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ILetter from the Editor

s a new decade dawns and I assume charge as editor of India’s widely read premier medical

journal for practicing clinicians/internists, post-graduate students, medical teachers and

esearchers - the Journal, Indian Academy of Clinical Medicine (JIACM) - 1 feel humbled and
honoured to have been entrusted with this daunting yet academically enriching task of encapsulating in
each issue the nectar of distilled scientific knowledge from all spheres of clinical medicine which is
currently relevant to the needs of all those involved in patient care. To have been associated with the
editing of this journal ever since its revamp by Dr. (Prof.) A.K. Agarwal over a decade ago, I must admit
that it has been a unique and immensely satisfying experience in more ways than one.

My immediate predecessor Dr. B.B. Rewari deserves enormous appreciation and thanks for his focussed
efforts in bringing out the JIACM to the present standards. I wish to place on record Dr. Rewari’s skills
as an able editor and publisher who managed all the affairs of the Journal with dexterity and swiftness.
I have enjoyed a very memorable bonhomie with him as editor of the JJACM during the last six years.

The Journal, Indian Academy of Clinical Medicine would never have seen the light of day had it not
been for the mammoth efforts of Dr. (Prof.) A.K. Agarwal, our former editor. I must confess that both
Dr. Rewari and myself have had the constant, gentle, and sometimes stern (!) guidance of Dr. Agarwal
from time-to-time. All of us at the JIACM cherish his candid views and suggestions. He is a constant
source of inspiration and we have benefitted from his help and wisdom at all times. However, 1 am glad
that I will not miss Dr. Agarwal’s or Dr. Rewari’s unflinching support and guidance as they continue to
be passionate about seeing a world class medical journal in the JJACM. Members of the Governing
Body of the Indian Association of Clinical Medicine have always been very encouraging and generous in
all matters related to the JIACM and their help and support is greatly appreciated. While carrying the
torch forward, I look forward to seeing the JIACM indexed in PubMed in the near future.

It is with great pleasure that I welcome on board Dr. Alladi Mohan from the holy city of Tirupati
(Andhra Pradesh) as associate editor, and Dr. M.P.S. Chawla from New Delhi as editorial secretary. I am
sure that their infective enthusiasm and dynamism will bear delicious fruit and help in the growth and
outreach of the JIACM as an outstanding journal in the field of clinical and applied medicine.

Producing the JIACM has always been fine-tuned teamwork and I have deep appreciation for all our
team members who continue to work incognito backstage. My sincere thanks go to Dr. Pushpa Yadav
- who has been painstakingly assisting in editorial work since the last many years - and Dr. S. Anuradha
and Dr. Alladi Mohan who served as editorial secretaries in succession. I am indebted to our production
team - Mr. Sanjeev Choudhary of Initials (typesetting and designing), Mr. Yogesh of Tan Prints (printing),
Mr. Vijay (binding), Mr. Yashpal Satmukhi (office management), and Mr. P.R. Mishra (computer and
logistics) - who continue to coordinate all the technical work of the Journal.

As you are already aware, without financial support no scientific publication can survive, and the
JIACM is no exception. As such, the commitment and contribution of the Indian pharmaceutical industry
towards the cause of continuing medical education in the form of advertisements in this journal is
positively appreciated. I hope we shall continue to receive this much needed support for furthering the
cause of clinical medicine and research by way of regular advertisements in future issues of the Journal
also.

Finally, the JIACM looks forward to the stimulating indulgence of its readers who have always been a
source of inspiration and encouragement with their constructive criticism, and authors who contribute
by way of Lead Articles, Original Articles, Review Articles, Case Reports, PG Clinics, Images in Clinical
Medicine, Viewpoint, Letters to the Editor, etcetera. I am grateful to our distinguished prime reviewers/
referees (whose names appear elsewhere in this issue) for graciously giving their invaluable time in the
form of expert advice, guidance, and suggestions which have helped the Journal in achieving and
maintaining high academic standards.

May the Journal, Indian Academy of Clinical Medicine continue to be a catalyst in raising the bar for the
teaching and practice of clinical medicine in India and help in sharpening and augmenting our clinical
acumen and professional skills.

I wish you all insightful reading and a very happy new decade!

- Dr. D. G. JAIN

E-mail: iacmjournal@gmail.com
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| VIEWPOINT

| JIAM2011; 12(1) : 13-4

Orphan Diseases — Industry Exploitation

BM Hegde*

‘All goad ishard. All evil is easy. Dying, lasing, cheating,
andmediocrity is easy. Stay away franeasy.”
— Scott Alexance.

Foundation of modem medical science, if there isone, is
very shaky. The ‘gold standard’ of medical science is only
statistical — randamised controlled trials (RCTs) —used to
test dngs ard instrurents. In short, if there isa science (I
have shown elsewhere that there is no science of man) it
is just statistical science and does not meet the strict
standards of either science or technology, as defined by
NASA-TRL or MSE, i.e., National Aeronautical and Space
Administration’ s Technology Readiness Ievels or Modern
Systans Engineering. I have extensively written about the
unscientificbase of the RCTs both inmy books and articles
over the last four decades.

Even the President of NICE, which is the highest body to
oversee drug research in the UK, Sir Michael Rawlins, in
his Harveian oraticn at the Royal College, had this to say
about RCTs: “that randmmised controlled trials (RCTs) , lag
regarded as the 'gold standard’ of evidence, have been put
on an undeserved pedestal”. Sir Michael outlines their
limitations in several key areas, arguing that a diversity of
approaches should e used to analyse the whole of the
evidence base’. This is bad news for the conventional
thinkers, caning as it does fram the highest level in their
own backyard.

Using this kind of science, the industry tries toexploit the
public to make money with all kinds of chemicals passed
off as effective dngs! History tells us that Nijol, the useless
byproduct of petroleum extraction, was the first anti-
cancer drug and chlorpromazine (largactil) used
extensively in psychiatry, is aby-product of rocket fuel
extraction! Many of the present expensive anticancer
chemicals have not even gone through the inadequate

RCT test! Now my friends who hate me for writing that
routine check of healthy individuals is dangerous will
understand why I wrote what I wrote. Check-up means
labelling, which is followed by drugging or intervening
by other means. Most modalities of medical treatment,
both using drugs and surgery, have no scientific base,
although many of them seem to work through the very
powerful placebo effect. Corrective surgery is an

exasption.

Most body parameters do change as there is a need for
them to do so for reasons unbeknownst to us at the
marent. Sugar, cholesterol, and blood pressures belong
to that category. The surest way to get themback to what
we think should be the normal is to change our unhealthy
lifestyle. Interventions with drugs have a dubious
reputation in this field. Lifestyle dhange is sarething that
isuniversally useful . Instead of going for a check-up when
are is healthy, it is safer to change one’ s lifestyle and try
to live as close to nature as is possible, kesping one’ s mind
filledwith universal love, devoid of hatred, greed, jealousy,
and anger. Heavy smokers and alcoholics need regular
check-up as their body warning signals of diseases get
blunted, anyway. Rest of us could make do with seeing
doctors only at the first symptom of any change in our
body. Symptoms denote the failure of our inbuilt repair
nechanism, the imune guard. This also is due to wrong

lifestyle these cays.

The pharma industry could go to any extent to fool even
the govermments to sell their wares. A recent revelation
in The Guardian, London, exposed one such heinous act
that could have endangered and/or extinguished many
lives already’. The European Union has defined some
diseases as “Orphan Diseases” where the drug companies
are not interested in finding a cure since the financial
return might not be attractive. Campanies finding out

* Padma Bhushan, Former Vice-Chancellor, Manipal University,

Editor-in-Chief, The Jourmal of the Scienae of Healing Qutoares;

Chainmn, State Health Society’s Expert Camittee, Govt. of Bihar, Patna,
Visiting Professar of Cardiclogy, The MidHlesex Hospital Medical School, University of Landon, U.K.;
Affiliate Professar of Human Health, Northern Colorado University, U.S.A.



newer treatments for “orphan diseases” would get special
incentives from the governments. Please note that the
industry is very keen only on imeginary diseases (so called
silent killers) that need lifelong drug therapy; the latter
are their cash cows. Hypertension, diabetes, and
dyslipidaemia are the three biggest milch cows.

It is now discovered that some drug companies have
repackaged some of the old drugs in a new format and
called them new drugs for “orphan diseases” and have
milked the National Health Service of millions of pounds!
The Gaardian article gives graphic descriptions of the fraud
going on. These so called new drugs could easily pass the
RCT test to qualify themto have evidencetase. The tall talk
about evidence-based medicine is as hollow as many of
our claims to sueeriority to all othermodalities of treatment
like Ayurveda, hawecpathy, etc. In fact, nost of themhave
better scientific base than our moderm medicine. thile US
nedical schools teach six nonths cut of their four year MD
course, thebasis of other carplaventary systarns, in India
the cradle of the best medical wisdom — Ayurveda — we
seam to be averse to teaching anything other than the
unscientific modem medicine.

The result is that most of our graduates become good
technicians mastering a couple of interventions to make
money. Rest of them becore researchers, doing RCTs for
western drug companies, making tons of money in the
bargain through the new Contract Research Organisations
(CROs) . One has only to see one of the modern
prescriptions which reads like a laundry list with one beta—
blocker, one ACE-inhibitor, one blood thinner, one sugar
lowering drug, of course, one cholesterol lowering drug
and many other drugs for every patient. There is NO
science base for this kind of poly-phammacy, not even the
imperfect RCT to back such practices. Recent studies have
shown that patient compliance in such poly-pharmacy is
less than 23%. 77% of the recipients are, therefore, safe as
they forget to take those tablets! God only can save
nmankind from human greed. The latter has invaded every
sphere of human activity ranging from Spectrum 2G to
patient care! “Do not make morney in the sick roam, ” wrote
Hippocrates. We take our oath in his name when we
graduate only to becare hypocrites in later life!

"It is double pleasure to deceive the deceiver. ”

—NicooloMachiavelli.
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Correlation of Intima Media Thickness
(as a Marker of Atherosclerosis) with Activity and
Duration of Rheumatoid Arthritis using Carotid Ul trasound

H Singh*, Mikesh Goyal**, J Sen***, Harish Kumar****, Rahul Handa*t++*, Susheel Garghttttt

Abstract

Background: Inflammation has a strong association with increased atherosclerosis in RA. Indirect evidence of accelerated
atherosclerosis in RA canes fram studies measuring carotid artery intima media thickness (CIMT) .

Aims of the study: To study the correlatian, if any, between inflammatiaon (severity and duratian) to intima media thickness (a
marker of atherosclerosis) .

Methodology: Carotid intima media thickness (CIMI) was measured in 90 patients of RA divided into three groups of thirty each
basad an duratian of disease (less than two years, two to five years, and more than five years). Both camon carotid intima media
thickness (OCIMI) and total carotid intima media thickness (TCIMT, i.e., mean of values of OCA, ICA, and ECA) . The values were
aanpared to DAS-28 activity score. Ninety healthy subjects (age and sex matched) were taken as controls.

Results: The RA subjects had a QCIMI and TCIMT' 0.80 + 0.15 nm and 0.80 *+ 0. 15 nm respectively when canpared to controls, i.e.,
0.59+0.11mmand 0.58 + 0.11 mm (p value < 0.001) . Both CCIMI' and TCIMT increased significantly with duration of disease but
did not differ when canpared to disease activity.

Canclusian: In view of relatian to duratian of disease, the physicians should regularly screen the established RA patients, so as to
identify the evidence of atherosclerosis and nanage it earlier.

Keywords: Rheumatoid arthritis, atherosclerosis, carotid intima media thickness (CIMI) .

Introduction cares from studies using carotid artery intima media
thickness (CIMI) as amarker of atherosclerotic burden
and cardiovascular risk*>?. CIMI measurement is a non—
invasive and econamical test which is quite reliable and
sensitive for assessment of atherosclerosis®. Increased
atherosclerosis in carotid arteries holds true for

Rheumatoid arthritis (RA) is a chronic inflammatory
disorder irvolving the joints (nonsugpourative proliferative
synovitis) along with other organ involvement including
blood vessels and heart'. RA is asscciated with disability,
shortened life expectancy, and increased mortality as i . ) ]
campared to the general populaticr?. atherosclerosis for multiple vascular beds including
coronaries, and so measurement of carotid IMT is an
Cardiovascular cause is the leading cause of mortality in important surrogate marker of increased cardiovascular
RA’. This increased cardiovascular risk in RApatients has risk including acute corcnary syndrame?®.
been attributed to accelerated atherosclerosis which has
been found to be independent of the traditional risk
factors'. Inflammatior, increased levels of hanccysteine?,
haroeostatic inbalance®, decreasedmdoility’, low levels
of antioxidants®, side—effects of medication'*?, and
dyslipidaemia®*® have been attributed to cause

There are only a few studies available which have studied
the relationship of disease activity and duration of disease
in RA patients with carotid artery intima media thickness
(a marker of atherosclerosis) . So a cross—sectional study
was planned to study the correlation, if any, between
inflanmmation (activity and duration) to intima media

accelerated atherosclerosis in RA. Amongst the above thickness (a marker of at} ] is).

causes, inflammetion has the strongest association with
increased atherosclerosis in RA72, Material and methods

Indirect evidence of accelerated atherosclerosis in RA This study was performed in rheuratoid arthritis patients

* Senior Professor, ** Senior Resident, *** Professar (Radiclagy), **** Resident, ***** Assistant Professar,
Departments of Medicine and Radiology, Pandit BD Sharma PGIMS, Rohtak - 124 001, Haryana.



(as per Arerican Rheuratism Association revised criteria)
reporting to our institute’s Rheumatology Clinic. The
patients included as subjects (after getting informed
consent) were divided into three groups (of thirty siojects
each) lased on duration of disease. These were:

Group I — those subjects who had RA of less than two years
Group IT - those subjects who had RA between two to
five years

Group 11T - those subjects who had RAmore than five years

Another 90 healthy subjects (age and sex matched) were
taken into group IV as controls.

