 34, 48 %, sub-therapeutic in 66, 49, 32% and
toxic in 14, 17, 20% respectively. For carbamazepine it was at therapeutic in 77, 82, 70 %,
subthergpeutic in 19, 13, 12% and toxic in 4, 5, 18% respectively. For phenobarbitone it was at
therapeutic level in 85%, subtherapeuticin 13% and toxicin 2%. Studiesreported, thereincreasing
requests over the year in the above centers for TDM. Tertiary centre from developing countries
reported therapeutic in 29, 56, 75%, subtherapeutic in 52, 39 and 19 % and toxic in 19, 6, 6% for
phenytoin, phenobarbitoneand carbamazepinerespectively. Conclusion: Theantiepileptictherapeutic
drugs monitoring pattern is similar in developed and developing countries. Key words: TDM
pattern, Antiepileptic drugs.

INFECTIONS/ ORTHOPAEDICS

| solation of Anaer obic Bacteria (ActinobacillusActinomycetemcomitans) and

Por phyromonas Gingivalis) from Subgingival Plaqueand Their In- Vitro
Susceptibility to Sandard Drugs Seitz Filtered Lyophilized Ethanolic Extract of
Terminalia Catappa L. and Terminalia Chebula L. Rajarajan, S, India
Periodontitis affects 65 % Of the Indian population (Beena..et a 1997) and leadsto coronary heart
diseases [Zaremba et d 2006]. The aim of present study was to isolate these anaerobic bacteria—
Actinobacillusactinomycetemcomitansand Porphyromonasgingivaliswhich arestrongly associated
with periodontitis. After careful removal of supragingiva plague, apooled samplewastaken from
these using sterile paper point and wasinoculated in to atest tube containing 1.5 ml BHI broth kept
at 4°C until the processing procedurewas carried out . Tryptic Soy-serumin Bacitracin Vancomycin
Agar (TSBV) for Actinobacillusactinomycetemcomitansas described by (Sots. J1986) and Blood
agar supplemented with hemin and vitamin are the enriched and selective medium used for
Porphyromonasgingivalisasdescribed by (Sheilaet a 2005). Anaerobic condition wasmaintained
insdethe anaerobic jar by placing aGaspack init. Indicator tablet was placed insdethejar. After
5-7 days colony morphology was observed. Further characterization by biochemica tests and
antibiogram showed that these anaerobi bacteriawere highly sensitiveto Norfofloxin followed by
novobiocon, amoxicillin and gentamycin. Besides these the antibacteria activity of Seitz filtered
lyophilized ethanolic extract of Termindia chebula (Fruit rind) and Terminalia catappa — unripe
(Fruit rind) was assayed by two fold Microdilution assay. After 4 days of anaerobic incubations
MIC of plant extractswas estimated as 400ig/ml for both the bacteria. The present report seemsto
be the first successful clinical isolation of the anaerobic bacteria (Actinobacillus
actinomycetemcomitansand Porphyromonasgingivalis) from Indiaand on the positive efficacy of
lyophilized ethanolic extract of two medicina plants with their MIC vaue and the sensitivity
profile of theisolates to standard antibiotics.

Osteoporosisin Men. Amin, S, USA

Osteoporosisin men isnot arare problem. It is estimated that onein eight men over age 50 years
will experience an osteoporosis-related fracture in their lifetime. The morbidity and mortaity
following afractureishigher in men that women, especialy for hip fractures, and roughly 30% of
all hip fractures occur in men. Asthe aging popul ation increases, thereis growing recognition that
osteoporotic fracturesin men will soon become an even greater burden to society and hedlth care
systemsworldwide. Thus, abetter understanding of theepidemiology, pathogenesis, diagnosis, and
treatment of osteoporosisin men isincreasingly important for health care providers. An overview
of theepidemiology of fracturesinmenwill be provided, with particular attention to thedifferences
observed between men and women. The role of declining sex steroid levels and other hormonal
changes, which likely contribute to age-related bone loss in men, will be discussed, as will the
ongoing controversy regarding the criteriato be used to diagnose osteoporosisin men. Findly, the
different trestment options available (both non-pharmacological and pharmacologica) for the
management of osteoporosisin men will be reviewed.
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Prevalence of Chlamydia Pneumonia Seropositivity in Patients Presenting with Acute
First Episode of Middle Cerebral Artery Territory | schemic Sroke—A Case Control
Sudy from aTertiary Care Centre. Shanavas A. R, India
Chlamydia pneumoniae has been linked with increased risk of cardiovascular disease, but dataon
strokearesparse. | examined whether seropositivity to Chlamydiapneumoniaewas associated with
therisk of ischemic strokein anested case-control study. Dataon Chlamydiapneumoniae serology,
conventional risk factors, and medical history were obtained at baseline. Forty consecutive patients
(Age>45) admitted with acute (< 7 days) first episodeof ischemic Middle Cerebra Artery territory
stroke were included. The diagnosis of Ischemic Middle Cerebra Artery territory stroke was
established from consistent clinical festures & CT scan findings. All patients with any one of the
following criteriawere excluded from the study—Hemorrhagic stroke, Posterior circulation stroke,
Lacunar stroke, Young stroke, Previoushistory of stroke, Sub acute& Chronic presentation. Verified
cases (n=40) werecompared with age, sex and risk factor matched controls (n=40). Patientswere
classfieddinicaly asper Nationd Instituteof Heelth Sroke Scale(NIHSS). Chlamydiapneumoniae
19G 1gM and IgA antibodieswereeval uated by EL | SA. Attemptsweremadeto correlatethetitreof
Chlamydia pneumoniae antibody and the severity of disease. To elucidate the associations and
comparisons between different parameters, Chi square (?2) test was used as nonparametric test.
Risk of case group with respect to control group was estimated using Odds ratio along with Chi
sguareanalysis. Student’st test was performed as parametric test to compare different variables. For
al statistical evaluations, a two-tailed probability of value, < 0.05 was considered significant.
Chlamydiapneumoniae 1gG serology waspositivein 10 out of the 40 patientsstudied (25%). Only
3out of the40 controlshad apositive serology for Chlamydiapneumoniae (7.5%). SncePvaueis
<0.05, thisisdtatisticaly significant. 42.5% of caseshad apositive Chlamydia pneumonia [gA titre

as compared to 10% in controls. Since Pvalueis< 0.01, thisishighly significant

statisticaly. Both the cases& controlshad a7.5% positivity regarding Chlamydia pneumonia lgM
titre. So it is not statistically significant (p >0.05). Positive IgA (> 1.1) or 1gG (> 22) titres were
associated with anincreased risk of acuteischemic stroke. Theseresultspartly support thehypothesis
that serologic evidence of Chlamydia pneumoniae infection may be associated with an increased
risk of ischemic stroke mainly of atherothrombotic origin. However, a large-scale prospective
confirmation of thefindingisrequired. Among the casesthe positive | gG titrewas highest (50%) in
patientswith NIHSS score between 15-25, closely followed by 40% in patientswith ascore 5- 15.
The least positivity (10%) was in patients with a score < 5. As the score increases the chance of
getting 1gGtitrepositivity alsoincreases. Among the casesthe positive | gA titrewashhighest (58.8%)
in patients with NIHSS score between 5-15 closely followed by 35.3% in patients with a score
between 15-25. The least positivity (5.9%) wasin patients with a score <5. As the scoreincreases
thechanceof getting |gA titrepositivity alsoincreases, but theincreasein positivity of thetitreisnot
linearly related to increase in score. Since P vaue is < 0.05, this is statistically significant. This
means that a positive titre of 19G and 1A is more likely in patients with higher NIHSS score &
thereforein patientswithincreasing severity of stroke. Thereisno positivecorrelation betweenIgM
titre positivity & NIHSS score. But since this study enrolled only 40 patients further study may be
required to confirm this finding.Among the cases the IgM titre positivity was equaly positive
(33.3%) in patientswith NIHSS score <5, 5-15 & 15-25. SincePvaueis> 0.05, thisisstatisticaly
not significant. Thereisno positivecorrelation between IgM titrepositivity & NIHSSscore. Another
observation which was found statistically significant was that as age advances the chance of 1gG
getting positiveisincreased when compared to IgA. Soin advanced age group |gG may beabetter
marker than IgA. Again as this study enrolled only 40 patients, further study may be required to
confirmthisfinding.

Fallsin Elderly. Sngh, S B,, Kalra, A,, & Mansharamani, G G, India
Falsarevery commonin elderly. It issixthimportant cause of mortality. The subject of fal hasnot
been given any importance in text books of Medicine. However hardly a patient comes to us for
consultation unlessand until he developed some complication. Prevention of fall isvery important.
Epidemiology Falsarevery commoninelderly amgjor problem especially for women. Some30%
of community-dwelling elderly individualsfall each year. Aetiopathogenesisof fal Fallsaredueto
physiologica changesin elderly. Some may be related to disease. Few are due to environmental
problem. Someof themareenlisted: 1) Postural ingtability; 2) Changesinblood pressurehomeostatic
mechanisms; 3) Diseaserelated factors. Theseareattributableto adisability or disordered function
inthe patient. Theyare caused in many patients by potentialy treatable conditions. Therefore, they
can aso be called medical fals. |. Drop attacks; 1l. Cardiovascular disease; I11. Neurological
disorders Seizures; 1V. Musculoskeletal disorders; V. latrogenic conditions; VI. General causes 1.
Systemicillness. 2 Disuseof thelower limbs. 4) Extrinsic/ Environmental Factor sAccidentd fals
account for nearly 50% of fallsin theelderly. Thesefallsoccur owing to aninability to compensate
for common environmental hazards due to the presence of multiple pathological conditionsin the
elderly. Diagnosisand Evaluation of a Patient of Fall Any elderly person who voluntarily or on
questioning admits to faling should be thoroughly investigated by detailed history, clinica
examination and relevant investigationsin order tofind out any underlying pathol ogical conditions,
many of which may be potentially trestable. Diagnosing includesal of thefollowing: 1. History 2.
Physical examination 3. Investigations 4. Who should be involved in prevention? Prevention
Putting preventioninto practice Primary Prevention: Thismeanstaking measuresto prevent fals
in people who have not fallen. Secondary Prevention: This means taking measures to prevent
further fallsin those who have had a previousfal/falls (with or without injury).

Total K nee Replacement —Our Experiencewith All Poly Tibial Components. Ahmed, 1., &
AZiz, A., Pakistan

Arthroplasty, the surgical refashioning of joint, aimsto relieve pain and to retain

or restoremovement. Both articular boneendsarereplaced by prostheticimplants. Different designs
and systems of total knee replacement are available in the market. These include metal on poly,
metal on meta backed poly, RPF etc., etc. Patient selection results & follow up of more than 50
patientswho under went total kneereplacement (PFC —2000) withal poly tibial component will be
discussed.
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Detection of Mycobacterium Tuber culosisby Conventional Methodsand by PCR in
Patientsof Tuberculosis. Sarfaraz, Shukla, |., Ahmed, Z., Malik, A.,Fatima, N., & Shahid, India
Introduction: Tuberculosis(TB) isoneof themost common preventableinfectiousdiseasesof the
world and it hasbeen estimated that about 30% of TB patientsresideinIndia. Dueto emergence of
multidrug resistant TB (MDR-TB) the situation hasbecomeadarming. Thediseaseisfast emerging
duetoHIV pandemic. Thelaboratory diagnosisof TB isalong and tediousprocess. Though culture
continuesto bethegold standard for definitivediagnosisof TB, itistimeconsuming and susceptible
to contamination process. Risein TB statistics and recent outbresks of MDR-TB have highlighted
the importance of rapid diagnosis of this disease. Polymerase chain reection (PCR) is one such
technique, which is of great value today in providing sensitive and rapid diagnosis. Aims and
Objectives 1. To compare the conventiona methodsand PCR in the diagnosis of suspected cases
of pulmonary and extrapulmonary TB.; 2. To find out the efficacy of PCR in the diagnoss of
extrapulmonary TB.; 3. To determine prevaence of drug resistant strains of Mycobacterium
tuberculosis (M.th). Material and Methods: The study was conducted in the Department of
Microbiology, Jawaharlal Nehru Medical College & Hospital, A.M.U. on patients attending OPD
andIPD of thehospita over aperiod of 2years. 781 patientsof pulmonary and 450 of extrgpulmonary
TB were included. Sputum and extrapulmonary specimens (blood, pus, spind, pleural, gastric,
synovia and ascitic fluids etc.) were subjected to microscopy (ZN method) and culture (on LJ
media). Drug susceptibility testing was performed by 1% proportion susceptibility method for
Streptomycin(S), Isoniazid(INH), Rifampicin(R), Ethambutol(E), and Pyrazinamide(Z). Nested
PCRwasperformed on 70 (37 sputum, 6 gastric aspirate, 19 endometriad biopsy & 8 CSF) specimens.
Results: Smear and culture examination of sputum obtained from 714 cases ofpulmonary TB
revedled that in 59 cases (7.55%) smear was positiveand in 87 cases (12.18%) culturewaspositive.
Extrapulmonary samplesyielded smear positivein4 cases(0.89%) and culturepositivein 23 cases
(5.11%). Out of 70 cases of TB studied for PCR, 28% (20/70) cases could be diagnosed by AFB
smear, 34.29% (24/70) by cultureand 74.29% (52/70) by PCR. PCR results showed apositivity of
4(66.7%) for gastric aspirate, 14(76.8%) for endometria biopsy and 6(75%) for CSF. For the 30
strains tested for drug susceptibility maximum resistance was seen for INH 23% followed by R
20%, S6.67% and E 0%. 16.6% (5/30) weremulti drug resistant strains. Conclusion: 1. ZN smear
and culture positivity was much higher for pulmonary TB (7.81% & 12.55% respectively) than
extrgpulmonary TB (0.89% & 5.11% respectively). 2. Mycobacterial PCR from various types of
specimenscould behelpful indiagnosing AFB smear, culture negative casesof pulmonary & extra
pulmonary TB where number of bacilli isvery less. 3. Prevalence of MDR M.tb was found to be
16.67%.

PSYCHOLOGY/ PSYCHIATRY

Stress, Depression and Anxiety among M other sof Children with Thalassemia. Kausar, R, &
Zehra, S K., Pakistan

The present study examined psychologica implications of Thalassemia for mothers. It was
hypothesized that mothers of children with Thalassemia experience significant stress, depression
and anxiety and that thereispositiverel ationship between stress, anxiety and depressionin mothers.
A sample of forty mothers of children having Beta Thalassemia. Major were recruited through
Nationa Thalassemia House, Rawalpindi. Depression, Anxiety and Stress Scale (DASS-42) was
trandated into Urdu for usein the present study. Interview schedule was used as amethod of data
collection and mothers were assessed at the premises of Thalassemia House. Data was andyzed
using descriptiveand correlation analysis. Motherswere found to be stressed out and depressed and
there was significant positive correlation between stress, depression and anxiety. Findings have
very important implications for provision of psychological services as part of Thalassemia
management. Key Terms: Thalassemia, Stress, Depression, Anxiety.

Effect of Family Psycho Education on Burden in Familiesof Patientswith
Schizophrenia. Nas, T, & Kausar, R, Pakistan

Background: The mgjority of patients with schizophrenia live with their relatives in Pekistan.
Because of the patient’shehavioral disturbancesand other negative symptoms, family experiences
aconsderableburden. Aimsand Hypothes's Toeval uatewhether family psycho educationreduces
the burden on families of patients with schizophrenia It was hypothesized that families receiving
psychoeducation would report significantly less burden compared to those who did not receive
psychoeducation. M ethod: 115 patientswith schizophreniaand their family memberswererecruited
from out patient departments of ateaching hospita in Lahore. Patients and their family members
were randomly assigned to two groups, i.e. psycho education and non psycho education group.
Both groups received psychotropic drugs but one group received psycho education and other did
not. Theburden onfamilieswasassessed using thefamily burdeninterview schedule (Pai & Kapur,
1981). Thefamily membersof both groupswere assessed twice; onceat thetimeof recruitment and
second a six monthsfollow upi.e. postintervention. Results: 99 patientsand their rel ativescompleted
the treatment and datawas anayzed using independent sample and paired samplet-test analyses.
The results showed significant reduction in the score of al sub scalesof family burden schedulein
the group who received psycho educationa intervention as compared to the group who did not
receive psycho education. There was also significant reduction in burden a post intervention
assessment in psycho education group. Conclusion: Family psycho-education reducesfamily burden
experienced by family membersof patientswith schizophreniaand hasvery important implications
for rehabilitation of patientswith schizophrenia. K ey Terms: Family Burden, Schizophrenia

A Comparison of the Perception of Expressed Emotionsin the Patientswith
Schizophrenia, Depression & ObsessveCompulsiveDisorder.
Mirza, M., & Kausar, R, Pakistan
Several theoriesand research findingsexplainin detail about the blunting of affect in schizophrenia
and the consequent difficultiesof itsvictimsto appropriately perceiveand respond to the expressed
emotionsof theirimmediate others. On the contrary the patientswith depressivedisorder and OCD
present high sensitivity intheir emotional interactionsbecauseof their anxiousand negativecognitions.
Thepresent study aimed to comparethetypeof perceived expressed emotionsof theaforementioned
groups. It was hypothesizesthat the patientswith schizophreniaare lessemotionaly responsiveto
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thehigh expressed emotionsthan that of the patientsof depression, OCD and non patientindividuas.
To explore this phenomenon, a list of high expressed emotions scenarios was generated and
administered to 100 participants (N=25 of each group) for their possible responses. Then smilar
type of responseswere categorized and scored according to their emotional tone. It was found that
majority of the patientswith schizophreniarendered responseswhich werelessemotional than that
of thesubjectsof the other groups. Whilethe patientswith depressivedisorder, OCD & non patient
participants hierarchically reported more emotiona responsesto the given scenarios. Thistype of
findings may initiate further research in this direction and open new avenuesin the management
and relapse prevention strategiesfor schizophrenia, Depresson& OCD. K ey Wor ds: Schizophrenial
Blunting of affect/ Perceived expressed Emotions’ Depresson/ O.C.D.