All subjects included were not known cases of IHD, did
not suffer cereorovascular events in the past, and did not
have evidence of renal /liver/lung failure.

All subjects included in the study were evaluated for their

disease activity using IAS 28 (disease activity score) .

DAS 28 = 0.56VTIC + 0.28VSIC + 0.70 (LogESR) + 0.014 GH

where,

® TJICis tender joint cont

® SICis swollen joint count

® (H is gereral health status as assessed by patient on
visual analogue scale (VAS) .

All subjects (including controls) underwent carotid
sonography. The common carotid arteries (CCA) were
esaninedbi lateral ly yoto the bifurcation (including prosimal
rart of intermal carctidartery (ICA) ard extenral carctidartery
(ECA) . The intima media thickness (IMT), pladque
characterisation (including edhotexture, calcification, and
cavitation) were assessed — initially by gray scale USG and
then followed by colour flow imaging. All measurements
were taken in diastole, measured in the phase when the
Iuen dianeter is at its aallest and IMI at its larcest.

The results so dotained were subjected to student’ s t-test
and chi-square test for statistical analysis.

Results

The study comprised of three groups (based on duration
of disease) . The following were the doservations:

1 Demographic profile
a Age

The mean age of each group was comparable (p

value > 0.05) (Teble ).
kb Gender

In the study group, there were 27 males and 63
females, i.e., male:famale ratiowas 1:2.4. The
control group also had a similar male:female
distrdburion (Taole I) .
Biochemical parameters
The groups were compared for various atherogenic
biochemical risk indices. All groups were canparable
— including the mean values of blood sugar and 1ipid
profile (Table IT) . Despite nomel mean values of lipids
in the groups, 12 patients had evidence of

dyslipidaemia (10 had hypercholesterolaemia, 6 had
hypertriglyceridaamia, and 5had elevated IIL levels) .

The disease activity, as per DAS 28, was canparable
inall three graues (e value>0.05) (Table ITT).

Although the mean values of DAS 28 were
comparable across all the groups but on further
subdivision, i.e., GropA-milddisease (IAS 28=2.6
- 3.2); group B —noderate disease (DAS 28 > 3.2 -5.1)
and group C — severe (DAS 28 > 5.1) . These groups
were not comparable in nurer (Table I1T) .

Carotid intima media thickness (CIMT) : Case vs.
control

The mean value of common carotid intima media
thickness (CCIMI) and total carotid intima media
thickness (i.e., mean of total CIMI of CCA, ICA, and
ECA) were significantly higher in the study group
when compared to control group (p value < 0.001)
(Tole V) .

Relationship of intima media thickness with
disease duration
a Common carotid IMT (CCIMT)

The CCIMT ranged from minimum of 0.56 nm to
maximum of 1.4 nm, the mean value of group I
was 0.703 + 0.09m; of group IT was 0.791 £ 0.146
mm and of group I1T was 0.91 £ 0.136 nm, the
increase in CCIMT with duration was significant
(Table Vand VI) (pvalue <0.001).
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Table I: Showing mean age and gender distribution.

Group 2Age (in years) Gender (number)

Range Mean Males Females
Group I 18-65 44.8 £14.28 9 (30%) 21 (70%)
Grogp IT 25-67 44.60 £ 11.63 10 (33%) 20 (67%)
Gragp 11T 30-75 46.4+10.27 8 (26%) 22 (73%)
Group IV (Control) 24 =775 45.29+13.29 27 63
Table IT: Showing atherogenic biochemical profiles (mean value) .
Biochemical parameters Group I Growp II Group IIT
Blood sugar (mg%) 95.83+£17.45 91.33£26.29 78.93 £15.60
Triglycerides (mg%) 150.6 £ 32.28 155.43 £ 84.24 141.43+ 36.48
Cholesterol (mg%) 141.23+29.95 164.86 £ 45.83 164.93 + 24.46
HDL (mg%) 48.63+9.3 40.80+ 4.67 39.23+4.21
LDL (mg%) 90.36£17.77 81.00 £19.95 82.86+22.12
VLDL (mg%) 29.93£10.7 36.26 £14.92 41.53 £20.49
Table ITI: Showing disease activity.
Group Mean duration of DAS 28 score DAS Activity (nmurber of patients)

disease (in years) Mean Range 2.6-3.2 >3.2-5.1 >5.1
Group I 1.04+0.41 4.48+0.98 2.5%4-6.83 6 16 8
Grogp IT 3.31£1.0 4.61+1.32 2.34-6.89 4 16 10
Grogp 11T 11.26+4.14 4.79+1.22 2.45-6.71 4 16 12
Table IV: Showing CIMT.
Site Study group Control group (n= 90) P
CCIMT (in mm) 0.80+0.15 0.59+0.11 <0.001
Total CIMI' (in rm) 0.80+0.15 0.58+0.10 <0.001
Table V: Showing values of CCIMTI' and TCIMT.
CCIMT Total CIMT

Duration wise Range Mean Range Mean
Group I 0.56-0.%2 0.703+0.09 0.57-0.89 0.6810.84
Group IT 0.63-1.4 0.791+0.146 0.60-1.10 0.7440.114
Group ITT 0.78-1.35 0.91+0.136 0.75-1.27 0.850+0.106

& Relationship of intima media thickness with

activity of RA

Based mIAS 28 i.e., disease activity score, each group
was further studied as grop A (2.6 - 3.1); group B (>
3.2t05.1) andgroup C (> 5.1) . In these sub-groups

the relationship of activity of RAwith intima media

thickness of carctids was studied (Table VII) .

On camparison of various subo-groups A, B, and C to
each other, the CCIMI' and TCIMT were found to be
statistically nonsignificant (pvalue>0.05ineach).
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Table VI: Showing carotid IMT.

Groups compared p value

CCIMT TCIMT
Group T ard IT <0.05 <0.05
Group T ard IIT <0.001 <0.001
Growp IT and 11T <0.001 <0.001

traditional risk factors for accelerated atherosclerosis.
Studies by Chung et al*® and Mahajan et al”® did not find
significantly correlated dyslipidaemia with accelerated
atherosclerosis in RA patients, although Jonsson et al¥’ and
Roman et al?® did show correlation of dyslipidaemia.
Moradet et al showed decreased levels of HDL in women
with R,

Table VII: Showing intima media thickness relationship to severity of disease.

Severity of RA No. of subjects CCIMT Total CIMT

Range Mean Range Mean
Group A 14 0.57-1.00 0.7810.14 0.59-0.97 0.7540.12
Group B 46 0.56-1.40 0.81+0.18 0.57-1.27 0.76-0.11
Group C 30 0.61-1.06 0.8140.11 0.60-0.91 0.76-0.10

7. Comparison of plaque positive with plaque
negative group
Of the ninety subjects, there was evidence of plaque
in fourteen subjects. The CCIMI was 0.95 £ 0.12 in
plague-positive group and 0.7 + 0.14 in plaque-
negative group (p value < 0.001) whereas TCIMT was
0.80 £ 0.11 in plagque-positive patient and 0.69 £ 0.17
in plaque—negative group (p value < 0.001) .

Discussion

Atherosclerosis is an inflammatory disease and so there
are striking parallels between the inflammatory and
immunological mechanism operating in atherosclerotic
plaque and in rheumatoid synovitis. The common
pathogenic features in the affected tissues include an
abundance of activated macrophages which release or
induce inflammatory mediators, including cytokines (e.g.,
interleukin 1 and TNF) , growth factors, adnesionmolecules
withmetrixmetal lgoroteinases, andan infiltrate of T-cells.
RA ard atherosclerosis are associated with elevated levels
of acute phase reactants — C-reactive protein ((RP), serum
amyloid A, erythrocyte sedimentation rate (ESR),
fibrinogen, and secondary phospholipase 2.

The accelerated atherosclerosis has been reported in RA
to e indgpendent of traditiomal risk factors. In the present
study, diabetes mellitus, hypertension, and smoking were
exclusion criteria while the mean values of triglyceride,
cholesterol, HDL, IDL, and VIDL were within nommal range
(Table II), thus our study was free of the effects of these

CIMI is a reliable marker for coronary atherosclerosis and
peripheral vascular disease®. According to Homa et al,
the intima media thickness of common carotid artery
(measured at areas devoid of plaque) increases linearly
with age from 0.48 mm at 40 years of age to 1.02 mm at
100 years of age (following a formuila 0.009 x age + 0.116
mm) *. The mean age of the present study (including
control group) was 45 years. So expected camon carotid
thickness was approximately 0.521 mm. In the present
study, common carotid intima media thickness (CCIMT)
in the control group was 0.591 £ 0.113 mm (almost
nearing the homa equation, i.e., 0.521 mm) whereas the
cammon carotid intima media thickness in RA was higher,
i.e., 0.808+£0.154m (Table IV) p value < 0.001.

The mean total carotid intima media thickness (TCIMT)
was calculated by taking the mean of all three dimensions
of carotid, i.e., common, internal, and external on both
sides®. The mean of total carotid intima media thickness
in RA study group was 0.803 + 0.154 mm when conmpared
to the control group, i.e., 0.586 + 0.104 m (p value <
0.001) (Table IV). A similar dbservation has also been
shown by Gonzalez et al® and Alkabbi et al® in their
respective studies. In a recent Indian study, Mehajan et al
have similar doservations®. All the studies (including the
present study) show a significantly higher value of CIMI'
in RA subjects than the normal population (i.e., non—
invasive evidence of accelerated atherosclercsis) .

The mean common carotid IMI' was significantly higher
in group IIT (disease > 10 years) when campared to group
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IadII (Evale<0.001) (TebleV, VII), thus suggesting that
increasing carotid IMI' increased with duration of disease.
Gonzales et al in their study had found disease duration
as are of the best predictor for the develcarent of severe
morphologic expression of atherosclerotic disease™.
DelRincon et al** and Mahajan et al®® also had similar
dbservations. This may be due to more years of expoosure
to increased inflanmation™'%*7¢, and other factors like
increased arterial stiffness® and prothrartotic markers
in RA patients®. Role of inflammation as a basic
pathogenic mechanism in atherosclerosis is well known™.
Liuzzo et al fourd increased levels of unusual subsets of
T-cells — CD4+, CD28 in 65% of patients with unstable
angina, but not in patients with stable angina. These
lymphocyte sulbpopulations were originally described in
patients with RA and have been associated with presence
of extraarticular especially vasculitis®. Shared
immunological disease mechanisms in systemic
autoimmune disorders and coronary vascular disease
such as clonally expanded CD4+ and CD28 T-cells®,
systamic endothelial activation’” and circulating inmmne
complex®, may be involved in the development of
cardiovascular canorbidities in RA patients’. The presence
of decreased insulin sensitivity and increased
ceruloplasmin levels (antioxidant factor) have been
attributed to atherosclerosis in RA®.

The mean values of common carotid IMT for mild,
nmoderate and severe activity sub-groups were 0.78 +
0.14; 0.80 £ 0.18 and 0.81 *+ 0.10 nm respectively; these
values when compared with each other were found to
e statistically nonrsignificant (pvalue>0.05) (TableVII),
suggesting no correlation between disease activity at a
particular time and carotid intima media thickness.
Similar cbservations were presented by Jonssor?’ and
Roman et al®.

In the present study, when patients with plaque and those
without plaque were compared for variables like
damograchic data, disease activity, and traditional risk
factors, carotid IMI' (common and total) were found to
have significant association with plagque develoarent (p
value < 0.001) . Various studies have also shown increased
incidence of plaque, especially to age and carotid intima
media thickness®? 3%,

So, rheumatoid arthritis which is a chronic inflammatory

disease mainly involving joints has been found to have
accelerated atherosclerosis when conmpared to age and
sex-matched controls. This effect of accelerated
atherosclerosis in RA was found to be independent of
traditical risk factors like didoetes el litus, hypertensian,
smoking and dyslipidaemia. The study also shows a
significant, i.e., directly proporticnal relation between
carotid intima media thickness to longer duration of
disease. But this study did not show significant relationship
between activity of disease and carotid intima media
thickness (maybe because it was a cross—sectional study) .
However, in view of the relation to duration of disease,
the physicians should reqularly screen the established RA
patients so as to identify the evidence of atherosclerosis
ardmenage it earlier.

Thus, prevention of cardiovasaular disease in RA requires
a corbined approach incorporating cardiovascular risk
factors screening and management, effective and
sustained control of RA disease activity, a high index of
suspicion and prampt investigation of suspected cardiac
disease. The treatment of the underlying disease process,
i.e., atherosclerosis, and preventing its acute
complications present an enormous challenge and
opportunity similtanecusly.
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Profile of Medical and Psychological Disorders in
the Elderly Persons attending a Tertiary Care Hospital in Delhi

Sarathi Kalra*, Rajat Jhamb**, Rupam Ruchi***

Abstract

Backgrourd: The elderly populatian is increasing rapidly glabally, and presently, India has the secand largest mmber of elderly
persans. The populatian of the elderly has shown an increase fram just 5. 6 per cent in 1961 to 7.7 per cent in 2001. This has resulted
in an increase in the burden of disease in the elderly due to various physical and mental ailments.

Aims of the study: To study the profile of medical and psychological disorders in the elderly persans attending the medical out-
patient department in a tertiary care hospital.

Methodology: The study was conducted in the medical out-patient department of Guru Teg Bahadur (GIB) Hospital, Delhi, and a
total of 200 consecutive patients, aged 60 years and above were enrolled. The data fran these patients was collected by detailed
history and physical examinatian as per the pre—designed proforma. The relevant investigatians were done, wherever needed. The
prevalence of depressive features was assessed by Beck’s Depressian Inventory (BDI) .