Development of Wor kingWomen’s Sressor sScale (WWSS).
Asad, S, & Najam, N., Pakistan

Objective: The present research was carried out to identify stressors of Pakistani professiona
women and to develop the Working Women's Stressors Scale (WWSS). Method: Focus group
discussionsonmultiplerolesof professiona womenwereconducted onthreegroupsof professiond
women (N=18) comprising of doctors, bankers, human resource officers and from medicine and
textilefactories. Agerangeof the participantswas 26 to 57. Therewere 11 married and 7 unmarried
women. The groups were asked to describe their liveswhich could be attributed to multipleroles.
Working women identified additional load in seven categories and these were summarized in five
sub categories. Results: Stressorswhich classified werelifeevents, daily stressors, family stressors,
work stressors, personal stressors, socid stressors and catastrophic (extremely painful events).
However their werevariablessuch as*finance” came up under morethan one category of stressors,
eg. identified as (a) life event variable, (b) as daily hasde, and aso (c) as a persond variable.
Varigblesuchas*“inlaws’ identified in three categories of stressors (a) daily hassles, (b) asfamily
stressors, () as catastrophic. Socid and persond factorswere also suggested as stressors. Married
women reported more stressors related to family, finance, social, hedlth, catastrophic, where as
unmarried women reported work stressor, persond stressors, daily hasdes.On the basis of these
findings Working Women's Stressors Scale WWSS was devel oped. The 63 items of WWSSwere
further provided with Likert scale (5- point). A pilot study was conducted to collect responsesform
asample of 30. Reliability analysis was computed which revedled that reliability coefficient was
very highwithapha=0.92. Significant correlation between the stressor wasfound which provided
good preliminary support of scal e’ svalidiity. Conclusion: Working Women's Stressor’'s Scll e WWSS
can be used to identify stressors of Pakistani working women. Key Terms: Stressors, Working
women, WWSS: Working Women Stressor’s Scale,

Construction of Scaleto Measure Job Autonomy. Fida, K., & Najam, N.,Pakistan
Objectives To construct asca eto measurejob autonomy among employeesof privateand privatized
organizations. M ethod: Focusgroup techniquewas used to explorethe Job Autonomy (JA) among
26 employees of private and privatized organizations. Discussions from the focus groups were
utilized inthe generation of 28 statements. Thesestatementswereclassifiedinto 7 sub-areasof J A.
i.e. 1. Job functioning, 2. Scheduling, 3. Decision making, 4. Physical environment, 5. Gender, 6.
Socid interactions, and 7. Dresscode. Likert scale (5-point) wasadopted for these 28 statementsto
collect the responses form the sample. Pilot study was conducted on a sample comprising of 32
employees, selected from privateand privatized organi zations. JA Scalewasadministered and data
wascollected for further satistical analysis. Results: Using theresponse obtained from 32 employee
of privateand privatized organi zationsreliability analysiswascomputed whichreveal sasignificantly
high internal consistency reliability for the JA scale with coefficient alpha = 0.62. Correlaion
coefficient was computed among the sub-areas of JA and found with relatively low correlations.
Inter-statements correlationwasa so computed tofind-out therel ationship among theeach statement.
Data from correlaion analysis supported the construct and discriminant validity of the JA scale.
Conclusions: Results of the statistical andlysisreved that, the JA Scaeisreasonably reliable and
valid andisexpected to proveuseful for theassessment of JA of employeesof privateand privatized
organizations. This scale may contribute to conducting further studies related to measure JA of
employees of private and privatized organizations. Key Words: JS; Job Autonomy, private and
privatized organizations, employee.

INTERNAL MEDICINE/ OBSTETRICS

NeuromyelitisOptica. Cross, S, USA
New research is providing the basis for arevised understanding of Neuromyelitis Optica(NMO).
NMO, or Devic's disease, has been characterized by the presence of optic neuritis that is often
bilateral, smultaneous and severe, myelopathy with longitudinally extensive spina cord imaging
abnormdities, and no brain MRI abnormalities typical of multiple sclerosis (MS). Thereis often
rapid progression to debility and death. Theseclinical features have been used to distinguishNMO
from MS. An antibody marker of NMO binding selectively to the aquaporin-4 water channel has
been identified. This may play a causative role in the disease. Aquaporin-4 is the most abundant
water channel inthe central nervoussystem, and lesionsin NM O frequently correspondin location
to its digtribution. This marker has been identified in Japanese patients with opticospina MS,
prompting the suggestion that NM O and Japanese opticospinad M Sarethesamediseaseentity. The
NMO antibody predictsthefrequent relapses of optic neuritisand myélitis. Itisasofoundin some
patientswith §ogren’ssyndromeand lupuserythematosis, implicating acloserel ationship between
NMO and these auto-immune disorders. Because the antibody is found in patients with brain
abnormadlities atypica of MS, the diagnostic criteria for NMO have been revised to dlow the
inclusion of patients with these MRI abnormdities. The distinction between NMO and MS is
critically important becausethesetwo disordersrespond differently toimmunemodul atory therapy.

Economic Cost in Novel Cancer Treatment: Biggest Dilemmain Developing
Countries. Sharma, K., Mohanti, B. K., & Rath, G K., India
Theincidence of cancer and itstrestment cost isincreasing worldwide and it is becoming amgjor
impediment in attaining the state of optimum hedlth in developing countries like India, where
practiceslike hedlth insurance, economic cost anays's, cost-effectivenessratiosare rare practices.
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A mgjor challenge for these countriesisto find strategies in which their limited resources can be
properly utilized in managing thisdisease. With theincreasing useof novel diagnostic and trestment
modadlities, the overal trestment cost for cancer is increasing and often it becomes the biggest
controversy whether such practices arejustified in poor or medium resource countries.

Inrecent years, market forcesand political processeshavegenerated growinginterest regarding the
economic costsof diseases. Also, increasing influence of market forcesin clinical practice, lack of
proper guidelines, avareness amongst patients regarding themselves as consumers, and lack of
political willpower amongst governing agenciesaddsto these cost inflations, Cancer interventions
have outcomesthat affect patientsand their familieswho pay out-of-pocket costsand time, people
(not yet “patients’) who are falsely screened positive, providers of care, third party payers who
cover costs of hedlth care, the employer, the government, and society asawhole. Sincethereisa
growing need in hedlth sector to live within budgetsin acountry like India, thereisagrest need for
incorporating economic cost assessment practicesfor effective hedlth care delivery so that patients
and their families can access the care adequately. Keywords: Cancer, treatment, cost-andysis,
economic-cost

Non-Invasive Treatment of Osteoar thritiswith Quantum M agnetic Resonance (QMR).
Vasishta, V. G, India

Quantum Magnetic Resonance Therapy TM utilizes highly complex quantum electromagnetic
beamsin the sub-radio and near-radio frequency spectrum. The beams can be precisely controlled
and focused onto tissuestherein generating streaming voltage potentials. In osteoarthritis, thisflow
inthejoint causesforced movement of hydrogen protonsin the extracellular matrix (ECM) dueto
the dteration in QMR spin in the hydrogen atoms and stimulates the chondrocytes. After the
publication (2004) of theresultsof apilot study on theeffect of QMR on 35 patientswith osteoarthritis,
300 more patients with osteoarthritis have been treated with QMR as a follow up study. The
patients were assessed on the basi's of well-established internationally recognized knee society
rating system and scores prior to immediately after trestment and further after three months were
computed. In addition, MRI of the knees was done using standard protocol before and after three
monthsof treatment with aview to measurethe changesin thecartilagethicknessin thekneejoints.
By the end of the trestment the patients could walk up to five times more than before trestment
without any difficulty. MRI showed a remarkable increase in the thickness of the cartilage in the
knee joint. It needs the emphasized here that cartilage in one of the tissues in which the cells
(chondrocytes) have stopped reproduction (mitosis) since they have reached the finad stage of
differentiation. QMR Therapy TM has now been successfully employed to induce mitotic activity
inthefully differentiated chondrocytes. Thishasbeen established asanincressein cartilagethickness
inMRI.QMR Therapy TM isamethod for regeneration of cartilageand iseffectivefor trestment of
osteoarthritis of the kneejoint.

A Randomized, Double-Blind, Clinical Trial Comparing Different Concentration of Topical
Diltiazem and Assessment of Quality of Lifein thelndian Patients Suffering from Chronic
Anal Fissure. Medhi, B., Prakash, O., Prakash, A., Kaman, L., & Pandhi, P, India
Objective :Aim of the study was to compare efficacy and safety diltiazem 2% with 4% gel
prospectively including quality of lifein patients diagnosed with chronic and fissure. Materials
and Methods: 50 outpatients with chronic and fissure, 25 patients were randomized to topical
diltiazem (2%) gel and 25 patients to diltiazem (4%) gel once daily for 8 weeks as per inclusion
criteria All the biochemical investigations and detailed examination were carried out. During the
course of trestment each patient was seen threetimes (15, 30 & 60th day). Adverse drug reaction,
hedlingand quality of lifewererecorded during the patientsvisit. ResultsHealing occurredin 23 of
25 patients treated with diltiazem (2%6) and 18 of 25 patients were cured with diltiazem (4%) (P
<0.05). 2 patients complain of itching and one patient with dizziness. Qudity of lifewasimproved
in both the group and with 2% diltiazem most of the patients showed improved quaity of life.
Conclusion Both diltiazem preparation wereeffectivein heding anal fissureand improved quality
of lifewithin fewer side-effects. However study indicates more efficacies with diltiazem 2% gel.

Key words: Diltiazem, Chronic and fissure, chemica spinteractomy

Effect on Glycated Hemoglobin (HbA1c) of Iron Deficiency Anemiaand Its
Responseto Treatment. Gupta, N., & Nitin, S, India

Background & Purpose: Glycated hemoglobin (HbA 1c) isformed by non-enzymatic glycosylation
of hemoglobin. Thisrather dow process occurs throughout the life span of red blood cells. Hence,
agiven HbA 1c valuerepresentsthe glycaemic status over preceding 2-3 months. Thisfact isoften
used to assesstheglycaemic statusof diabetic patients. Amongst thevariables, hemolytic anaemias
are shown to affect HbA1c levels. Effect of other anaemiasincluding iron deficiency anaemiais
lesswell defined. We studied the effect of iron deficiency anemia, which isthe most common type
of anemia, on HbA1c levels, and how these respond to successful treatment of iron deficiency.
Methods: Fifty adult patientsof proveniron deficiency anemiawereincluded, against another fifty
healthy controls. Disorders known to ater HbA1c were excluded from this prospective study and
abasdline Hb el ectrophoresisexcl uded haemogl obinopathies. Diagnosisof iron deficiency anemia
was based on microcytic pictureaong with alow serum ferritin level. Thetrestment included ora
ferrous sulphate in appropriate doses. Basdline and follow-up investigations included HbA1c at
baselineand during the 2-month follow-up. Results& Conclusion: Meanvaueof HbA1c4.6+0.6
% was significantly lower than control 5.5+0.55 % at baseline. Following treatment, therewas a
significant risein HbA1c values and were 5.9 + 0.56 a 2 month, being significantly higher than
control. No significant changeswere encounteredin fasting blood sugar over thetwo months. Such
findings are not reported earlier and are discussed including the possible role of nutrition.

Neural Computers. A Moddl. Varadarajan, S, UAE
TheNervous Systemiscomposed of multiplefeedback |oopswhich rangefrom 2-neuron recurrent
inhibitory loops to multiple polysynaptic loops. It is particularly prevaent in the cortica regions
that areimportant for memory i.e., the hippocampus. An intrinsic component of theseloopsisthe
presenceof timedelayslike conduction timea ong theaxon and acrossthe synapse, and processing
times. Consequently, mathematical modelstaketheform of delay differential equations. Whenthe
time delays become sufficiently large it produces multistability. This multistability playsarolein
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active short-term memory i.e., theelectrica form of memory beforethememoriesarestoredinthe
form of macromolecules. Neurd circuits constructed from Aplysia (seasnail) provide convincing
evidence of this phenomenon. It has also profound implications on the dynamics of closed-loop
hybrid neural computer devices. Here, time delays take the form of sensor response time, and
computing time, which are longer. Hence, multistability arises more readily. This helps treating
neurological disordersthrough Prostheticswhich are partly human and partly machine. Therecent
demonstration that two-way communication can occur between aliving neuron and aSlicon Chip
hasmede possibleto minitarize hybrid neural computer devicesto amost cellular level. Theuseof
hybrid neural devices for lost limbs by robotic ones, and for epileptic seizures by embedding
computer chips in the brain has become a redlity. This paper andyses the recurrent feedback
circuitsin the brain and presentsamodel of ahybrid neural computer.

OBSTETRICS GYNAECOLOGY
Acquired Hemophilia—Causeof Lifethreatening PPH.

Khanna, S B., & Dash K., India

Objectives: 1. To discuss about two cases of acquired hemophilialeading to life threatening PPH.
2. To discuss about the emerging role of recombinant factor V11 ain the management of acquired
hemophilia Case Reports: 1. Mrs. X, 32 yearsold P2 delivered two weeks back presented with
complaints of severe PPH for one week. She had multiple D& Es and blood transfusions. After
admission she was managed with Laparotomy with internal ligation, hysterectomy and multiple
transfusions with PRC, Cryo Precipitant and FFR. Still she did not respond and on thorough
investigation diagnosed to have acquired hemophilia; 2. Mrs.Y, 24 yearsold P1 who had LSCS
three weeks back presented with persistent pyrexia and abnorma coagulation profile. She had
lgparotomy with drainage of abdomina wall haematoma, D& E. She aso had received multiple
transfusionswith PRC and FFR. On thorough i nvestigation diagnosed to have acquired hemophilia
She responded well after giving asingle dose of recombinant factor V11 a Discussion: Acquired
Hemophiliais a severe bleeding diathesis, resulting from production of auto anti bodies against
Factor VIl impairing coagulation. It may beidiopathic, druginduced, immunemediated or following
pregnancy and delivery. Diagnosisis made by prolonged PTTK, decreased Factor V111 level and
normal PT & Platelet Count. Recombinant Factor V11 has been proved to be an effective agent in
the trestment of this condition.

An Indian Survey of Awarenessand Useof Complimentary and Alter native
Medical (CAM) Therapy in Infertile CouplesAttending a Private Tertiary
Assisted Reproduction Unit. Verma, S, & Puja, D., India
Background: Substantial improvement hasbeen madein variousareasof infertility including IVF
(in vitro fertilization), ICSl (intra cytoplasmic sperm injection) and cryopreservation technology,
however overal pregnancy and “take-home baby” rates still remain low at gpproximately 25-30
percent per cycle Alternativemedicinescommonly knownas* CAM (Complimentary andAlternative
Medicine) therapy” are gaining increasing popularity al over the world. In the absence of any
assured solution, the infertile couples congtitute a vulnerable group, ready to try any medica or
non-medical thergpy without being aware of its proven benefits or potential harmful effects. With
the huge tide of demands, markets are flooded with enormous number of CAM products and
therapieswith often highly deceptive clamsand advertisements. Scientific dataregarding theexact
prevaence and beneficial role of the CAM therapy is sparse. Some studies have even reported
lower pregnancy rates following IVF treatment in the couples using CAM therapy. Aim(s)/
Obj ective(s): Tostudy the prevalenceand pattern of the use of complimentary dternative medical
thergpy in infertile couples attending a tertiary level assisted reproduction unit. Material(s)/
Method(s): 200infertile couples (tota 400 patents) with variousetiol ogies affecting either or both
partners, atending aprivatetertiary level assisted reproduction unit of IndraprasthaApollo Hospitals,
New Delhi, Indiawereinterviewed between January and July 2008. Theinformation wascollected
by voluntary participation after an informed written consent ensuring confidentidity. A predefined
proformausing questionnairemethodol ogy wasfilledin personwhereclear, smple, comprehensible,
easily understandabl elanguage was used and most questionsneeded tick in thebox under yesor no
option. Result(s)/ Obser vation(s): Theresultsof thepractice pattern, prevaenceand typeof CAM
used, its perceived indications, safety and efficacy were analyzed. The survey reveded that 37 %
of dl patients attending atertiary level assisted reproduction unit had used CAM therapy for their
infertility. The most popular CAM thergpy in this study wasfound to be Ayurvedic thergpy which
was used by 27% of dl CAM users. The next two commonly used CAM therapies were Yogic
(1296) and Herbal (11 %) medicines. Forty percent of the patientsused morethan onetypeof CAM
therapy at the sametime.82 % of the CAM therapy users were not aware that there could be any
potential side effects and 75% did not volunteer the information of their use of CAM to their
infertility specidists. Conclusion: Our study revealed that an unexpectedly largeIndian population
even those attending a private tertiary ART unit isusing CAM therapy. Thelr preferred choiceis
Ayurvedictherapy followed by Yogicand Herba sciences. Most of theseinfertilepatientsundergoing
various assisted reproductive treatment do not even voluntarily disclose thisinformation to their
physician. To the best of the author’s knowledge, this study is the first reported Indian survey of

CAM therapy usein infertile population.

Pregnancy After Bilateral Dysgerminomaof the Ovary. Shami, N.,, Anwar S, Shaharyar, A.,
& Adf, S, Pakistan
Background: Pregnancy after treatment of germ cell tumours of ovary is common. However
patientswith bilatera dysgerminomatreated with unilateral oophorectomy, wedgebiopsy of opposite
ovary, and conservation of uterusface difficulty in conception. This study was conducted with the
objectiveto eva uatethefertility statusof ovarian dysgerminomapatientstreated with conservative
surgery and BEP chemotherapy. Methods: Patients of bilatera dysgerminoma who underwent
conservative surgery and chemothergpy with cisplatin 20 mg/ m2 and etoposide 100 mg/ m2 day
1to5and bleomycin 30 mgonday 1, 8and 15 of threeweekly cyclesweredigible. A norma AFP
and beta HCG a baseline was required. Post trestment CT scans of abdomen and pelvis were
obtained. Patientswere regularly followed on monthly basis. Pregnancy wasallowed 2 years after
completion of last cycle of chemotherapy. Results: From January 1998 to December 2003, 11



patients were enrolled. Median age was 16 years (range 13-18). All patients had complete
disappearance of disease after trestment. Treatment related amenorrhea did not last beyond one
year. During amedian follow up of 5 years, al patients conceived and atotdl of 14 pregnancies
werecompleted successfully. Threepatientsrequired useof domipheneditratefor ovulaioninduction.
No patient was treated with gonadotrophins. Six patients underwent lower segment caesarean
section for obstetric indicationsand seven delivered vagindly. All babieswere hedthy without the
signs of hirth abnormalities or retardation. Conclusions: With conservative surgery and BEP
chemotherapy for trestment of bilateral dysgerminomathefertility isretained with good pregnancy
outcome, when conception occurs at least two years after the last dose of chemotherapy.

Pre-Pregnancy Weight and Risksof Adver se Pregnancy Outcome.
Anwar, S, Shami, N, & Adf, S, Pakistan

Pre-pregnancy materna weight isanimportant indicator of fetal outcomeand fetal weight. Maternal
nutrition and drug usage have important implications and effect fetal outcome. Maternal Body
Mass Index (BMI) < 19 isassociated with babies of low birth weight; whereas maternal BMI > 25
isassociated with heavier and bigger babies. However, the number of preterm deliveriesincreases
inboth groups. Theratio of L SCSa soincreaseswith both extremesinBMI. IUGR babiesaremore
commonly delivered by motherswhose BMI islessthan norma range. Thereforeit is concluded
that pre-pregnancy counseling, care and management has important implications on pregnancy
outcome. Key Words: BMI, Nutrition, [IUGR, LGA.

Effect of Motile Sperm Count After Swim Up on Outcomeof Ul Khan, A, A., Pakistan
1UI is one of the treatment options for infertile couples before proceeding to other invasive and
expensivetechniques. Severa semen parameterscorrelate directly with outcomeof 1UI, oneof itis
total processed motile sperm count and it can be helpful in councelling of patients. Sudy Design:
Retrospective study was conducted from January 2004 to July 2006 at Surgimed I nfertility Centre,
Lahore. Objective: To andyze the prognostic value of motile sperm count after gradient method
sperm wash in [UI in large group of semen samples. Method: 600 couples under 800 infertility
trestment cycles. After ovulation induction and folliclemonitoring HCG wasgiven, pregnancy rate
was calculated in relation to motile sperm count. Results: A non linear increasein pregnancy rate
per cyclewasincreased with number of motilespermin Ul sample. [UI with, 2x 106 motilesperm
after gradient method sperm wash resulted in pregnancy rate of < 1%. With motile sperm count
above thislevel the pregnancy rate was 18%. Conclusion: Strict analysis of motile sperm count
after gradient sperm wash techniqueisauseful prognostic factor for predicting pregnancy rate for
1UI. In patientswith post wash sperm count < 1% other trestment optionsshould beoffered tothem.