Results: The mean age of our patients was 64.5 years and 61% were males. The prevalence of various medical disorders in this
population was: chronic abstructive pulmonary disease - 41.5%, hypertensian — 39.5%, coraonary artery disease - 25.5%, diabetes
mellitus - 173, stroke - 6.5%, chraonic kidney disease - 4.5%, pulmonary tuberculosis - 4%, chest infection (non—tubercular) - 4%,
aargestive heart failure - 3%, bronchial asthm - 3%, various types of cancers - 3% and cirrhosis of liver - 2.5%. Assessment of
mental function revealed a mean BDI score of 15.4, and 31.2% patients had BDI score < 10, suggestive of depressive disorder.

Canclusian: The study shows high prevalence of chranic abstructive pulmonary disease, hypertensian, coronary artery disease,
and depressive disorders in the elderly persans attending a large tertiary care hospital in East Delhi.
Key wards: Old age, disease pattern, psychiatric disorder, depressian.

Introduction 73 years formales and 76.9 years for females'. In the Indian

All over the world, the elderly population is growing scenario, like in many developing countries, health

continuously and it is projected that by the year 2025,
nejority of the elderly pecple worldwide will be residing
in developing countriest. India is amidst a demographic
transition with a trend towards an ageing populatior?. In
India, the ageing population above 60 years has been
estimated to almost double-up from 7.7% in 2001 to
12.30% in 2025 and the number of elderly pecple will be
rearly 150 millior 4.

With improving living standards come better health and
easy access tomedical services, leading to a decline in
nortality rates and higher life expectancy. According to
WN estimates, during the period 1995 - 2000 in India, the
1ife expectancy of males stood at 62.3 years while that of
females was 62.9 years. For the period 2020 - 25, the
projected figures are 68.8 years formales and 72.1 years
for famales and for the period 2045 - 50 the estimates are

problems and medical care are the major concern among
a large majority of the elderly. The elderly are more
wvulnerable to disease because of impaired physiological
reserves and defense mechanisms. A nationwide survey
from our country conducted by the National Sample
Survey Organisation, reported that 45% of the elderly
suffered fran chronic illnesses®. The health prablems in
the elderly living in a rural area in West Bengal were
studied by Chakraborthy, in which he found that 72.6%
of the elderly (> 60 years) were suffering fram chronic
llresss.

Hence, elderly population shall constitute amajor chunk
of the total population at any given time and would need
abigger share of the health care facilities. Hence it is
important for any country to know the prevalence and
the peculiarities of the common diseases among the
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elderly in their population. Hence, the present study was
undertaken to know the pattern of various common
diseases for which elderly patients seek medical attention
in amedical out-patient department in the setting of a
tertiary care hogpital inFast Delhi.

Materials and methods

The study was conducted in the medical out-patient
department of Guru Teg Rahadur Hospital located in East
Delhi. A total of 200 consecutive patients aged 60 years
and above from either sex were enrolled and data fram
these patients was collected in the form of a detailed
history and physical examination as per the pre—designed
proforma. The relevant investigations were undertaken in
all the patients, wherever needed. The diagnosis of various
diseases was macke as per the standard disease definitions
corroborated with the relevant investigations.
Hypertension was diagnosed according to JNC VII
guidelines. Coronary artery disease was diagnosed by
history, electrocardiogram, stress testing, or fram coronary
angiography reports already available with the patients.
Patients were labelled diaketic if they fulfilled the ATA
criteria onblood sugar levels. Chronic kidney disease was
diagnosed as per National Kidney Foundation — K/DOQI
guidelines when patients had evidence of structural renal
disease on ultrasonography and/or abnormalities on
urinalysis or deranged kidney function tests. Cirrhosis of
liver was diagnosed as per ultrasonography and liver
function tests. Pulmonary tuberculosis and other chest
infections were diagnosed on chest skiagram findings
corroborated with sputum examination. Stroke was
confirmed by CNS imaging (CT scan/MRT) . The prevalence
of depressive features was assessed by Beck’ s depression
inventory (BDI) . The BDI score < 10 was taken as suggestive
of depressive disorder. The data collected was analysed
and the results were dotained as the percentage of total
elderly patients for varicus diseases.

Results

The age of the patients ranged fram 60 to 88 years with
the mean age being 64.5 years. There were 122 (61%)
males and 78 (39%) females. The prevalence of various
nmedical disorders in this population was: chronic
obstructive pulmonary disease (COPD) - 41.5% (n=383),

hypertension - 39.5% (n="79), coronary artery disease -
25.5% (n=51), didbetesmellitus - 17% (n=34), stroke
6.5% (n=13), chronic kidney disease - 4.5% (n=8),
pulmonary tuberculosis — 4% (n=28), chest infection (non-
tueercular) - 4% (n=38), congestive heart failure-3% (n=
6), bronchial asthma - 3% (n=6), various types of cancers
- 3% (n=06) and cirrhosis of liver - 2.5% (n=15) . Assessment
of mental function revealed a mean BDI score of 15.4 and
31.2% patients had BDI score < 10 suggestive of
depressive disorder.

Discussion

Poeing process in itself rarely results in illness or ceath;
however, morbidity and the rate of i1lness rise sharply with
each decade, becoming very high after 70 years of age’.
About 85 per cent persons have chronic probleams of one
kind or ancther and require frequent visits to doctors and
hospital stays, ut still about 80 per cent are able tonove
about on their own legs’. Camon problems affecting the
elderly include chronic bronchitis, arthritis, cataract,
degenerative diseases of heart, diabetes mellitus,
nutritional pradblams, etc. Besides this, themental health
needs of the elderly are substantial’. Emoticnal and
mental illnesses escalate over the course of life.
Depression and hypochondriasis commonly accompany
meny physical ailments of old age. Organic brain disorders
also show increased incidence inold age’. In our study,
chrenic dbstructive pulmonary disease, hypertension,
coronary artery disease, and depressive disorders were
the most common diseases for which the elderly urban
population in East Delhi attended the medicine OFD.

Chronic dostructive pulmonary disease affected 41.5%,
and bronchial asthma 3% of all the elderly patients
presenting to the medicine OPD. COPD is particularly
important as this is a major cause of hospitalisation and
mortality among the elderly and has significant financial
implications for the society. The association of ageing and
QOPD is a result of the aunulative effects of snoking and
erviromental exposure in susasptible individials. For this
reason, a greater proportion of elderly patients with COPD
are likely to have more severe disease than the younger
ace groups. QOPD is the only major disease with increasing
mortality, andby the year 2020, it will ke the thirdmost
important cause of death worldwide®. Death in patients
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with QOPD is typically due to acute respiratory failure,
preunonia, lung cancer, cardiac disease, or pulmonary
ermrbolism.

In various studies, the prevalence of QOPD in subjects aged
over 65 years is 6 — 15% in women and 7 - 34% in men,
ard the prevalence of asthma is respectively 7% and 3%°.
The variaoility in these figures, egpecially in relation to
COPD, 1is praobably due to the under- or misdiagnosis of
respiratory diseases and limited use of spiraretry in this
category of patients. It is commonly believed, even
amongst geriatricians, that elderly patients cannot
perform spirvaretry procerly. Inaddition, elderly patients
often have concomitant diseases with similar clinical
symptoms that may confuse the diagnosis”!®. COPD in
the elderly has been shown to adversely affect the quality
of life. In a study to investigate the factors influencing
quality of life (Qol) and functional status in elderly QOPD
sufferers, itwas shown that a decrease in FEV, is the factor
nost strictly related to the deterioration of QoL in COPD
patients™.

Hypertension was the primary diagnosis in 39.5% of the
elderly patients attending the medicine OPD. Studies fran
India about the prevalence of hypertension showed a
linear increase inblood pressure as the acge advances, with
casual blood pressure being high in 15% of all surveyed;
34.5% in those over 55 years, 38.5% in those over 65 years,
and 44% in those over 70 years'?. Hypertension is a
powerful, independent, andmedifiable risk factor for the
develoorent of all the major clinical manifestations of
atherosclerotic cardiovascular disease that comonly
afflicts the elderly, including coronary artery disease,
stroke, perigheral artery disease, heart failure, raal failure,
and dementia®®. Blood pressure reduction has been
shown to be effective in preventing major vascular events
including stroke and heart failure in hypertensive
individuals®. However, it has remained unclear whether
treatment of hypertension in the very elderly is

1'%, The main differences between the

beneficia
treatment of older as opposed to younger individuals are
careful monitoring of elderly patients towards postural
and postprandial hypotension before initiation of
treatment. Elderly patients may have sluggish
baroreceptors and sympathetic nervous responsiveness

as well as impaired cerebral autoregulation. Thus the

reduction of blood pressure should be gradual to
minimise the risk, and these patients may require lower
initial doses of medication. Existing data, seecifically the
Hypertension in the very elderly trial (HYVET) trial results,
indicates an overall kenefit of hypertension treatment in
the very elderly”’. Treatment of hypertension is likely to
prevent heart failure, reduce stroke andprolong life. The
target blood pressure in the very elderly needs to be
further established, but based on the HYVET, a blood
pressure target of less than 150/80 mmHg seems both
effective and safe’’.

Coronary artery disease was the primary diagnosis in
25.5% and congestive heart failure was present in 3% of
the individuals. Corcnary artery disease is extremely
common among elderly people and accounts for half of
all deaths in those who are above 65 years'®. There are
sare special features of coronary artery disease in the
elderly such as the atherosclerosis ismore severe and is
alsonore diffuse®. The manifestations of cardiovascular
disease also differ in elderly patients over 75 years of age
when compared with a younger patient population®.
Although chest pain is the most common manifestation
of myocardial ischaemia, angina may have atypical
features in the elderly population and ischaemia may
manifest predominantly as fatigue or dyspnoea,
occasioally cocurring at rest.

The treatment of coronary artery disease in elderly
Suojects can be difficult because the anticipated benefits
ard risks of the varicus treatment options are often altered
by the presence of co-morbid conditions. Unfortunately,
the data available to quide therapy and predict cutcares
in the elderly pooulation are relatively limited, given that
advanced age has been an exclusion criterion in most
large randami sed cardiovascular trials. The elderly patients
benefit as much as the younger ones, if not more, in
reducing the incidence of death or nonfatal myocardial
infarction. Patients with stable symptams and low-risk
stress test results (cardiacmortality rate < 1%) shouldbe
naintained on medical therapy, given the higher risk of
revasallarisation inelderly patients.

Diabetes mellitus was the reason for consulting a
physician in 17% of the elderly attending the medicine
OPD. Glokally, didcetes mellitus affects 10 — 20% of the
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elderly in the age group 65 - 74 years and about 40% of
elderly over the age of 80 years™. In India, the prevalence
of didbetes in the elderly has been variably reported fram
27.1% in a study conducted in Chandigarh in North India®
to 12.1% in a study conducted in South India®. As the
averace 1ife expectancy has increased in India, many older
diabetic patients can be expected to live a decade or more
after diagnosis, so clinicians must carefully weigh the
potential risks and kenefits of available interventions on
reducing the excess morbidity and mortality associated
with didoetes.

The management of older adults with type 2 diabetes
requires careful consideration of the effects that
advancing age and changes in health status can have
on the competing risks and benefits of therapeutic
interventions. Although tight glycaemic control is not
always an appropriate treatment goal, many older
reople with diabetes are undertreated and could benefit
from improved glycaemic control and more aggressive
management of risk factors for macrovascular disease.
Older patients may be more predisposed to
hypoglycaemia because of poor or erratic nutritional
intake, changes in mental status that impair the
perception or response to hypoglycaemia, increased
polypharmacy, and noncompliance with medications,
dependence or isolation that limits access to early
treatment for hypoglycaemia and impaired renal or
hepatic metabolisn?®. Also, presence of co-morbid
conditions can mask or lead to misdiagnosis of
hypoglycaemic symptoms (dementia, delirium,
depression, sleep abnormalities, seizures, myocardial
infarction, and cerebrovascular accident) . Chronic
carplications in elderly patients with diabetes include
cardiovascular disease with twice the mortality rate of
age-matched controls without diabetes. According to an
estimate, the life expectancy of patients who develop
diabetes after the age of 65 is shortened by at least 4
years®.

In our study, 31.2% of the patients attending the medical
OPD had concomitant depression, thus significantly
affecting the functional status in i1l elderly patients.
Depression in old age is reported to occur in 2 - 5%, and
depressive sympotoms occur in as much as 50% of persons
aged 65 and above in the community?®. Patientswith

chronic medical illnesses are known to have a high
prevalence of co-morbid depression as the concurrent
physical illnesses increase the vulnerability to mental
health illnesses?. The rates of depressive disorders
amongst hospitalised elderly have been reported to be
10 times greater®. Also, the depressive disorders are
inadequately diagnosed, more so in the elderly with
medical problems®. Ina study among all the geriatric
clinic attendees, 23% of patients had depressive
symptans, and 18% had a definitive depressive disorder;
but surprisingly, none of the gerdatric physicians even fran
tertiary clinic setting had made a diagnosis of depression
in them®. In addition, advancing age is often
acconmpanied by loss of key social support systems due
to the death of the spouse or siblings, retirenent, and/or
relocation of residence. Because of their change in
circunstances and the fact that they are expected to slow
down, doctors and family may miss the diagnosis of
depression in elderlypecple, delaying effective treatment.
Foidamiological and clinical studies consistently indicate
that depression adversely affects the lives of older adults” .
The confounding relationship between atypical
phenamenology of depression in the elderly and the co-
occurrence of physical illnesses influences both diagnosis
and treatment, presenting a unique clinical and
therapeutic challenge®. So, looking for the associated
depression and treating it may substantially improve
qualityof life in the elderly patients.

Stroke (6.5%), chronic kidney disease (4.5%), pulmonary
tuberculosis (4%), chest infection (non—tucercular) (4%),
ard cirrhosis of liver of all aetiologies (2.5%) constituted
other reasons for elderly patients to attend the medicine
OPD. The management of these illnesses should be done
as per the standard guidelines with special focus on
adjusting drug doses, to be vigilant for the side—effects
and drug toxicities and to watch for the associated co—
morbid conditions.