PSYCHOLOGY/ PSYCHIATRY

Neuropsychology: Challenges and Oppor tunitiesfor Emerging Neurosciencein the Region
(with Special Referenceto Clinical and Research Training and Practice). Ngjam, N., Pakistan
Thepresent paper would giveareview of thehistorical devel opment of Neuropsychology in Pekistan
from its inception in Pakistan to the present day From the late 19th and early 20th century,
Neuropsychology emerged out of three mgjor traditions around the world i.e. the European, the
American and most importantly the Russian branches (psychology, neurology and physiology). In
Pakistan, Neuropsychology began asan dienword in Psychology intheearly 80's, but gradually it
hasachieved recognition asanimportant specialization in Psychology. Theresearch and assessment
training programs have expanded effectively to pediatric, adult and geriatric issues. Similarly
addictions, developmental disorders, cognitiveand memory functions, psychopathol ogical conditions
have been researched and assessed using various neuropsychol ogical toolsand batteriessuch asthe
LuriaNebraskaNeuropsychologica Battery (LNNB), Hal steed Reitan Neuropsychological Battery
(HRNB) and the Boston Protocol. This has given a new perspective to clinical assessment and
direction for effective and focused rehabilitative programs. The opportunities for thisdisciplineto
grow areindicated by theneed for alarger number of trained neuropsychologiststowork in hospitals
and clinical settings. However, even though research has indicated the efficacy of looking a the
neuro-psychological profiles in clinica decisions, we till are along way from accepting the
assessment as a matter of routine evaluation. The challenges of a changing paradigm are great
which include overcoming hard drawn lines between disciplines (within psychology, neurology
and psychiatry).

Demographic Characteristicsand Family Correlatesof Dhat Syndromein

Pakistan. Khan, N., Kausar, R, & Choudhry, H. R, Pakistan
Dhat Syndromea soknown as Semen LossConcerniscommonly reportedintheIndian Subcontinent.
Main objective of the present study was to examine demographic profile and family correlates of
Dhat Syndromein Pakistan. 318 Dhat Syndrome patients meeting |CD-10 criteriawere recruited
from clinics of Homeopaths, Hakims, Infertility Speciaists and General Medica professionas.
Semi Structured Interview Schedulewas used to gather dataand individua assessment wascarried
out at thepremisesof theprofessionals. Datawas analyzed using descriptiveand inferentia satistics.
Andysisindicated that avast mgority of patientswere consulting Hakimsand Homeopaths. Typica
profile of aDhat Syndrome patient in Pakistan emerged to be ayoung, single, less educated man
with poor socioeconomic status. Most of the patientswereworking aslabourers (skilled and unskilled)
andinnon officia capacity. Mg ority of the patients perceived their family atmosphere being strict.
Half of the patients perceived their parentsstrict and among those, onethird perceived their fathers
being strict. Most of married patientsreported having extra/ premarital relations. Findingsfromthe
present study havevery importantimplicationsfor provision of psychological interventionto patients
reporting with Semen LossConcernin Pakistan. K ey Terms: Demographic Characteristics, Family
Correlates, Dhat Syndrome, Semen Loss Concern.

Psychiatric Morbidity and Trendsof Patients Seeking Psychological Help
Munaf, S, Panhwar, M., Igbal, N., & Shaheen, M., Pakistan
Introduction: The Objective of the present research is to determine Psychiatric Morbidity and
trends of patients seeking psychologica help a Ingtitute of Clinical Psychology, University of
Karachi, Pakistan. Method: One hundred and twenty five case files were analyzed, out of four
hundred and thirty dientsof Ingtituteof Clinical Psychology, University of Karachi, Pakistan registered
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during one-year duration from January 01, 2005 up to December 31, 2005.These files indicated
client'sdiagnosed on Axis-| and Axis-1 disorderson Multi Axia system of DSM-1V-TR (2002).
Their age range was between 18 upto 50 years, their minimum education was primary and dl of
them belonged to upper and middle socioeconomic level. Out of 125 patients, 119 were diagnosed
onAxis-1-Clinical disordersand other conditionsthat may be afocus of Clinical attention and 06
werediagnosed onAxis-11-Persondlity disorderson DSM-1V TR. Inorder to determine prevalence
of psychiatric morbidity on Axis-1, Axis-11 and trends of the patients seeking psychological help,
percentages were cal culated taking into consideration number of cases on various categories of
Axis-1, Axis-11 disorders and separate percentages of gender, marital status, education and
socioeconomic level of the patientsdiagnosed on same gpproach werea sotaken out. Results Itis
clear fromtheresultsthat prevalenceof psychiatric morbidity onAxis-1 disordersismore (95.2 %)
thanAxis-11 disorders(04.8%).Prevaenceof psychiatric morbidity on different diagnostic categories
wasa so cadculated. Lookingintotrends, itistowardsmales (60.80%) seeking more psychological
help than femaes (39.20%). Furthermore it was aso noted that more males (Axis-1=56.80%,
Axis-11=04%), unmarried people, (Axis-1=48.80%, Axis-11=02.40%), more educated (Axis-
1=52.80%, Axis-11=03.20%) and people belonging to middle socio economic class (Axis-1=
77.60%, Axis-11=04.00%) seek psychological help or / and suffer morefrom Axis-1 and Axis-11
disorders than females (Axis-1=38.40%, Axis-11=0.80%) married (Axis-1= 46.40%, Axis-11=
02.40%) less educated (Axis-1=42.40%, Axis-11~01.60%) and those belonging to Upper socio
economic class(Axis-1= 17.60% , Axis- 11=00.80%). Discussion: Our results of prevalence of
psychiatric morbidity and trends of the patients seeking psychological help, corresponds with the
gender differencefindingsreported in previousyearshy Clinical Psychologists of Pakistan, which
indicate that in the city of Karachi male seek more psychologica help than femaes. It seemsthat
the trend has not yet changed in Pakistan of gender biases of giving preference to maes and
bringingthemmoreto Clinical Psychologica for psychologica assistance. Hence, awarenessprogram
may beintroducedin different communitiesin order to devel op psychol ogical sophisticationamong
peopleand to motivatethose ssgmentsof society who avoid seeking psychological help. K eywor ds:
Psychiatric, Morhidity, Prevalence, DSM-1V-TR, Trends.

Power Spectral Density Analysisof Lullaby Songsin South Indian

L anguages— Tamil. Ravindran, S, & Ravindran, G, India
It ismedically proved that, music has soothing effect on human neurological system. Especialy
Indian Carnatic music hasdifferent ragaswhich has specific pattern of modulation of sounds. Each
ragashasspecific noteswhilegoing up (Arognam) and different whilecoming down (Avaroganam).
InTamil Nadu (Southern Part of India) thereare specific typesof songs(lullabies) that help torelax
both sensory and motor system of neonatesand children. Thissetsthe baby into deeping mode. In
the present work, the power spectra density (i.e. the energy content of audio signds in each
frequency band) is being computed. The result indicates that, these songs contains frequency
components spread over 1 to 40 KHz, instead of concentrating on specific frequency. The next
observation noted is that the energy is not equally spread over the entire frequency range, but
concentrates on frequencieslike 1.2 KHz, 3KHz, 7 KHz, 13to 16 KHz, 22-24 KHz, 27-30 KHz,
35-37 KHz and 40-42 KHz. Of thesefrequencies, higher concentrationisinthevicinity of 15 KHz
and 30 KHz. In these songs notes are maintained for a particular time period. These results agree
with the previous researchers results that white noise can help the neonatesto relax. Fromtimein
memoria the Tamil lullaby songsaresung tothe South Indianinfantsby their mother and arefound
tobeuseful inmaking theneonatesto deep. Further anaysisinthisareacan resultinthe devel opment
or safe audio stimulates for neonate relaxation.

GERIATRICS ORTHOSURGERY

Ageing Revolution (Ageing-M agnitude, Problems, Research, Myths& Prevention).

Mansharamani, G G, Bhalla, S, & Kalra, A, India
Ageing has fascinated mankind from time immemoria but it is only after world war two lot of
research is being done on this aspect. No ageing was seen in Stone Age period. All deaths were
accidenta or sudden. Hardly one in million Robin dies of old age. World is ageing fast. Large
number of peopleis seeing prospects of longer life opening before them. There was atime, when
hardly 30% of the population could reach the age of 60 but now there are placeswhere 30% of the
populationisabove60. Dependency ratioisrising. Inshort hedlth, psychologicd, financid, nutritional
and socia problemswill be discussed in these ageing nations (Graying of Nations). There will be
some aspects of research going oninAgeing.

Rheumatology Physician Attitudes Towar dsComplementary and Alter nativeM edicine:
Resultsfrom a National Survey. Manek, N. J., USA
Objective: To describe US Rheumatologist’'s use of common Complementary and Alternative
Medicine (CAM) treatments and to determine if their persond or professional characteristicsand
attitudeswere associated with having recommended eech CAM moddlity. M ethods: A sub-sample
of datafrom arecent NIH cross-sectional physician survey about CAM was analyzed. A random
sample of 600 rheumatologists in clinical practices listed in the American Medica Association
Physician Master filereceived a12 page questionnaireby mail. Responseitemsincluded participant
characterigtics, and experiencewith common CAM therapies. Dependent varigblesincluded attitudes
toward 6 common CAM therapies: spinal manipulation, acupuncture, Reiki, meditation, bodywork
and glucosamine +/- chondroitin. For each therapy we asked if they had ever recommended the
CAM therapy. Independent variables included respondents’ demographic information, practice
characteristics, aswell astherelativeroleof patient preferences, clinica experience, and published
research in their decision making. Chi-square testswere used for comparisons. Results A total of
345 rheumatol ogistsresponded (58%) of which 254 weremale (74%), 80 werefemale (23%); 214
participantswereage€’ 50 years(62%), and 117 were<50 years (34%). Most participantsreported
white race (86% vs. 11% non-white). Mgority reported agroup practice setting (46%), followed
by solo practice (28%), academic (20%), and ingtitutional (3%). Femae rheumatologists were
more likely to have ever used meditation (38%), and body work (massage) (48%), compared to
their male counterparts (20% and 30% respectively; p<0.01). Non-white practitioners were more
likely to recommend acupuncture compared to physicianswho arewhite (69% vs. 52%) (p=0.01).
Younger rheumatol ogists (<50yrs) weremorelikely to haverecommended acupuncturethan ol der
rheumatologists(62% vs. 50%) (p=0.013). Published researchwasuniformly very important across
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dl practice settings. However, onein six femalerheumatol ogists, (17%) rated patient preferenceas
the“most important factor” in formulating atrestment recommendation compared to onein thirty
male rheumatologists (3%; p<0.001). Conclusions: In thisfirst nationa survey of conventional
rheumatologists, we found physician characteristics including younger age, ethnicity and gender
weread associated with favorable attitudestoward CAM therapies. Gender differencesin attitudes
toward CAM may be mediated by concurrent differencesin therelative role of patient preferences
inclinical decision-making relative to research evidence and clinical experience. Further ressarch
is required to determine to what extent CAM can be or should be integrated into the practice of
Rheumatology inthe US.

Limb Salvagein Patientswith Diabetic Foot —An Option Worth Considering.

Gupta, A., & Trehan, N., India
Published data has shown that periphera arteria insufficiency occursin 11 — 15 % of dl long
standing diabetic patients. In addition, another 5% patients have neuro-ischemic ulcerations or
necrosis. Regular assessment of periphera circulation is mandatory in al diabetics and re-
vascularization proceduresmust beconsi dered whenever possible. We present aprospectiveandysis
of the lyear outcomes, of diabetic patients who underwent a range of procedures with aview to
limb salvage. A prospective outcome analysis of 34 diabetic patients (n = 34) between Jan 2007 —
Sept 2007, with critical limb ischemiawas done. Femoro- above knee poplited bypass with two
vessal runoff —6, Fem —above knee popliteal bypasswith single vessel runoff —6, Fem—Anterior
Tibid — 10, Fem—Posterior Tibia-7, Fem —peroneal 2 and 3 patientswere un- reconstruct able by
direct bypass but were found suitable for the stem cell program. They therefore underwent an
autologousstem cell implantation asper our approved protocol. Theover dl functional limb savage
rate was 76.4% (26/34).12 patients with Fem — below knee procedures had a primary patency of
63% (12/19), wehowever managed to salvage 14 limbs. Two out of thethree patientswith stemcell
implantation salvaged their limbs. Our results are encouraging and strongly support an aggressive
evauation aswell asre-vascularization policy for effectivelimb salvage, inlong standing diabetics,
with critical limb ischemia

OzoneDiscectomy (Ozonucleolysis) for AcuteDisc Her niation with

Intractable Radiculopathy, A New Paradigm. Kumar, V. S, & Kumar, A, India
Introduction: Direct injection of ozone (ozonucleolysis) hasbeen proven to beasafe and effective
dternative to open surgery for patients suffering from disc herniation in many centres around the
world. Wereport on our experience using ozonediscectomy asthe primary therapeutic modality in
patientssuffering from discogenic radi cul opathy sincewefirst introduced thistherapeutic modality
inIndia M ethods: Fivehundred patientssufferingwith MRI proven discherniationwithintractable
radiculopathy who had failed to respond to aminimum of twelve weeks of conservative treatment
weretreated by ozonucleolysis. Patientswith acaudaequinasyndromewereexcluded. Percutaneous
injection of the disc(s) or foraminal injection of gas was performed in prone position using a
postero-lateral gpproach in an outpatient setting. Over athree-week period, one injection of 4ml
intradiscal ozone oxygen mixture at 29mecg% conc. wasfollowed by biweekly injectionsof 10ml.
of 0302 inthe pararadicular region. Results: 88% had asuccessful outcome (55% excellent, 33%
good) and 12% were failures measured on the modified McNab's criteria. There was no ozone
related morbidity and no patient had to be hospitalized for any complication related to the procedure.
Conclusions: Ozonediscectomy (ozonucleolysis) isavalid and safeaternativeto an open surgical
interventionwithaminimal morbidity that can be utilized in many casesof discogenicradiculopathy
with favorableresults.

Thelndicationsof Ilizarov External Fixator at Ghurki Trust Teaching Hospital.
Javed, S, Pakistan

llizarov is the biggest discovery in Orthopaedics after total joint replacement. Present day limb
reconstruction is based on the principle of tension-stress, which is the generation of new tissuein
responseto gradual increasesin tension. Discovered inthe 1950'sby Gavril llizarov in Russia, the
gpplication of thisprincipleto orthopaedic conditionsrepresentsasignificant departurefromold; it
has opened opportunities for trestment in conditions which otherwise were poorly treated or even
untreatable. Theterm ‘Ilizarov method' embraces the various gpplications of this principle and its
emphasison minimally invasive surgery, coupled with an early return to function. In many ways, it
has redefined deformity correction in the late 20th century. In our unit, we use llizarov Externa
Fixator for thefollowing indications. 1. Treating non-union of Fracture of long bones (Septic and
non Septic). 78 cases, 2. Treating ma-unions. 33 cases; 3. Limblengthening. 29 cases; 4. Correction
of rotational and angular deformities. 15 cases; 5. Correction of neglected and recurrent CTEV. 05
cases; 6. Hip osteotomies. 04 cases; 7. Treating Perthes disease. 03 cases; In the last 03 years we
have operated and closely followed more than 150 such patients. Usua complicationsof pintrack
infection, AV fistulas and joint stiffness have been a greet hurdie in some cases. A few cases of
septic nonunion had failure of procedure and led to amputation aswell. Recently, we have started
following Catagni’ srecommendation of one schanzscrew and onepinin our casesof llizarov. The
indications of lizarov at our indtitute, results, follow—up and problems (complications) faced will
be discussed in detail.

TheFunctional Outcomeof Vertebroplasty. Ahmead, N., Zaman, A., & Aziz, A., Pakistan
We described adedi cated thergpeuti c vertebropl asty techniquethat usesnewly designed instruments,
acrylic cement, and guidance with image intensifier for pain control in patients with bonefailure,
and report their experience. Between October 2004 to February 2007, we performed 22 percutaneous
cementoplasty proceduresin patients with severe osteoporosis, vertebral tumors. In patients with
osteoporosis, satisfactory resultswere obtained in 83% of cases; in patients with vertebra tumors,
sdtisfactory resultswere obtained in 75% of cases.

Evaluation of Functional Outcomeof K neeAfter ACL Reconstruction By
Modified Clancy Procedure. Zaman,A., & Aziz,A., Pakistan
Background : When you twist your knee or fall on it, you can tear a stabilizing ligament that
connects your thighbone to the shinbone. An anterior cruciate ligament (ACL) unravels like a
braided rope when it's torn and does not heal on its own. Fortunately, reconstruction surgery can
help many peoplerecover their full function after anACL tear. Objective: Toevaluatethefunctiona
outcome of knee after ACL reconstruction by MODIFIED CLANCY procedure. Setting and
Methods: We present one year follow-up of 70 previoudly diagnosed patients having ACL tears
(diagnosed clinically aswell asMRI proven) fulfilling theinclusion criteria, seen a the Orthopaedic
outpatient department of Lahore Medica and Dental College/ Ghurki Trust Teaching Hospital
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Lahore. Each patient wasexamined for theknee range of motion and clinical featuresof instability
withthefedling of “givingway” . These patientswere | ater operated and ACL reconstruction (open
using bone-tendon-bone graft technique) was done. None of these patients was subjected to
arthrotomy and the procedure was carried out through the donor site defect of patellar tendon.
Postoperatively, patientswerefollowed for oneyear and eval uated regarding thefunctional outcome
of knee. Results: All the patientsweremd ehaving mean age of 32 yearsand mean duration of their
symptoms was 03 months. Postoperatively, in dl patients, drain was removed after 48 hours and
skin stitches were removed on 10th POD. ACL brace was gpplied to dl the patients and knee
flexion was started after theremoval of skin stitches. Superficial wound infection was noted in 02
caseswhich later settled after repeated wound wash, dressingsand parenteral antibioticadminigtration.
Four patients reported with stiff knees postop. owing to poor compliance, irregular follow up and
lack of physiotherapy. Fortunately, they gained near complete range of motion after MUA. One
patient had to bereoperated because of recurrenceof symptomsin spiteof full care. Perop. dippage
of graft was noted. Rest of the patients experienced complete aleviation of symptoms, re-gained
full range of knee motion and quadriceps power and returned to their pre-injury status within one
year. The athletes started light practice after 09 monthsand returned to their normal sportsafter 01
year. Oneof our patientswasnational “Kabaddi” championwho started hisnatural gameonly after
09 months. Thanks mainly to good patient compliance and rigorous physiotherapy. Conclusion:
There is no conservative treatment for a torn ACL. Only surgica reconstruction (open and
arthroscopic) offers complete cure. Fortunately, compliant patient returns to the pre-injury status
within oneyear. Key Words: ACL Reconstruction; Modified Clancy procedure

The Value of 3D Ultrasound Measurement of Placental Volumein Prediction of IUGR, in
Casesof Pre-Eclampsia. Fiaz, M., & Rahim, A., Pakistan