Conclusi

This study shows a high prevalence of chronic dostructive
pulmonary disease, hypertension, coronary artery disease,
and depressive disorders in the elderly persons attending
the medical out-patient department in a tertiary care
hospital inFEast Delhi. However, larcer studies are required
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to elucidate the exact magnitude of the prablem. Further,
the management protocols for these diseases in the
elderly would e required, taking into consideration the
physiological changes that occur with ageing per se and
other co-morbidities in the elderly pooulation.
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Medical Negligence

Shibani Mehra*

Abstract

A study to analyse the level of awareness regarding medical negligence amang doctors who are providers of medical services and
among patients who are consumers of those services keeping in mind the judgement of the Honourable Supreme Court of India
wherein the medical services provided by the doctars have been included in the pursuit of Consumer Protectiaon Act. A glance at the
emerging scenario provides no reasan for the cammon pecple to indulge in euphoria or the medical professionals to sink in deep

depressian.

Intorduction

The classical concept of a doctor-patient relationship
born in the golden days of family physicians has
undergone a drastic change due to dramatic
advancement in medical technology, availability of
sophisticated imaging systeams, high tech electronics, and
preponderance of new diseases. With the immense
strides in technology, health care has emerged as a
profitable sector attracting investors from varied
backgrounds. Like other professionals, the medical men
are liable to pay damages for their negligence under the
law of torts. However, the acoountability of the doctors
under the law of professional negligence has emerged
as a debatable issue among the medical fraternity all
over the country after the enactment of the Consumer
Protection Act 1986, which has not only changed the law
of medical negligence, but created an inexpensive and
speedy remedy against medical malpractice. The
Jjudgement of the Honourable Supreme Court of India
in Indian Medical Association vs VP Shantha ATR 1996 SC
for the first time held that medical services ought tole
brought under the purview of Consumer Protection Act
since the patient is like a consurer and the discharge of
duty of the doctor is a service. This has given a new
dimension to the law of medical negligence and
compensation by transforming the law from ‘a sealed
book to a living letter’ and by making the law as
‘inheritance of the poor from patrimony of rich’. The
dictum of the Apex Court has been greeted with mixed
feelings by cammon pecple on one side and the medical
profession on the other.

Materials and methods

A saple group of eighty was selected which was divided
into two equal groups. Group one consisted of doctors
and group two consisted of patients. The doctors selected
for the sample belonged to those who were gainfully
amployed/practicing in the private sector and owe a much
greater regponsibility towards their patients than those
doctors who were rendering free services to their patients
and draw their salary from the goverrment.

The patients selected for the sample belonged to that
econanic strata of society which could afford the services
of private doctors. It was ensured that those who were
given the proforma for filling were literate and could
uncderstand the contents after little explanation. Lawyers
were eliminated assuming they would have knowledge
of the subject.

In order to study the awareness regarding medical
negligence and its consequences among doctors and
patients, a questionnaire was prepared consisting of two
parts. Part I contained personal information and part IT
contained questions which covered various aspects of
nmedical negligence, including case studies based on
reported judgements of the Hon’ble Supreme Court of
Irdia. While soliciting personal information, the level of
education of the sample was sought, so as to analyse
whether education played a role in the level of awareness
of the rights and duties of the sanple. The other aspect
which was covered was whether the individual was
gainfully employed to see if he or she could afford the
cost of care by oneself or had to be dependent on the
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family. The proforma highlighted various aspects of the
Consurer Protection Act (CPA), namely, what negligence
is, the amount of care, the relationship between the
doctor and the patient, the typee of consent and the level
of knowledge the doctor should possess before he can
actually be allowed to practice. This also included sare
case studies where the evaluator was allowed to judge
whether the act or procedure performed was right or
wrong. The questionnaire was duly filled by the
participants (both doctors and patients) . Data was
analysed using Kappa and Chi Square test which are non—
paranetric tests because of the skewed distribution of
the data. The descriptive data indicating the qualification
and the type of employment was not taken into
consideration while studying the data as most of them
belonged to the educated and the gainfully employed

category.

Results

A very large nunlcer of doctors are aware of the fact that
nmedical negligence or misconduct on their part can
attract compensation to the injured as well as a penal
action wherein negligence will depend upon the facts
and circumstances of each case. They believe that they
are expected to take only reasonable care and possess
reasonable knowledge of their field which any prudent
person in his place would have possessed. On the other
hand, the consurer is aware of the fact that any medical
unjust done to him can be lawfully questioned; also the
exeectation level of the services provided by the doctors
is high. The fact that the doctor-patient relationship is of
contract was not very clearly opined and was greeted
with mixed feelings of human and friendly nature both
by doctors as well as patients. Doctors feel that the
informed consent which the patient and the attendant
has to sign should highlight both the pros and cons of
the procedure. However, sometimes there is a remote
rossibility of risk if everything is disclosed to the patient,
and which could lead to a high degree of mental stress
and trauma to the patient, then the doctor can be
Judgemental and may opt to reveal such risks only to
the attendant.

Di .

Doctors and patients are two extrene points of the same
pole ard there is nomeeting of their minds. However, it is
pertinent to mention that there is one common
characteristic present in the two extremes, i.e., most of
them are unaware of the correct position of the prablems
they face day in and day out in regard of the law of torts
and criminal justice system. Vhile the patients want the
best of care and attention fram the doctor on cne hand,
the doctor expects that all his mistakes should be
overlooked as human judgemental errors on the other
hand. It is therefore important for both doctors and
patients to realise and becare aware of their own rights
and duties, i.e., the rights which they exercise over the
other set, and the duties which they are obliged to
perform.

Recommendations

Tominimise risk of litigation, preventive steps couldbe
taken at three different levels:-

1  Primary prevention would protect against a carplaint
being filed. This can be managed by educating the
public about the limitations of medical science and
the inherent risks involved in surgical and medical
treatment of any person on one hand and making
continued medical education progranmes necessary
for the doctors to attend to keep them at par with
the latest trends in the medical profession.

2 Secondary prevention would protect against the
defendant fram being held negligent by doing proper
docurentation, preservation, and supply of medical
records and dotaining a legally valid consent fram the
patient.

3 Tertiary prevention would protect against direct
financial consequence in case compensation is
awarded. A professional indemnity insurance should
e made mandatory for all practicing consultants to
meet the claims of compensation which may be
awarded against a doctor for medical negligence
which is called deficiency in service under the
Consurer Protection Act 1986.
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Brugada Syndrome Revisited

Mridul Chatirvedi*, Anjana Pandey**, Akhilesh Patel***, Jitendara K Jatav****

Abstract

Brugada syndrame is a distinct syndrane cansisting of 'rsr’ pattemn, persistent ST-segment elevation an BQG, and sudden cardiac
death. It is an autosamal daminant sodium ian channelogpathy and associated with mutatian(s) in the gene named SON5a, located
an the short arm of the third chramwsane (3p21) that encodes for the sodium ion channel in the cell membranes of the muscle cells
of the heart (the myocytes). Both ECG and clinical features are important to establish the diagnosis of Brugada syndrame.
Pharmacologic (antiarrhythmic) therapy has been tried, anly an inplantable cardioverter-defibrillator (ICD) has proven efficacy.

KRey waords: Sudden cardiac death, ‘rsr’ pattern, inplantable cardioverter-defibrillator.

Introduction

In 1992, Brugada and Brugada described a distinct
syndrare of rsrpattem, persistent ST-segrent elevation,
and sudden cardiac death. Pathophysiologically, it is
believed to be a sodium channelopathy. It is now
recognised as an important cause of sudden cardiac death.
Sudden cardiac death (SCD) is defined as unexpected
natural death frana cardiac cause occurring within a short
time (generally within 1 hour of onset of symptams) ina
person without prior conditions that would appear fatal.
Tmportant genetic causes of SCD are: long QT syndrare,
Brugada syndrome, hypertrophic obstructive
cardiomyopathy, arrythmogenic right ventricular
dysplasia, catecholinergic polymorphic ventricular
tachycardia, and WPW syndrome. Brugada syndrome
constitutes 4 - 12% of all SCD and 20% of SCD in
structurally normal hearts’. Studies in heterogeneous
populations suggest that the majority of affected
individuals are Asiart. This syndrare is characterised by
a coved-type ST-segrent elevation in the right precordial
leads of the electrocardiogram (ECG)?. The Brugada
syndrome has a genetic basis that has been linked to
rmutations in SANGA, the gene that encodes the B-subunit
of the sodium channel. The average age at the time of
initial diagnosis or sudden death is 40 + 22 years’.

Genetics and pathophysiology

Approximately 20% of the cases of Brugada syndrome
have been shown to be associated with mutation(s) in the
gene that encodes for the sodium ion channel in the cell

membranes of the muscle cells of the heart (the
myocytes) . The gene, named SCN52°, is located on the
short arm of the third chromosome (3p21). Loss—of—
function mitations in this gere lead to a loss of the action
potential dome of some epicardial areas of the right
ventricle’. This results in transmural and epicardial
dispersion of repolarisatiorf’. The transmural dispersion
underlies ST-segment elevation, and the epicardial
dispersion of repolarisation facilitates the develgarent
of phase 2 re-entry, to precipitate ventricular tachycardia
and/or fibrillation that often results in sudden cardiac
death®®. This condition is inherited in an autosomal
dominant pattern and is more common inmales. Genetic
testing for Brugada syndrare is clinically available and
may help confirm a diagnosis in patients suspected of
having Brugada syndrome, as well as to differentiate
between relatives who are at—risk for the disease fram
those who are not at risk.

Clinical i festati
History

Synocope and cardiac arrest*® are the most camon clinical
manifestations leading to the diagnosis of Brugada
syndrome. Nightmares or thrashing at night may occur.
However, sometimes no symptoms have been recognised
and the diagnosis of Brugada syndrome is based on a
routine ECG showing ST-segment elevation in leads V,
through V,. A family history of sudden cardiac death is

camon, though not essential for the diagnosis as the
syndrome can occur sporadically. The context of the
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cardiac event is important. Inmeny cases, cardiac arrest
occurs during sleep or rest. Cases occurring during
pysical activityare rare. Tnaddition, fever is often reported
to trigoger or exacerbate the clinical menifestations of
Brugada syndrome.

Physical examination

The thysical examination is usually normal inpatients with
the Brugada syndrome. Nevertheless, physical
examination is required to rule—out other possible cardiac
causes that may be associated with syncope or cardiac
arrest in an otherwise healthy patient, e.g., heart mimurs
from hypertrophic cardiomyopathy or from a valvular
disease or septal defect.

Brugada syndrare is not yet well defined and establishing
the diagnosis is often difficult. Both ECG and clinical
features are inportant’® M to establish the diagnosis of
Brugada syndrome. The morphology of the Brugada
syndrare electrocardiogram is classified into three types:

Type 1: In a consensus report from the study group on
the molecular basis of arrhythmias of the European
Society of Cardiolcgy, it was procosed that type 1 Brugada
syndrare should be strongly considered in patients who
meet the following criteria:—
» Appearance of type 1 ST-segment elevation (coved
type in type 1, the ST-segrent gradually descends
to an inverted T wave) in more than one right
precordial lead (V1 —V3) in the presence or absence
of a sodium chanrel blocker plus at least one of the
following (Fig. 1) .
Docurented ventricular fibrillation

k  Self-terminating polymorphic ventricular
tachycardia (VT)

¢ Family history of sudden cardiac death at < 45
years

d Type 1 ST-segment elevation in family members

e Electroohysiologic inducibility of VI

f Unexplained syncope suggestive of a
tachyarrhythmia

g Noctumal agonal respiration

Type 2 and type 3: In type 2, the T wave is positive or
biphasic and the terminal portion of the ST-segment is
elevated >1 mm. In type 3, the T wave is positive, and
the terminal portion of the ST-segment is elevated <1
mm .

»  Pppearance of type 2 or type 3 ST-segment elevation
(saddle-tack type) inmore than one right precordial
lead under baseline conditions, with conversion to
type 1 following challenge with a sodium channel
bloder Fig. 1) .

»  Plus ore of the features (a—q) descriled above.

Drug challenge: Among patients with the Brugada type
2 or type 3 EOG pattern, the Brugada type 1 ECG pattern

can occasionally be unmasked by sodium channel
blockers (e.g., flecainide, procainamide, ajmaline,
pilsicainide)?™. The reported sensitivity of phamecologic
challenge with these drugs has been variable ranging
fram 100 per cent® to as low as 15 per cent .

The recommended doses by the second consensus
conference on Brugada syndrome were:

type 1 type 2 type 3

vi

v2

v3

v4

V5

1mVv
V6

500 ms

Fig. 1: Rattems of ST-segment elevation in Brugach syrdrare. Three distinct
types of ST-segment elevation have been described. In type 1, the ST-
segment gradiial ly descards to an inverted Twave. In type 2, the Twave is
positive or bighasic, and the terminal portion of the ST=segment is elevated
Imm. In type 3, the Twave is positive, ard the terminal portian of the ST-
segment is elevated < 1 nm.
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® Flecainide — 2 mg/kg over 10 minutes intravenously
or 400 mg FO.

® Procainamide - 10 mg/kg over 10 minutes
intravencusly.

® Ajmaline — 1 mg/kg over five minutes intravenously.
® Pilsicainide — 1 mg/kg over 10 minutes intravenously.

The test should be performed under continuous ECG
monitoring. Indications for termination are
develooment of a diagnostic type 1 Brugada ECG, a >
2 mm increase in ST segment elevation in patients
with a type 2 Brugada ECG, the development of
ventricular premature beats or other arrhythmias,
widening of QRS 30% above baseline.

Treatment

Although pharmacologic therapy has been tried, only an
implantable cardioverter-defibrillator (ICD) has proven
efficgy.

Pharmacologic therapy: As ICD use is too expensive in
nmost Indian patients, relativelyhigh doses of quinidine
(1,200 to 1,500 mg/day) may be beneficial.
Antiarrhythmic drugs may have a role in patients with
an ICD who continue to have frequent discharges.
Amiocdarone is usually the drug of choice, but quinidine
or hydroquinidine may ke an altemative in patients with
3816-18 .

The 2006 ACC/AHA/ESC guidelines include the following
recommendations regarding treatment of the electrical
storm in Brugada syndrare®.  Electrical storm is generally
perceived as the rapid or incessant succession of recurrent
poorly tolerated ventricular arrhythmias, generally
requiring repeated cardioversions, occurring during a
short period of time.

® Tsoproterenol is reasonable for treatment of electrical
storm in Brugada syndrome.

® (Quinidine might ke reascnable treatment of electrical
storm in Brugada syndrome.

I therapy: The 2008 Arerican College of Cardiology/
Arerican Heart Association/Heart Rhythm Society (ACC/
PHA/HRS) quidelines for device-based therapy of cardiac
rhythm abnormalities included the following statements

regarding ICD therapy in Brugada syndrome®:

® There is evidence and/or general agreement
supporting ICD implantation in all Brugada syndrare
patients with a prior cardiac arrest. (Class 1, level of
evidence<C).

® The weight of evidence/opinion supports ICD
implantation in Brugada syndrome patients who
have had a history of syncope. (Class 2a, level of
evidence—C) .

® The weight of evidence/opinion supports ICD
implantation in Brugada syndrome patients with a
history of VI that did not result in cardiac arrest. (Class
23, level of evidene=—C) .

This approach can ke implamented in clinical practice
with one caveat regarding syncope: other causes of
synooee, such as typical vasovagal events, bradycardia,
or neurologic causes, must be excluded before
proceeding to ICD implantation.

Investigative approaches: These have been evaluated
in patients with Brugada syndrare who are at risk for SCD.
They include:

® Focal radiofrequency ablation to prevent the
ventricular pramature beats that trigger VI/VEH

® The administration of cilostazol, which is a
phosphodiesterase inhibitor that impairs platelet
aggregation and is approved for the treatment of
intemittent claudication. Its efficacy in Brugada
syndrome may be related to the suppression of T
(calcium-independent transicen outward potassium
current) secondary of the increase in heart rate and/
or to an increase in calcium current (1) dve toan
elevation of intracellular cyclic AVP concentration via
irhibition of phosphodiesterase activity”.

Conclusions

Because the syndrame has been identified only recently,
it isdifficult to ascertain its incidence and distrilbution in
the world. Presently, no Indian data is available for this
lesser known entity. However, sporadic cases are reported
in clinical practice. Recent data from France and Japan
show a prevalence of 1 per 1,000 electrocardiograms
compatible with the syndrome in the normal adult

30 Journal, Indian Academy of Clinical Medicine ® Vol. 12, No. 1 ® January-March, 2011




population. This disease is genetically determined. The
incidence of sudden death in this syndrare is very high
and, at present, can only be prevented by implanting a
cardioverter-defibrillator. This syndrare has already been
recognised in virtually all parts of the world. The lack of
cases in sare countries prooably is due more to the lack
of recognition than to the absence of the disease.
Curbersone drug challenge may be one of the important
cause for the under-reporting especially in type 2 and 3
Brugada syndrares. In the future we can expect a sizeable
increase in the number of identified cases as the
recognition of the disease grows.
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Understanding Aphasia in a Simplified Manner

Abha Gupta*, Gaurav Singhal**

Abstract

Speech disorders including aphasia and dysarthria are cammon neurological disorders. Aphasias are camonly seen with stroke.
This part of neurclogical examinatian frightens many physicians prabably because of the great volune and carplexity of literature
on this topic. Therefore we present here a sinplified and easy approach towards the understanding and examination of these

disarders.
Key words: Aphasia, language, speech disorders.

Speech is a highly evolved function of the cerebral cortex.
Speech is the human faculty by which thought processes
are symbolically expressed. Speech is the vocal form of
human communication. It is based upon the syntactic
carbination of lexicals and names that are drawn fram
very larce vocalularies (usually > 10,000 different words) .
Each spoken word is created out of the phonetic

combination of a limited set of vowels and consonant
speech sound units.

Components of speech

Speech is the mechanical function of one’s ability to
communicate in oral language. It includes language
production, phonation, and articulation.

Language

Languace is the synoolisation of ideas. It is the ability to
convert thoughts into canprehensive words. It consists
of five paraneters i.e., speaking, hearing, repeating,
reading, and writing.

Speech and hemispherical dominance

Speech is the function of the cerebral hemisphere. It is
undertaken by the dominant hemisphere. 9 out of 10
humans have right handedness. 90% of humans also have
left hemispherical dominance. The other 10% have left
handedness. 7% out of these 10% have left hemispherical
dominance. 3% out of the 10% have right hemispherical
dominance. Thus 97% of humans have left hemispherical
daninance. Only 3% have right hemispherical daninance.

Pathological symptoms related to language functions:
Tagece related symptan Eoastom
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Wernicke's area

The auditory comprehension of spoken speech takes
place in the posterior end of the superior tamporal gyrus.
Karl Wernicke, a German neurologist, identified it and
descriled the pathway connection to Broca’ s area via the
arcuate fasciculus. This area is neurocanatomically
described as the Brodmann area 22.

Broca’s area

The motor area for spoken speech is situated in the
posterior part of the left inferior frontal gyrus. Paul Broca,
a French Surgeon, described it in 1865 in two patients who
lost speach and showed a lesion in the lateral frontal 1doe
at autopsy. This area is neurcanatamically described as
the Brodmann area 44 and 45.
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Conduction area

A desp, whitematter tract, connecting the Wemicke's area
to the Broca’ s area, also called arauate fasciculus, derdved
fram a Iatin word meaning curved bundle neural tract, is
important in dominant hemisphere lesions. Damage to
the arcuate fasciculus leads to conduction aphasia:
repetition deficits arise following damace to the arcuate
fasciculus of the daninant hemisphere.

Exner’ s area

Tt is an area of the brain just doove Broca' s area and anterior
to the primary notor control area. It is the area for writing,
close to the area for hand movement. Damace to it results
in agraphia. This area is neurcanatanically described as
the Brodrann area 6.

Reading area

Tt is an area of the brain just medial to the left occipital
1dbe and in the splenium of the corpus callosum. It is the
centre for reading. It recieves impulses fram the eye and
transmits them to the association area for analysis by red
matter, thenpasses it on to the arauate fasciaulus. A lesion
here causes pure word blindness. This area is
neurocanatamical ly described as Brodmann area 17.

Speech disorders are of 4 types

1 Aphasia/dysphasia
2 Parthria/dysarthria
3 Aphonia/dysphonia
4  Mutism
Definiti

Aphasia: Ioss of language due to dysfunction in the
central mechanism of the brain is called aphasia. Minor
disorders of the same is called dysphasia, e.g., right
hemiplegia producing dysphasia.

Dysarthria: Dysfunction of the peripheral mechanism of
speech leading to defective articulation is termed
dysarthria, e.g., lower motor neuron type of facial palsy,
pseudcbulbar palsy.

Dysphonia: Loss of voice due to dysfunction of the voice
producing mechaniam is called dysphonia, e.g., vocal cord

relsy, aaute laryrgitis.
Alexia: Iossof aoility to reed is alexda.

Agraphia: Ioss of aoility towrite is agraphia.

Approach to diagnosing aphasia/dysphasia

What is Aphasia?

® disturbance of comprehension and formulation of
lanquace (i.e., higher neurgesychologic functions)

® affection of language related functions: reading and
writing

® produced by damage of cortical regions related to
language functions

® reasons of damage: stroke, head injury, or cerebral

tumours

® different major aphasia syndrores

Analysis of aphasia

1 Sensory component: comprehension

2 Motor carponent: articulation, fluency, repetition,
naming, writing

Testing spontaneous speech

Fluengy: See whether speech is fluent without hesitations,
uninterrupted by searching for a forgotten word

Effort taken for speech: See whether the patient has
effortless/effortful spesch

Vocabulary: See whether there is any word-finding
difficulty. Whether patient stammers and sturbles. Look
for ability to speak in full sentences, or whether the patient
isable to talk only in phrases

Grammer: See whether the grammer is correct or not

Testing camprehension
Whether patient can hear and understand speech?

Tested by asking the patient to coey a command. Ask the
patient to show the tongue, close the eves, lift a linb.

Whether fluency is preserved or not? Speech whether
fluent, i.e., without hesitations? Is it incessant, rapid, and
uninterrupted?
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Use of paraphasias, a descriptive phrase instead of a
forgotten word. Use of neologisms, invented words and
nonsense words. Jargon speech, an extreme example of
the above speech, devoid of meanings.

Patient is asked to repeat a sinple sentence. It has toke
clearly stated by the examiner, e.q., today is Wednesday,
August the 17th, 2009. See whether the patient is able
to repeat what you say. Remermber never to shout at an
aphasic patient, as hearing is usually normal in these
patients. Apatient with a left frontal lesion can repeat
simple words and phrases. A patient with posterior
lesions in the angular gyrus, cannot repeat what the
examiner says. This is the characteristic feature of
conduction aphasia. This function is preserved in
transcortical gohasia.

Testing for naming

The patient is shown an dbject and asked to name it. A
conmonly used object should be shown, e.g., a pen or
nmatch box. See whether the patient is able to name the
dbject. Patient may be handed over the doject, or asked
to demonstrate the use of the doject. In anamic aphasia
or nominal aphasia, the patient is unable to name it
however but can use it. Auditory comprehension,
repetition, reading and writing are usually preserved in
such a patient. Menory testing otherwise will be normal.

This fuinction is preserved in transcortical gohasia.

Other tests to be done

Ask the patient to read from a command. See whether he
answers a written question. See whether he obeys
commands which are written down. Ask the patient to
read aloud, to write name and address, to draw a picture
or clock, or do srall calculatians, e.g., 4+4.

Aphasia syndromes
1 Broca’'s aphasia

Non-fluent telegraphic speech

Reduced verloal content and phrase length — gererally less
then four-word agranmatical sentences (or with frequent

errors) . Mostly content words are used (nouns arnd verbs) .
There is absence of functional words (prepositions and
conjunctions) . The matter is conveyed anyway. Finctional
camprehension is present, but the patient has trouble
following complex grammatical statements. Reading
aloud is not possible.

Cause: Middle cerebral artery (MCA) territory stroke
imvolving the left frontal 1dee

2 Wernicke'’s aphasia
Jargon speech

Fluency increased, increased verbal content, para—
granmatism — speech running, phrase length — generally
greater than five words. Grammatical sentences (or close
tonomal) . Pargohasic errors (literal or verlal) . Literal —
sound substitution with errors (winging, ringing), sementic
—word substitution (sister for mother) . Neologiams (mace—
up words) . Logorrhoea — inability to stop speaking,
severely impared auditory comprehension. Cause: Middle
cereoral artery territory stroke irvolving the left superior
tamporal 1dce.

3 Conduction aphasia

Repetition defect

It is relatively uncamon. Spontanecus speech is fluent,
ard there is ansiderable word finding difficulty. Preserved
auditory conmprehension. Significant difficulty with
repetition. Literal paraphasia, self correction, nurercus
pauses, filled pauses — Aaaaa Aaaaa, reading deficit -
varidole, writing deficit —varidole.

Lesion: left superior temporal area, supramarginal
gyrus.

4 Nominal aphasia

Primary deficit — word finding and naming

Speech output is fluent with numerous pauses, pauses
nay e filled with circumlocutions, describing the finction
of an doject; but the name cannoct ke retrieved. Auditory
canmprehension is intact. Reading and writing are also
intact. There is focal damage to the left temporal and
parietal area. Usually residual or good recovery as

compared to other aphasias. Also indicates good
prognosis if seen in the acute stage.
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5 Gladbal aphasia

Severe inpainmment in all modalities

Speaking, listening, reading, and writing severely inpaired.
Auditory comprehension — very limited. Speech output —
only few understandable utterances. Sare areas of spared
speech function are utilised in camumnication.

Brain damage resulting in a massive fronto-temporo-
parietal lesion, aarplete ooclusion of MA. Rarely, without
hemiplegia.

6 Transcortical motor aphasia

Simi lar to motor gphasia but with intact repetition
Lesion in the korder zone superior or anterior to Broca’ s
area. Non—-fluent, limited speech output. Auditory
camprehension is good. Reading camprehension is good.
Syntax not as bad as in Broca’ s aphasia. Iesion: occlusion
of anterior cerebral artery.

7. Transcortical sensory aphasia

Simi lar to sensory gphasia, but with intact repetition
Deficits inall languegemocklities, fluent gdasia. Edolalia
— they can repeat, but cannot understand. Much difficulty
in comunicating. Syntax not as kad as in Broca’ s gohasia.
Lesion in the border zone posterior and inferior to
Wemickes’ area — occlusion of anterior cerebral artery.
Aphasias - comparison

Diagnoses of aphasia in the database

Diagnosis N %
Wernicke’s 47 17.74
Bro&'s 42 15.85
Gldbal 33 12.45
Anomic 24 9.06
Conduction 19 7.17
Undecided 51 19.25
Transcortical 6 2.26
Residial 24 9.06
No aphasia 19 7.17
o=l 265 100

Simplified flow chart for understanding various aphasias

‘ Comprehension ‘

Yes

Fluency and Fluency and
Repetition Repetition
F-,R-— | | | | F+R-
(Broca's) (Wernicke's)

F-, R+ F+ R+ | |
(TCM) (TCS)

F+,R-
(Conduction)

TCM: Transcortical Motor; TSC: Transcortical Sensory
Speech disorder: dysarthria

Definiti

Any carbination of disorders of respiration, phonation,
articulation, resonance, andproscdy, that may result fram
a neuramuscular disorder.
Types of dysarthria
1 Flacciddysarthria (Bulbar)

Iesion: lower motor neuron level.