Design: Progpectivestudy. Setting: Department of Radiology SurayyaAzeem Hospitd & Department
of Ghulab Devi Hospital, Lahore from October 2006 to October 2007. Aim of the Work: Isto
study the possible correlation between the placental volume estimation using 3D ultrasound in
cases of pre- eclampsia(PE.) and the associated IUGR and to identify if the placental volumeisa
reliableindex of fetal welfarein pregnancy complicated by pre-eclampsia Patientsand M ethods:
Hundred and fifty pregnant women wereincludedin thisstudy, with gestationa agebetween 36-38
weeksand they werefollowed till delivery. They were classifiedinto 3groups: Group|: 50 norma
pregnant women as control group; Group I1: 50 pregnant women with mild pre-eclampsia; Group
111: 50 pregnant women with severe pre-eclampsia All cases were subjected to history taking,
laboratory investigations and 3D ultrasonic examination for gestationa age, biophysical profile,
placental volume (measured by a parallel ultrasonographic section scan method). All 3-D
ultrasonographic data were recorded at 36 weeks of gestation to be statistically andyzed. After
delivery the newborns were evaluated by Apgar score and birth weight. The placenta weight and
thickness were determined. Results: The severe PE group had the smallest placenta volume
(612.7+31.6ml) compared to mild PE (740.1+36.9ml) and control group (850.3+40.1ml). There
wasapositive correl ation between placental volumemeasured by 3D U/Sand the placenta weight
and thicknessmeasured after birth. The severe PE group had significantly higher [UGR rate (82%)
compared to (24%) and (12%) for mild PE and control groups. Severe PE group had significantly
lower mean birth weight (2.53+0.38kg) V.S. (3.08+0.24kg) and (3.48+0.32kg) for mild PE and
control groups. Thereissignificant negative correlation between placental volumemeasured by 3D
U/Sandtheincidenceof IUGR in casesof pre-eclampsia Thereweresignificant positivecorrelation
between placental volume and the biophysical profile and Apgar scorein cases of severe PE.
Conclusion 3-D ultrasound measurement of the placental volume well correlated with placental
weight and thickness and neonatad birth weight. 3-D ultrasound measurement of the placental
volumeisareliableindex of fetal growth and welfarein cases of pre-eclampsia. It can beused as
apredictor of IUGR in these cases.

Rgeg Ultrasound in Chest Diseases. Bhargava, S K., & Bhargava, S,India

Ultrasoundisanon-invasive, non-ionising, relatively chegp moddity andisusedwidely indeveloping
country inamost every system of human body. However duetoitslimitation of penetrating through
theAir and bone, itsapplicationin chest and muscul oskel etal system was unheard almost adecade
before. Dueto availahility of High frequency Transducers, itisnow in prevaent useto diagnosethe
chest wall tumors, rib fracture, asteomylitis of ribs, abscesses, consolidation and collapse of the
lung, lung tumors. Itisaso helpful not only to diagnose the cases of pleural effusion but also give
its etiological diagnosis. The presentation will highlight the gpplication of Ultrasound in chest
diseases.

Medical Tourism-Global Initiativein ProvidingAffordableBest in ClassHealthcare.
Sngh, S, India

Acceleration of unsustainable hedlthcare costsin many devel oped economiesisexpected to propel
10 million Americans done to seek medical solutionsworld wide resulting in an annual loss of $
160 hillion to American Hedlthcare Providers by 2010.However, the current market stands at
60,000t0 85,000 inpatient medical travel ersayear asopposed to earlier higher projected numbers.
Tensof millionsof uninsured middleclasswill keep driving thisbothin the devel oped and devel oping
world . Today 40% of al foreign patientsactually plantravel to accessMost Advanced Technology
(40%),Quality (32%), Quicker accesy(15%)Low cost(13%). HospitalsinAsiaand Latin America
rival or surpass many in the developed world for safety and quaity. How will this impact the
hedthcare delivery systemin the devel oping world?Will aflood of oversesspatientsdivert money
and manpower from state health systemsto private or will thiscresteloca jobsand possibly tempt
émigré doctorsto return and value add to hedlth services at home. Either which way welook at it
the flood looks unstoppable for the moment though the numbers are debatable.

Surgical Treatment of Thoracic Carcinoid Tumor Nabi, M. S, Pakistan
Objective: To andyze results of surgica treatment of Thoracic carcinoid tumor. Methods:
Retrospective analysis of 14 patients of thoracic carcinoid inthelast 5 years. Results: 14 cases of
thoracic carcinoid tumor were managed surgically. There were 13 cases of pulmonary carcinoid
tumors: typical (n=11) and aypica (n=2) and onecaseof atypical carcinoid tumor of Mediastinum.
The female to male patient ratio was 4:10. Bronchia obstruction and tumor ulceration was the
cause of most of the presenting symptoms and signs and included hemoptysis, obstructive
pneumonitis, pleuritic chest pain, atelectasis, and dyspneain pulmonary carcinoid tumors. Features
of Carcinoid syndromewas absent in al patients and carcinoid crisis occurred in only one patient
during surgery. Most of thetumors(12) arosein themajor bronchi. Diagnosiswasmede using fiber
optic bronchoscopy in 8 patientswithout evidenceof endobronchia hemorrhage. Nodd involvement
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occurred in 2 patientsin the atypica group, and in 1 patient in the typical group. The treatment of
choice was surgical: lobectomy (6), sleeve lobectomy (3), bilobectomy (1), pneumonectomy (3)
and in one patient excision of anterior mediastina tumor. Follow-up of 6-48 months revealed 2
mortditiesafter 3yrs. Conclusion: Thoracic carcinoidisan uncommon tumor. Withearly diagnosis
and aggressive surgical therapy, long-term prognosisisgood in this group of patients.

Correction of Palatal Crosshitein AdultsUsing Surgically Asssted Rapid Palatal
Expansion —A Case Report. Ahmed, F,, Pakistan

Rapid palata expansionisused to correct posterior palata cross-bite. Thetypeof expansion depends
on age of the patient. Rapid palatal expansion is frequently used for adolescents but can not be
gpplied to adults. Surgically assisted rapid palatal expansion asaform of distraction osteogenesis
can beused totreat severe maxillary constriction. Comprehensive diagnosisand three dimensiond
patient eval uations are mandatory. This case report enlightens the favorable effects of transverse
expansion on vertical and sagittal aspect of the patient. The effect of the procedure on soft tissue
profileis aso discussed. Conclusion: Surgicaly assisted rapid palatal expansion is effective and
efficient treatment option for correction cross-hite in adults with stable outcome.

To Sudy theEfficacy of Formeterol and Fluticasone (DPI) Fixed Dose Combination in the
Management of Mild Persistent and M oder atePer sstent Asthma. Shameem, M.,
Bhargava,R, Ahmad Z., & Ahmad, A, India
Objective: Tostudy theefficacy of formeterol and fluticasone (DP!) fixed dose combinationinthe
management of mild persistent and moderate persistent asthmaM aterial and M ethods: Thestudy
was open label, prospective, non comparative clinica trid carried out in the Department of
Tuberculosis and Chest diseases; Jawaherla Nehru Medica College; Aligarh Muslim University
Aligarh UPIndia, between December 2007 to April 2008. Inclusion criteria- a) Patientswith Mild
persistent and M oderate persistent asthmatics (asper GINA guidelines) wasenrolled b) Fixed dose
combination of Fluticasoneand Formeterol wasgiven twiceaday d) Primary end point waschange
in FEV1and FVC, secondary end pointswere changein PEFR from baseline and changein mean
“as needed” inhded &2 agonist .Exclusion criteria 1. Daily requirements for >1000 ig BDP, or
equivaent. 2. Contraindication or known or suspected hypersensitivity to Fluticasone propionate
or Formeterol or any other congtituents of the investigational products. 3. Evidence of active
concomitant pulmonary disease other than asthma. 4. Acute upper respiratory tract infectionwithin
2 weeks of the screening visit. 5. Acute lower respiratory tract infections within 4 weeks of the
screening visit. 6. Any change in asthma thergpy (other than inhaled shortacting 82-agonists as
rescue medication) or admission to hospital for trestment of asthmawithin 4 weeks preceding the
screening visit. 7. Morethan 4 short coursesof ord corticosteroidswithin thesix months preceding
the screening visit, or any ora corticosteroids in the preceding 4 weeks. 8. Concomitant severe
decompensated systemic disease (cardiovascular, rena, hepatic, endocrine, haematological,
neurological orimmunological) Follow up schedulewasbaseline, week 4(visit I), and week 8(Visit
11) Results: Therewassignificantimprovementin FEV 1 and FV C val uesfrom baseline (p<0.005),
there was aso decrease in mean usage of &2 agonist (p<0.005). Conclusion: Formeterol and
Fluticasone(DP!) combination offerssymptomatic and Spiro metricimprovementinmildtomoderate

persistent asthma.

PREVENTIVE MEDICINE
mpor tant Reason to Control Air Pollution in Flour Mills. Gandhi, A., SurangeA. G, &

Sngh, S H., India

Flour mill workers are exposed to flour dust, a health hazard to their respiratory system. Hence,
pulmonary functions of workers engaged in flour mills were investigated. Lung functions were
studied by recording forced expiratory spirogram in 65 non-smoker mae subjects, aged 15 to 35
years. Thirty three subjects worked (exposure 4.32 + 3.9 years) in elevator operated flour mills,
which produced large quantity of flour dust; whereas 18 subjects worked (exposure 7.08 + 4.08
years) in pneumetic flour mills-better designed to produce minimal flour dust. Fourteen subjects
served as control. Subjects were anthropometrically and socio-economically matched. Therewas
deteriorationin pulmonary functionsof workersof elevator typeflour millscompared with controls:
FEV1, FEV 3, FEF 20-30% and FEF 45-55% (P<0.001); FVC & FEF 70-80% (0<0.01). All these
parameters decreased in pneumatic type flour significance, despite longer (7.08 + 4.08 years)
exposureto flour dust: FEF 45-55% (P<0.01); FEV 1 (P<0.02); FEF 20-30% (P<0.5); FVC, FEV3
and FEF 70-80% (NS). To summaries, study showsthat though flour dustisan occupationa health
hazard, yet itsimpact and be minimized by improving mill designs.