Features: breathy phonation.

Hypernasality: other features of bulbar palsy
particularly, dysphagia to solids, and nasal
regurgitation of liquids.

2 Spasticdysarthria
Iesion: uoeer motor neuron level.
Camunication: individual syllables are slurred and
precision of consonant pronunciation is lost. British
constitution becomes Brizh conshishushon.
Exaggerated jaw jerk. Dysphagia particularly to
liquids. Fmotional incontinence is seen.

3 Ataxicdysarthria
Iesion: cerdoellun level.
Communication: scanning or staccato speech.

Irregular articulatory breakdown. Rhinoceros
becares Rhi—noc—er-os.
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Preamble

India has a historical kackground of aosoroing menagerial
ideas and practices fram around the world. The roots of
management principles and prevalence of human
resource practices can be traced to the world’s first
management book, titled ‘Arthishastra’, written three
millenmnia before Christ, which highlighted many aspects
of huran resource practices in ancient India. The socio—
aultural roots of Indian heritage are diverse and have been
drawn franmiltiple sources including ideas brought fram
other parts of the old world.

Arthishastra written by the celebrated Indian scholar—
practitioner Chanakya had three key tenets: 1) public
policy; 2) adninistration and utilisation of pecple; and 3)
taxation and accounting principles.

India has been in the forefront of various intermational
novarents in the health and population sectors. Overall,
the Indian healthcare industry is going through a
transition ard the fubre is likely to see significant charges
in the nature of provision of healthcare and the roles of
various players in the industry. The healthcare service
scenario in India is expected to evolve into a more
developed stage. With this transition, management of
humen resources in health is a major challenge to health
systams develcgment in India. This includes planning for,
production, recruitment, and utilisation of health
personnel. Although a number of measures have been
instituted tomeet this dhallenge, considerable gaps still
ramain.

What is health services management?

Health services managarent research is a relatively new
area of research'. The importance of human resources
management (HRM) to the success or failure of health
system performance has, until recently, been generally

overlooked. To put simply, HRM is a planned approach to
manage pecple effectively for performance by providing
amore open, flexible, and caring management style so
that the staff will ke motivated, developed, and managed
in a way that they can give their best to support
departments. HRM in hospitals has to function in a sector
with some unique characteristics. The workforce is
relatively large, diverse, and includes separate

ocoupations.

In an organisational context, HRD may be defined as the
process in which the employees of an organisation are
helped and supported in a continuous and planned
manner to acquire and sharpen capabilities and skills
required for performing various functions associated with
their present and exected future roles. They are further
helped to develop and enhance their undeveloped
potential for their own and organisational develcarental
process. Developing an organisational climate contributes
to professional well-keing, motivation, and price of the
arployees which is considered as the third dimension of
the process'. The organisational goal of HRD normmally is
to have carpetent, motivated, dedicated, and disciplined
employees to ensure higher levels of productivity,
profitability and growth of the organisation.

The human resource development is the process of
helping people acquire carpetencies and capabilities
for their present and expected future roles. It not only
develaes their individual capabilities but also uweils and
taps their hidden potential, further developing themas
well as their organisations. As a continuum, it provides
an organisation culture of trust; coopceration and healthy
supervisor-subordinate relationships among subunits,
resulting in professional well being and motivation of
the employees. The competencies people needed
include knowledge, attitude, skill, and values.
Organisations need to build on the existing
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competencies of the employees so that they continue
to provide high quality services in the face of ever—
changing needs and newer challenges, be it in the
private or public sector. The ultimate role of human
resource development in any country is to inprove the
quality of life of itspecple’.

Good HRM practices are instrurental in helping achieve
departmental cdbjectives and enhance productivity.
Medical and health services managers — also referred to
as healthcare executives or healthcare administrators —
plan, direct, coordinate, and supervise the delivery of
healthcare. These workers are either specialists in charce
of a specific clinical department, or generalists who
menace an entire facility or systean.

The need for human resource management
Tt has been increasingly recognised that getting HR policy
and HR management right has to be the focus of any
sustaingble solution to health systemperformence. Awell-
motivated and appropriately skilled and deployed
workforce is crucial to the success of health system
delivery. The actual methods used to manage human
resources in healthcare are in themselves a major
amnstraint or facilitator in achieving the dojectives of any
health orcanisation.

How is HRM in healthcare more challenging
as campared to the other sectors?

The management of healthcare is very challenging when
campared to management in other sectors. Worldwide,
many ideas have been introduced in an attempt to
address the prdbleans of inefficiency.

First, healthcare outcomes are highly complex.
Healthcare organisations face continuous pressure to
become productive, innovative, and provide quality
healthcare’. Second, frequently uncertain and difficult
to assess®. Third, healthcare outcomes are public
organisations, hospitals canncot, inmost cases, be judged
on the basis of profitability. Finally, healthcare
organisations are particularly carplex due to their dual
lines of acoountability: professional and administrative.

Healthcare celivery is highly labour-intensive and health

sector performance is critically dependent on employee
motivation®. Also, as the demand for quality services
rendered by the government health set-ups gets
stronger day-by-day, continuous human resource
development becomes crucial both for service
improverent and client satisfaction.

Organisational HRD efforts are usually directed towards
commitment and competency development among the
employees since, without competent employees, it is
difficult to harvest good productivity irrespective of the
sophistication in technological or infrastructural
resource base. Organisations use many mechanisms to
achieve HRD goals. These HRD issues or mechanisms
include manpower planning, recruitment selection, and
other forms of jdb assignments, induction programme,
training, performance appraisal, rewards, punishments,
etc. Although it is widely recognised that improved
management of human resources is the key to provide
amore effective, efficient, and quality health service, only
a few developing countries have made significant
progress in this area.

Hospitals, unlike any other industry, are a different entity.
The role of this department and its head has a role cut—
out and exclusive. Unlike any other industry, the advent
of technology, modernisation, computerisation, newer
diagnostic and intervention techniques, has not reduced
the need of human labour in hospitals, which is now an
industry. On the contrary, there is a quantum growth in
the need to appoint specialised manpower at various
levels of patient care, which has originated from the
thought process of those professionals and promoters,
who are enlightened with the need to induce quality
control inpatient care.

In a study by Rondeau and Wagner®, the impact of HRM
practices and the contingency theory on 283 Canadian
nursing homes was assessed. They had reported that the
“best performing” nursing homes (as measured by
indicators of client and staff satisfaction, operating
efficiency, and reverue) were found to be more likely to
have inmplemented “progressive/high performance” HRM
practices and to have a workplace climate that strongly
values arployee participation.

As also stated by (Franco et al, 2002)7, the health sector,
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resource availability and employee competence are
essential but are not enough to guarantee desired
employee performance. Although employee motivation
isacritical elarent of health systams performance, it is
largely understudied.

The most preciocus resource for any organisation is its
human resource because of its related potentials. The
potential can be used only by creating a climate that can
continuously identify, bring to surface, the nature and use
the capabilities of pacple.

To obtain performance on quality, cost, and patient
satisfaction dimensions, health organisations will also have
to satisfy their physicians and employees®. Because
pPhysicians play a crucial role in the use and distribution
of health system resources as well in the total work of
healthcare organisaticons, it is important that managers
examine how motivation theories may apply to thenr.

The technical aspects of the performance management
processes have been significantly covered in the
literature. Despite the inportance of the behavioural
factors on the performance management process, the
research in this area has been underexposed in the
literature. Soecifically, fewer studies have concentrated on
physician notivation™.

Today, hospitals are in the forefront of health services
celivery and their main concem is providing quality health
services to the clients. Ahospital is an integral part of a
social and medical organisation, the function of which is
to provide for the population carplete healthcare, both
curative and preventive and whose outpatient services
reaches out to family and its hore environment.

The irony is that whilst R is under—researched in health,
partly kecause of its unique context, the main “business”
of health — clinical interventions — is the subject of
continuous and detailed research-tased scrutiny.

The challenge for researchers attempting to build the
evidence base on HRM in the health sector is that they
have to draw on these non—clinical research methods to
assess the HRM “inputs” whilst attempting to identify
appropriate and sector—specific measures of processes,
output, or cutcare.

Key human resource issues limiting the
health system

The large public health infrastructure follows a more or
less similar pattem across the states. This system faces
several managerial problems which are well-recognised
andvhich limit its effectiveness:

Inadequate assessment of soft skills and other
carpetencies at the time of recruitment

The procedure adopted for recruitment should use
procedures which are clearly understood by candidates
and which are open to public scrutiny apart frombeing
fair, giving candidates who meet the stipulated minimm
requiraments equal gocortunity for selection. The primary
criterion for selection of candidates should bemerit and
ability. Acart franthe eligibility criteria requivaments, the
systam is deficient in assessing the soft skills of cardichtes
like their ability towithstand stress, camnication skills,
psydhological testing, values, attitude, andpersonality of
an irdividaal, etc.

Inadequate training at various levels

Training is the basis for human resource development.
Several prcoblems have emerged in the area of training
over the past few years. Basic medical education has a
heavy focus on urban curative care and is provided in
tertiary care settings. This does not prepare doctors for
their roles in the nural primery health care systam. There is
hardly any systemof induction training for medical officers
of the primary health centres when they join the
government health system. Furthermore the medical
officers do not have any public health or management
training even though they are supposed to manage the
staff under them. There is no training for health education,
interpersonal camunication, doctor-patient and doctor—
staff interactions, and counselling. The tedmnically oriented
training does not help to bridge the gap between the
doctor — who is regarded as suprene — and the clients
who are usually poor and illiterate.

At the lower level, the axilliary nurse-midewife’ s training
is alsonostly technical with a very limited component of
social aspects of health, community involvement,
nmooilisation, health education, etc.
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The Independent Cammission on Health in India observed
that the standard of teaching in training schools for
auxilliary nurse-midwives was very low and that “the main
reasons for substandard patient and comunity care are:
Suostandard training, especially in the staff-nurse, midwife,
ard auxi1liary nurse-midwife training courses, the lack of
a proper system of training; and absence of regular
reorientation courses.” (VHAI, 1997) .

A recent review of training programmes under the World
Bank-assisted population, health, and nutrition projects
in India fram 1972 to 1997 indicated that in a total of 22
projects aosting 3.2 billion dollars, anly 7.6% of the project
budget was spent on training. Even inprojects geecifically
aimed at strengthening of training, only 13% of the funds
were used for training. The review found that, “knowledoge
and skills related to save seecific areas of service delivery
were poor among the health workers and that there was
a need to enhance training skills of most trainers at the
state and district level.” (Ravaish, 1998) . In sumery, it is
clear that training has been a neglected area in the health
sctar.

Centralised planning and target-oriented
performance appraisal

Central level planning has, over the years, killedmany
initiatives at the state level to adapt or augrent health
and family planning programmes to local needs. States
lack public health expertise to develop new health
programmes and are not allowed to take direct assistance
from foreign donors or to collaborate with foreign
partners in the health area without clearance fram the
central government. It has been seen that during the
process of performance appraisal, the process of writing
ACRs was routine (subjective and generalised) rather than
reflective of the individual’s cgpability (dojective and
custamised) in absence of any output indicators. While
reporting, the officer tended to tread amiddle path so as
to avoid controversy and unnecessary explanations.
Moreover, the reviewing officer was not intimately
associated with the working of the officer being reported
upon to meke any realistic geinion.

Rewards not linked to performance

In the health system, there are no concrete rewards

except promotions and salary increments. All
promotions and increments are linked to seniority in
the system and vacancy available. For many posts,
promotions are few anyway. The current system of
annual confidential reports does not reflect
performance as these reports are written as a routine
procedure, indicating satisfactory performance except
in very extreme cases. Postings and transfers are also
not based on performance but on “government’ s wish”,
for which there is a lot of scope for political and
administrative contacts to be used. The staff who stay
at their place of posting and provide 24-hour service
get the same salary as the staff who are absent or are
available for only three to four hours a day. In such a
systeam, many settle for the mininum acceptable level
of performance. Further training is of little help as staff
do not see any personal benefit of the training.

Role of good HRM practices

In recent years, it haslkeen increasingly recognised that
getting HR policy and management “right” has to be at
the core of any sustainable solution to health system
performance. In comparison to the evidence base on
healthcare reform-related issues of health system finance
and appropriate purchaser/provider incentive structures,
there is very limited information on the HRV dimension
or its impact.

Inmany countries, access to health professional training
and employment is controlled by standards and entry
requiraments determined by the professions, and aspects
of their work are regulated. The health sector is amajor
recipient of public and/or private expenditure, and
healthcare celivery is a politicised process.

Recent research? has also highlighted a so-called “prime
building block” of HRM - the principle of “AMO”. There
nust be sufficient enployees with the necessary Ability
(skills, knowledge, and experience) to do the jdbo; there
must be adequate Motivation for them to apply their
abilities; and there must e the Ogportunity for them to
engage in “discretionary behaviour” — to make choices
about how their job is done. The authors suggest that
organisations wishing to maximise the contribution of
their workforce need to have workable policies in these
three broad areas.
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Table I: Issues pertaining to key HRM practices in the
No. HRM practice
1 Jdodescription

Key features

Percentage of employees with
formally defined work roles is high in
the public sector.

Direct recruitment fram institutions of
higher learning is very common
amongst management, engineering,
and similar professional cadres.
Amongst other vehicles, placement
agencies, intemet, andprint nedia are
the most popular media for
recruitment.

2 Recruitment

3 Compensation Strong emphasis on security and
lifetime employment in public sector
including a range of facilities like
healthcare.

Poorly institutionalised in Indian
organisations. Popularity of training
programmes and their effect in skill
and value development undeveloped.

4  Training and
development

5  Performance
Jooraisal

A very low coverage of employees
under formal performance appraisal
and rewards or organisational goals.

6  Promotion and Moderately variable across industries.

reward Seniority systeams still dominate the
pdblic sector enterprises. Use of merit
and performance limited mostly to
glacally orientated indistries.
Limited in soope. The seniority based
escalator systam in the public sector
provides stability and progression in
career. Widespread use of voluntary
retirement scheme in public sector by
high performing staff. Cross-
functional career paths uncammon.
Driven by proactive court rulings, IIO
quicelires, and legislative provisions.
Tack of strategic and inclusion vision
spread.

7 Career planning

8  Gender equity

Challenges ahead and the way forward

While there have been substantial policy changes in
India in the area of public sector of healthcare, human
resource management will have to be managed
strategically and in an integrated manner. Here we
present a model which is adopted from Pareek and Rao
(1992) and takes an integrated look at training and other
key functions.

Whilst many health systems have been attempting to

Leadership,
Strategic vision,

Operational
strategy, Supporting
Training infrastructure
and

Supplies

Supervision,
Monitoring,
Performance
Appraisal and
Rewards

Role, Job, Work
systems,
Accountability
and Quality

Fig. 1: Integrated model of human resource management healthcare
arganisations/hogoitals.

decentralise to improve efficiency, they tend to be
characterised by a broad range of active stakeholders, a
high level of direct and indirect governmental and
regulatory intervention, and recurrent “top-down”
attenpts at reform. Health is also very labour-intensive —
the proportion of the total money spent on staff is much
higher in health than in most manufacturing industries
and inmany service industries.

Conclusions

The critical importance of HRD and its various issues
can no longer be ignored. Various HRD issues/
nmechanisms in the government sector exist without the
basic ‘HRD —orientation’; often devoid of the spirit of
HRD. This is evident from the opinions of the
respondents in the present study. Rational recruitment
procedures to meet the organisational goals, timeliness
of the reward systems, transparent transfers policy,
effective sugoort systars, etc., are the felt needs of the
times. The spectrum of probable reasons for the
opinions expressed varies from the issues being dealt
with by the respondents in a generic rather than a
specific manner. The intensity of the appreciation and
apprehensions expressed on many issues in the present
study is probably an indication that these need to be
handled in a more empathic and technically correct
manner to foster an effective and efficient
organisational work culture in any organisation.
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Table IT: Campetencies of human resources management in the health services.

Carpetercies

Arees of capetence ard activities

Aalysisof thehren
renressihatay idrtifictiond
hien resouree and progranming

Berfomance merecarentc

VMareogrent of ldmnr elatias

Deelaguet adtaining
ofhrenresaress

Assracedfwxkirgcaditias,
safety, adtrewarkaviraret

Tchas
a) Daaclleddian, aslysls, adcsemirstionaf trecaall hrenresorass sttt etion @ai1aaility, anpesitian,
smre, addisrbibiocfhrenesaress; treaiptofhmenresorcssbyedatios] inghtitbas) ;
b Caparismwithaartialarmtenar sadad o idatifyoggsadress ¢hichankedsamiredusing the
bestaailddlensthods, essdontre daracteristics of treteslth services systamard theppossii lityof ddaining
Inforetian);
o Inrtifiticnofpdilasadgalitativeadgatitativerssss forh nenresaress (incosiltatiowiththe
atloitissadreleatatas intteleslthsevics ssten ;
0 Perationof aplantoproare therest ggorqariateh en reso ress toneet the idati fiedresds.
Baues ttet ttelealth systemdaairsa sufficiet spolyof h men resaares (inall treresesssary coogatiasl
Gteyyies) tonest itsdojedtives, ashobeary resaressamit. Tchosearsarel frontte ldmamade, asvellas
Tsdoptieistogimisettepad chvityadgalityoth rnreso reperfomeee intretealthssviess, Teinchioss
interventians forperfomeneraresmet ss such (aysof acpnising thework, tedrologymereogrent, fomation
ofwork tears, wedf innattive systars) advaystosaliate thisperformae.
Frarespaeermarespent af work aontracts, remrerationsystans, caditias for tre sooial poteddonof wders
fhich inclhuoss career gppoinmets, incative systans, elatiaskbevean treaploeradaplogss, clledivwe
wxkirgrelatioghiss—uiias, cllestthelkarcgining) , adthessardh foreffadtive comricationnocl itesketven
withtreresiltrgbarefit tottepgoilation.
Feresthat all hren resoress inaleslth sysmnarepaeerlygalifiedadnodvated. Tnchoks inenantiasttat
race franthe agping icentificarion of edatiael resck, the definitionof work cavpetarcies, arriaiim
deelquent, Instddael desian, edcatian, inttencsteffadtiveads itddlencdil ities torest treestZalished
dopdtves, adealationd thecmpetarcies asiirad. Tt isavaliiole soategy for Inpovirgperfonaceadfor
Farsstheprgeeraviranett, caditios, admosess of workaopnisation toaonteract thepdatdial lyrecative
It of trersire of tealthworkan thelealth of tre Staff tramsshves, Mest risks ecanleeninini ssdwithadkg ste
adeploeealile.

Sarce: PYD. Bogressaf Adtivities inFealthSectarRefaim. TRY13. thDirectirgCarcil, heshirgtan, D.C. Spotanber196.
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Pregnancy-induced Hypertension

Susmita Sharma*, Parveen Mohan**

Pre—eclanmpsia (FE) is a hypertensive disorder of pregnancy
which frequently develops after 20 weeks of gestation'.
This is associated with high blood pressure and
proteinuria and is reported to affect between 2 - 7% of
pregnancies worldwide and is the major cause of maternal
and foetal mortality” 3. The basic aetiology of pre-
eclampsia is not clear. The pathophysiological changes
Seen in pre—eclampsia include increased vasooonstriction
and coagulation, vascular endothelial dysfunction, and
reduced placental perfusion. Oxidative stress on the
endothelium leading to endothelial dysfunction is also
now thought to be the primary cause of pre-eclampsia.
Pre—eclampsia occurs more camonly in first pregnancies
ard primerily affects metermal, renal, cereboral, hepatic, and
clotting functions. Placental insufficiency arising fran
abnormal ‘placentation’, that is, failure in adequate
trophdblast invasion of matemal vasaulature, and possibly
fram abnormal autacoid production which is responsible
for the 111 effects on the foetus. Pre—eclanpsia is due to
widespread maternal endothelial cell damage from
release of cytotoxic factors by the placenta. Pressor activity
to infused angiotensin IT (AII) is also increased despite
reduced plasma concentrations of AIT, renin, and
aldosterore. There is decrease in prostacyclin production,
and the thromboxane/prostacyclin balance favours
vasoconstriction and platelet aggregation. There is a
paradoxical elevation of plasma concentrations of atrial
natriuretic in the face of plasme volure contraction. There
is disturbance of volure hanoeostasis with redistribution
of intravasaular volure to the interstitial fluid space due
to increased capillary pemmeability and reduced plasma
ancotic pressure. This redistriloution is not always clinical ly
apparent as peripheral cedema. Whether this change in
volume is compensated for by venoconstriction and
maintenance of adequate cardiac output, is
undetermined. Improved understanding of the
pathophysiology of pre—eclampsia is necessary to allow

better clinical management of this sericus disorder.

There are certain key angiogenic factors in pregnancy
as an indicator for the early onset of pre—eclampsia in
pregnancy. These are plasma levels of circulating soluble
forms 1ike tyrosine kinase-1, (sF1t-1) an anti-angiogenic
factor, vascular endothelial growth factor (VEGE) and
placental growth factor (PIGF) - both pro—angiogenic
factors which have been measured in patients of
pregnancy-induced hypertension and pre-eclampsia.
Maynard et al* canpared the gene expression profilein
placental tissue from women with and without pre-
eclanmpsiaand identified soluble F1tl (sEltl), a vascular
endothelial growth factor receptor, as a molecule of
particular pathophysiologic interest. Tt is now suspected
that trophdblastic injury markedlyenhances placental
sF1tl production, antagonising the endothelial protective
role of vascular endothelial growth factor and/or
placental growth factor and eventually leading to clinical
pre-eclampsia™ ¢. A recent study pointed out that,
compared with womenwith a retrospective diagnosis
of normal pregnancy (i.e., withouthypertension), pre-
eclamptic women had increased serum sF1tl several
weeks before the onset of clinical disease, suggesting
that this protein might be used as a predictive marker
for pre—eclampsia’.

So the over-expression of F1t-1 and significantly lower
levels of proangiogenic factors in early pregnancy can
be used as a biamarkers for the onset of pre-eclempsia
and PTH disease. Therapies and preventive strategies for
pre—eclampsia must target the imbalance of these factors
as it is evident 5 - 8 weeks prior to the onset of the

disease®.
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Hirsutism and Abnormmal Genitalia
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KRey wards: Hirsutism, virilisation, clitoransgaly.

Case history

A 26-year-old unmarried female, presented with

camplaints of excessive facial hair since her pubertal

growth spurt. She also has excessive body hair and
regularly uses hair-removing mechanical options. There
was no significant family history. She had menarche at 13
years and is having regular periods since then. Systemic
examination was unremarkable except for an abnormal
genital finding (Fig. 1), which the patient revealed was
present since early childhocd and had increased gradual 1y
over the years including during paberty.

1

What is the pictorial diagnosis? Describe the
abnormality evident in the photograch.

What are its causes?

TWhat other clinical features shouldbe sought for in
such a patient?

Howwill you investigate such a case?

That are the possible therapeutic strategies/gptions?

Clitoramegaly: The picture shows the external
genitalia of a famale with an enlarged clitoriswith a
well-formed glans. The urethral opening is nomally

visualised (small arrow) . Clitoromegaly is a rare
condition. Sare amount of enlargement of clitoris
occurs during sexual arocusal and is normal.

For academic purposes, measurenent of the clitoris
is precisely performed with plastic calipers with
rounded edges (for ease of comfort), although a
neasuring tape or flat ruler can also ke used. Glans
width is assessed in its greatest transverse diareter,
glans length fram its tip to the back of the corona,
and total clitoral length ismeasured as the distance
fram the tip of the glans to the point at the synpchysis
pubis at which the crura are thought to insert, thus
including the clitoral body and glans'. A conoept of
clitoral index also exists which is the product of the
glans width and the glans length. In one of the largest
studies', the average total clitoral length was reported
as 16 + 4.3 m, mean transverse diameter of glans as
3.4 £ 1 mmand mean longitudinal diameter of normal
glans as 5.1 +1.4mm. A clitoral index of > 35mt is
considered abnormal (clitoraregaly) .

Clitoraregaly may be present since birth wherein it
could be a manifestation of congenital adrenal
hyperplasia or Fraser syndrare. Fraser syndrome is
an autosomal recessive congenital disorder
characterised by cryptophthalmos and genital
malformations. More often, it occurs later in life
wherein it is a manifestation of hormonal imbalance
or androgen excess in a female. This could be
secondary to polycystic ovarian syndrome,
pathological disorders of the ovaries and other
endocrine organs. Ovarian virilising tumours like
arrhenoblastoma or neurofibromas are important
causes. Adrenal necoplasms can also be associated
with hyperandrogenic states. Use or abuse of anabolic
steroids can also contrilute to clitoraregaly. In sare
cases there is no evident cause of clitoraregaly, and
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it is lakelled as idigeathic?, but presence of hirsutiam
in this case makes the diagnosis of idiopathic
clitoramegaly unlikely. Iess conmonly, cysts and
haemangiomas of the clitoris have been found to

cause clitoraregaly™:.

Bvery patient who is noted to have an enlarged clitoris
should e siojected to a detailed clinical exarination.
Associated clinical features that may be doserved in
such patients include hirsutism and signs of
virilisation. Cutanecus manifestations like acne and
mele pattem balding may accampany hirsutism. Signs
of virilisation shouldbe specifically soucht for ina
patient who presents with clitoraregaly since it could
e a pointer towards an underlying adrenal or ovarian
necelasm in adults. Virilisation refers toa condition
inwhich androgen levels are sufficiently high to cause
signs and symptams such as deepening of the voice,
breast atrochy, increasedmuscle bulk, clitoraregaly,
and increased libido.
A thorough investigative work-up should be done
in any case who presents with clitoraregaly, since
it is a sign of virilisation™®. Presence of signs of
virilisation (as enurerated inpoint 3 above) indicate
a state of androgen excess. To confimm this, serum
testosterone levels and serum DHEAS
(Dehydroegpiandrostenedione sulphate) levels should
e ascertained. Androgens are primarily excreted by
the adrenals and the ovaries; both the organs
contribute equal amounts. Markedly elevated
androgen levels should always prampt investigation
for ovarian or adrenal necplasms. Serum total
testosterone levels > 200 ng/dl are suggestive, while
> 350 ng/dl ustal ly irdicates a virilising tumur; basal
serum DHEAS > 700 mg/dl suggests an adrenal
tumour. Serum free testosterone levels are also of
value since the unbound fraction of the hormone is
biclogically available for cawversion to the active form.
Hyperinsulinism and/or androgen excess decrease
hepatic production of sex-hormone binding glabulin
(SHBG) , resulting in levels of serum total testosterone
within the high nomal range, whereas the unbound
testosterone levels are much elevated. Normmal range
for morming serum total testosterone in famles =6 -
86 ng/dl; unbound testosterone levels = 20-301 pg/
dl; normal DHEAS levels in premencpausal female =

12 - 535 mg/dl. DHEAS is considered to be a marker
of predominant adrenal androgen excess, but modest
elevations are also doserved in female patients of
polycystic ovarian syndrome. Polycystic ovarian
syndrome is the commonest cause of ovarian
hyperandrogenism, and the typical elevation in the
ratio of luteinising hommone to follicle stimilating
hormone (> 2:1) is seen only in less than 50% of such
patients. Sonographic evidence of polycystic ovaries
can ke taken as corrdoorative evidence but per se it is
a relatively insensitive and non-specific finding for the
diagnosis of ovarian hyperandrogenism.