CYP3A5and C3435T M DR1 GenePolymor phisms Deter minesthe Phar amacokineticsof
Cycdosporineand Tacrolimus. Rao, P, Kiran, V., & Hasan, Q., India
Background: Cyclosporine (CsA) and tacrolimus (Tac), areimmunosuppressents used to prevent
organ rejection following rend transplant. Both drugs show highly variable pharmacokinetics due
tovariationsin absorption and metabolism.Severd genesinfluenceserumdrug levels. P-glycoprotein
(Pgp) isamembranetrangporter coded by MDR1 gene. TheM DR1 singlenucl eotide polymorphism
of exon 26, C3435T isassociated with lower intestinal P-gp expressionwhich affectsthetheragpeutic
drug levels. The CY P3A isozyme group, part of the CY P system is abundantly expressed in the
liver and intestine. They are responsible for the phase | metabolism of CsA and Tac. A single base
change (6986A>G) in intron 3 of CYP3A5 (designated CY P3A5*3) produces a truncated and
nonfunctiona protein. Aim: To evauate the role of C3435T polymorphism of MDR1 gene and
CYP3A5A6986G polymorphism with respect to inter individual variability in CsA and Tac blood
levelsinacohort of rend transplant recipients. Results: CY P3A5A6986G polymorphism: Individuas
with *1/*1 genotype showed low CsA (C2) levels in blood (mean 946.5+ 243.63ng/ml) while
heterozygotes * 1/* 3 and homozygotes * 3/* 3 showed higher CsA C2 levels (mean 1090+ 288.68
ng/ml, 1222+ 298.30 ng/ml) respectively. CsA and Tac doseversesblood level salong with genotype
showed significant association (p<0.05). MDR1 gene polymorphisms: Patientswith TT had higher
CsA doseto blood levelsratio compared to CC polymorphism (5.82+ 2.61, 4.41 + 1.58, p<0.001).
TT patients had higher tacrolimuslevels (11.11+ 5.01, 5.82 + 3.75 ng/ml, p <0.001) Conclusion:

Genetic factors regulate absorption and metabolism of cyclosporine and tacrolimus.

Nursing Resour ce Utilization Based on Activity Score.
Chandra, H., Pandey, C. M., Jamaluddin, K., & Masih, L., India
Background: Thenursing resourceisascarceoneand important inthe hospitals. The utilization of
nursing personnel remained debatable duetolack of definitenorms. Thebed occupancy rate (BOR)
and Nursing activities are the main factors that influence the workload and utilization of nursing
personnel. Aims: The present study is aimed at to identify/develop the criterias / norms for the
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allocation of nursing personalsand their after optimal utilization in the hospital. Methodology: In
thisstudy about 29 nursing care activities (direct & indirect) wereidentified and each activity was
allotted score based on involvement of nursing care. (Direct (25) eg. - 1V fluid infusion, bed sore,
indirect (4) e.g. cardiac arrest death etc., - bed making, TPR, charting, drug distribution etc.). The
study was conducted during April-May 2006 a Sanjay Gandhi PGIMS Lucknow U. P Indiaa
tertiary care hospital of U. P. State Government and the same study was repeated after 02 months
to confirm the consistency in findings of the first study. Findings: Both studies reveded that the
nursing careworkload (activity score) may increasewith increasein thebed occupancy rate (BOR)
but not in the same proportion. The wards having high BOR may not earn high activity scorein
proportionate manner. On the contrary, the workload increases with severity or criticdlity of the
patientsthat involvesmoreand morenursing activitiesand award may earn higher scoreevenwith
low BOR. This fecilitate the administration to identify the high work and low work areaand to
depute the gppropriate number of nursing personnel, if required mobilizing them from low work
area to high work area. Conclusion: The criterion to alocate nursing staff should be based on
nursing careactivitiesinaward, which depends upon severity/ criticality of the patientsrather than
the BOR of that ward. Recommendation: The score used in the study may betaken asamodel to
justify allocation of nursing personnel and their optimal utilization. K eywor ds: Nurses, Utilization,
Activity Scores, BOR, Normg/ Criterias

Treatment of Hypertension in Very Elderly People. Roy, C., India

Elevated blood pressure is common in persons 80 years of age or older, agroup congtituting the
fastest-growing segment of the general population. Whether the treatment of patients with
hypertension in this age group is beneficia isunclear. It has been suggested that antihypertensive
therapy may reducetherisk of stroke, despite possibly increasing therisk of death. A recent study
“Hypertensionin very elderly Tria” had assigned 3845 patients from Europe, China, Australasia,
and Tunisiawho were 80 years of age or older and had a sustained systolic blood pressure of 160
mm Hg or more to receive either the diuretic indapamide (sustained relesse, 1.5mg) or matching
placebo. Theangiotensin-converting-enzymeinhibitor perindopril (2 or 4mg), or matching placebo,
was added if necessary to achieve the target blood pressure of 150/80 mm Hg. The primary end
point was fatal or nonfatal stroke. At mean follow up period of 1.8 years active trestment was
associated with a30% reductionintherate of fatal or nonfatal strokea39% reductionintherate of
death from stroke a21% reduction in the rate of desth from any causea23% reductionintherate
of death from cardiovascular causesand a64% reduction in therate of heart failure Fewer serious
adverseeventswerereported. Thislandmark study showed that very elderly (over 80 years) people
do benefit from trestment of Hypertension

POSTER PRESENTATION

Perceived Health Related Quality of Lifeof Renal Transplant Recipients.
Kamran, F, Pakistan

The present study aimed to investigate the perceived health related quality of life among RTR
(renal transplant recipients) after asuccessful kidney transplant and hedlthy graft functioninginthe
post transplant period. The sample N= 70 (mae=34, femae= 36) comprised of kidney transplant
recipients (agerange 25 -45 years) recruited from rena unitsof varioushospitalsin Lahore, witha
post transplant period up to five years. The RTR with the same medication group were asked to
report their perception about Satisfaction with their QOL aswell asthe Importancethat they atach
tothe QOL. Satisfaction and Importancewith quality of lifeweremeasured by The Quality of Life
Index, Kidney transplant version by Ferrens and Powers (1998) comprising of four sub scalesi.e.
Health and Functioning, Psychological and spiritual, Family sub scale, Socia and economica sub
scale. Theresultsindicated that RTR are significantly satisfied with quality of lifewith increased
leve of health & functioning. (P<0.05) and attach agreat sSignificance to improved Qudity of life
(P<0.01), indicating their serious concern regarding their health statusand daily life coping after a
successful kidney transplant.

Thyroid Dysfunction in Genotype 3 Chronic HepatitisC Patients Treated
with Interferon and Ribavirin. Haque, I, Tayyab, G N., Zafar, S, Khan, G
M., & Chaudry, N. U., Pakistan

Objective: Interferon (IFN) plusribavirinthergpy for chronic hepatitisC (CHC) virusinfection has
been associated with thyroid dysfunction. Theam of our study

was to determine the pattern of thyroid Dysfunction in Genotype 3 Patients and to assess therisk
factorsand reversibility of thyroid disordersinduced by interferontherapy. M ethods: Patientswith
chronic hepatitisC, either biopsy proven or tested positivefor HCV RNA by PCR and having only
genotype3(n=200), weretreated with Interferon apha3MIU TIW (n=150) or Pegylated Interferon
aphal80Mcg (n=50) along with weight based Ribavirin and developed thyroid diseases were
included inthisstudy. Thyroid-stimulating hormone (TSH), free T3and T4, and thyroid peroxidase
autoantibodieswere measured a 0, 3, and 6 months of treatment and also at 6 months after end of
treatment. Sustained Virological responsewas defined aslossof detectable HCV RNA a 6 months
follow-up. Thyroid dysfunction was defined as TSH level below or above the norma range (0.2—
4.5MIUIL). Frequency wascompared between groupsusing thechi squaretest with Yate'scorrection
or Fischer exact test. A multiplelogistic regresson model was used in the statistical analysisof the
various factors for the development of thyroid dysfunction. Variables which were used included
age, gender, type of IFN used, presence or absence of thyroid auto antibodies before starting
therapy, impact of RVR and SVR. The type of thyroid disease and its outcome were assessed
during and post IFN therapy. The analysis was performed using the SPSS 10 statistical package
(SPSS Inc., Chicago, IL, USA). P-value of <0.05 was considered to be statistically significant.
Results Thyroid dysfunction developed in 21 (10.5%) of 200 patients. Hypothyroidism was seen
in 17 and hyperthyroidismin 4 patients. Thyroid dysfunction occurred in 15 (10%) of 150 patients
who received conventiond therapy ascompared with 6 (12%6) of 50 patientswho received Pegylated
IFN therapy (P =1.0). Amongst 200 patients who completed &l 6 months of HCV treatment,
overdl SVR wasachieved in 162(81%) patients. While out of 21 patientswho devel oped thyroid
dysfunction SVR was seen in 16 of 21(76%) and 179 who didn’t have thyroid dysfunction SVR
was present in 145(81%) (P = 0.96). By multivariate analysis female gender and pre-treatment
auto-antibodiespresencewereindependent predictorsof developing biochemica thyroid dysfunction
(P<0.01) whileage, typeof IFN used, RVR and SVR were not. These patientswere followed for
six months after interferon therapy. Out of 21 patients 19 became euthyroid six months after
cessation of therapy, only two patients had to continue taking therapy after this time period and
bothwerefrom Pegylated |FN group. Conclusion: Femalegender and pretreatment auto-antibodies
detection are associated with thyroid dysfunction while pegylation of IFN and age of patientsdid
not induce thyroid disease in Chronic Hepatitis C.
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