In cases of elevated serum testosterone and DHEAS
levels, low dose dexamethasone suppression test can
Te aployed (0.5mg 6 hourly for 4 days) to ascertain
the source of androgen excess — whether adrenal or
ovarian. If there is suppression of the unbound
testosterone to normal levels, then an adrenal
androgen source is suspected. However, apartial or

no sugpression suggests an ovarian source.

ACTH stimulation test can be used to assess non-
classic CAH (congenital adrenal hyperplasia) .
Measurenent of 17-hydroxyprogesterone levels 60
minutes after bolus administration of 250 mg
synthetic ACTH (cosyntropin) intravenously is
required, wherein the levels are found to ke elevated
in cases of non—classic CAH. Altermatively, a nomal
morning 17-hydroxyprogesterone level (drawn in the
follicular phase; normal range = 20 — 100 ng/dl) can
e used reliably to exclude 21-hydroxylase deficiency
(carmonest cause of partial CAH) .

Imaging studies of the albdamen are used to supplant
hormonal studies. Sonography of the albdomen and
pelvis may reveal polycystic ovaries and CT or MRT is
helpful to image the adrenals and also the ovarian

tumours.

A summarised algorithmic approach is outlined in
Fig. 2.

In the present case, routine haematology and serum
biochemistry including glucose tolerance test were
normal; serum FSH was 5.27 U/L, IH 3.13 U/IL, serum
prolactin 15.4 ng/ml, testosterone 176 ng/dl
(elevated), 17-hydroxyprogesterone level was 1,172
ng/dl (elevated) and DHEAS was 600 mg/dl (elevated) .
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i Clitoromegaly

Without hirsutism

Idiopathic
Local causes — Cysts or tumours

LH/FSH > 2:1

Obesity, abnormal GTT, insulin resistance

|

Polycystic ovarian syndrome

Further hormonal assay

e Dexamethasone suppression test — If suppression occurs, it implies adrenal source
e Elevated 17-hydroxyprogesterone levels after ACTH stimulation (congenital adrenal
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With hirsutism and/or associated virilising features

Requires hormonal evaluation and imaging
(could be due to PCOS or adrenal/ovarian causes)

USG pelvis for ovaries DHEA-sulphate - elevated

—

Serum testosterone - elevated

l

Ovarian/adrenal cause

RI to see for tumours

Fig. 2: Algorithm showing gqoroach to clitoransgaly.

Sonography of the pelvis in this case was normal
(normal uterus and adnexa) . A diagnosis of congenital
adrenal hyperplasia was made.

Management of clitoromegaly depends on the
underlying aetiology which needs to be rectified.
Ovarian virilising tumours and adrenal necplasms
need specific therapy, while polycystic ovarian
syndrome may require hormonal therapy or insulin-
sensitising drugs like metformin. Use of exogenous
steroids needs to be curtailed in patients where it is
the culprit. On the contrary, patients of CAH need
small evening doses of steroids to curb ACTH release.
Cysts and haemangiomas need surgical excision but
require great expertise. Cosmetic correction can ke
done by clitorcplasty’. There are three different
clitoroplasty procedures: clitorectomy, clitoral
recession, and reduction clitorcplasty’. Reduction
clitoroplasty with preservation of the neurovascular
bundle is considered superior in terms of formation
of the extermal genitals and sensation. However, the
disadvantage is that detachment of the neurovascular
burdle fram the clitoral shaft is diffiault ard that there
is a high possibility of sensory and blood flow
disorders in the clitoris. Accameanying hirsutism can
be addressed by pharmacological or mechanical

nmeans. However, a thorough patient and family
counselling is required and the advantages and
disadvantages of the surgery need to be explained.
In the present case, the patient has een prescribed
prednisolone 30 mg once daily; and once her
hormonal profile returns to normal, surgery for

clitoramegaly is being planned.
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Extensive Deep Vein Thrarbosis in a Case of
Hyperhomocysteinaemia
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Abstract

Hyperhomocysteinaemia is a common condition predisposing to venous thrombosis. We are reporting a case of
hyperhanocysteinaamia with extensive deep vein thrambosis. A 51-year-old famle presented with progressive swelling and pain
in her left lower limb. She had marked knuckle hyperpignentation. Her left lower limb arterio-venous doppler was suggestive of
The patient was treated with lowmolecular weight heparin and oral warfarin alang with vitamin supplementatian. She went an to
make a full recovery, and follow-yp arterio-venous doppler showed canplete recanalisation with good venous flow.

Key words: Hyperhamocysteinaemia, hypercoagulable state.

Case report

Hyperhamocysteinaemia is a well-recognised risk factor
for thrarootic and atherosclerctic vascular disease. It is
one of the common causes of cerebral venous sinus
thrabosis. However, there are very few cases of extensive
deep vein thrombosis due to hyperhomocysteinaemia.
This case report is of one such rare case of deep venous
thrombosis in a case of hyperhomocysteinaemia.

History

A bl~year-old mengeausal feamale, a staff murse at a rural
hospital, a non-vegetarian, presented with 2-month
history of gradual ly progressive swelling and pain in her
left lower limb. There was no h/o trauma to the linb,
prolonged immdbilisation, any surgery, and no h/o taking
hormone replacenent therapy. On examination, her vital
signs were nommal . General examination revealed knuckle
hyper-pigmentation. Her left leg was oedematous up to
the thigh with calf tenderness present. Systemic
examination revealed no abnormality.

Investigations
Ho-11.1 gn/dl, MCV - 99 f1, TIC - 6,700/mr’, platelet

count — 200, 000/mm’, PT - 16/16 and INR — 1.0. Metabolic
1lab - normal..

Her left leg arterio-venous doppler revealed a large
thrombus extending from the tibioperoneal trunk vein

and deep femoral vein onwards upto the left common
iliacvein (Fig. 1 and?2) with aosence of flow.

USG albdomen and pelvis was normal. ECG, chest X-ray
and 2D echocardiography were normal. Antinuclear
antibodies (ANB) - negative. Antiphospholipid antibodies
were negative. Protein C, protein S, antithradbin-T1T levels
- normal . Fasting plasma harocysteine levels > 50 mol/
1 (markedly raised) .

Treatment

The patient was treated with low molecular weight
heparin, overlapgped with warfarin. The patient was given
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Fig. 1: Arterio-venous dogpler of left lower linb on adnission showing
thranbus in left camon iliac vein with patchy flow.

* Associate Professor, **Lecturer, ***Resident, Department of Medicine,
Byramjee Jeejeebhoy Medical College and Sassoan General Hospitals, Statiaon Road, Pune - 411 001, Meharashtra.



,. dr]k thakra SAIDWGNQOSTICS DHL. 810 15.0cm MI 0.8 1203-2009

" pramila awhad Vascular L5-9EC/

Seperliciel Femoral Vein

Fig. 2: Arterio-venous dogpler of left lower linb on adnission showing
thrantus in left sycerficial fanmoral vein with absence of flow.

Fig. 3: Arterio-venous dogeler of left lower linb after anticoagulation
showing recanalisation of left camon iliac vein with good flow.

Left superficial femoral

Fig. 4: Arterio-venous dogeler of left lower 1inb after anticocagulation
showing recaralisation of left sycerficial fanwral vein with good flow.

cdoalamin and folic acid injections daily for 1 week. She
nmade good recovery, the leg swelling subsided, and pain
decreased. Review doppler study after 10 days showed
ansiderable resolution of thradous, recanalisationof iliac
vein and good flow (Fig. 3, 4) . She was advised to continue
warfarin with PT/INR monitoring every 21 days and oral
cdoalamin with folic acid.

Discussion

Homocysteine is an intermediary amino acid formed by
the conversion of methionine to cysteine. Elevations in
the plasma homocysteine concentration can occur due
to genetic defects in the enzymes involved in
hamocysteine metabolism (e.g.,thermolabile variant of
methyltetrahydrofolate reductase), nutritional
deficiencies of vitamins - folate, B , B, or due to other
factors — including sare chronic medical conditions and
drugs!. Some drugs used in the treatment of
hyperdholesterolaamia, such as fibrates andnicotinic acid,
can raise homocysteine levels by approximately 30 per
cent; however, the clinical significance of this is uncertain.
Cigarette smoking also may elevate hanocysteine levels.
Chronic kidney failure can increase hamocysteine levels
due to decreased renal removal and impaired metalbolism.

There is increasing evidence that hyper-
homocysteinaemia is a risk factor for venous
thromboemoolic disease (pulmonary embolism and deep
vein thratbosis)?™. Meta-analyses of case—control studies
have found an odds ratio of 2.5 to 2.95 for venous
thrarboembolic disease in patients with homocysteine
levels more than two standard deviations above the mean
value of control groups™.

Moderate hyperhomocysteinaemia (15 to 30 pmol/1) may
also ke a risk factor for recurrent venous thranbosis. This
was illustrated in a multicentre study in which patients
with a single episode of idiopathic venous
thromboenrbolism were prospectively followed after
discontiruation of oral anticoagulants’. Recurrent venous
thrancoamool ism was significantly more likely in the 66
patients with hyperhomocysteinaemia than in the 198
with nomal levels (18.2 per cent versus 8.1 per cent,
respectively) . Sare studies have suggested that the risk
of thramoosis increases 10— to 50-fold in patients who
have both hyperhomocysteinaemia and an inherited
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thratboghilia (e.qg., factor VIeiden)®.

Homocysteine has primary atherogenic and
prothromootic properties. Histopathologic hallmarks of
homocysteine-induced vascular injury include intimal
thickening, elastic lamina disruption, smooth muscle
hypertrophy, marked platelet accumulation, and the
formation of platelet-enriched occlusive thraoi.

The majority of hyperhomocysteinaemia is caused by low
levels of folate and vitamin B . Correcting nutritional
inadequacy in diet and vitamin sugplerentation with folic
acid, vitaminB_, and vitamin B will lower hamocysteine
legls.

Conclusion

Hyperhomocysteinaemia is one of the important
treatable causes of thrombochilia and can involve the
deep venous system also. Supplementation with folate,
vitamins B, and B, can substantially lower hanocysteine

levels in patients with both genetic and nutritional
causes of hyperhomocysteinaemia, and the role of
dietary therapy in reducing thrombosis risk warrants
further investigation.
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Abstract

Statins are very camonly used lipid Iowering dnugs, whose use is likely to increase in the futire. A rare but serious adverse reaction
two case reports and reviewing the literature, we propose statins should be withheld for few days during the pericperative period

of all elective and semi-urgent surgical geeratians.

Key words: Statins, myositis, rhabdamolysis, goerative carplicatians, dyslipidaamias.

Introduction

Statins, one of the most widely prescribed drugs today,
inhibit HMG-CoA reductase, a rate limiting enzyme in the
biosynthesis of cholesterol in vivo. Atorvastatin and
simvastatin are most commonly used; the newer and
nore expensive rosuwastatin and the older lovastatin are
also prescribed. The beneficial effects of statins go
beyond their LDL/triglyceride lowering (and HDL-
elevating) actions and they are used not only for
dyslipidaemic patients but also for secondary and
primary prevention of coronary artery disease, peripheral
vascular or cereorovascular disease and inmany patients
with diabetes and hypertension. Though generally well
tolerated, statins can rarely produce a reversible myositis
with myopathy. This is a potentially lethal conplication
which may progress to rhabdomyolysis'. We report two
patients undergoing surgical cperations who developed
this adverse reaction, one of themhad a fatal cutcore.
Patients undergoing any form of surgery are more prone
to developmyositis™’; diagnostic confusion is also likely
to ocaur in this setting.

Case 1l

A 66-year-old male was referred to us for excision bicosy
of a lymph node mass from the anterior triangle of the
neck for full histopathological diagnosis of a lymehamg,
discovered by FNAC. He was on 20 mg of atorvastatin daily
for hyperlipidaemia and a non—fatal coronary event three
years ago, along with beta-blockers and nitrates. He was
prescribed azithromycin for three days by a physician for
dry cough; this he had campleted a day prior to surgery.

His chest X-ray did not show a widened mediastinum or
infective changes. He underwent the procedure under
local anaesthesia with MAC (monitored anesthetic care)
with intravenous midazolam and was discharged next day
with ibuprofen and pantoprazole. Next day he reported
rain in the neck and both shoulders; the significance of
the latter was missed by the senior author. A standard
combination of dextropropoxyphene and paracetamol
was advised over telephone. Next morning he again
reported a diffuse weakness and sense of breathing
difficulty. Immediate review was advised. He was re—
hospitalised but no abnormal signs were evident to
explain the synptams including a normal chest X-ray and
arterial blood gases. All medications were continued.
Twenty four hours later he was mildly febrile. He had
reduced limb tones and a falling urine output. A raised
serum urea and creatinine with hyperkalaemia was
detected. Subsequent tests confirmed profound
rhalbbdomyolysis with serum creatine kinase more than
7,000, with a normal CK-MB. ILIH and total leucocyte count
were grossly raised, withmild elevation of CRP and nomal
uric acid and procalcitonin. He developed full-blown
multi-system organ failure (MSCOF) and died three days
later, despite full intensive care support. Tumour lysis
syndrare or occult sepsis could not e substantiated and
though there are rare reports of rhabdamyolysis fram an
advanced lymphoma®, this patient did not have
anatomically extensive disease. A bone marrow study
performed during the work-up in intensive care did not
show lymphoma infiltration. The posthumous biopsy
report confirmed moderate grade non-Hodgkin
lymphoma.
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Case 2

A 47-year-old male underwent a laparotamy for recurrent
retroperitoneal liposarcama; he had undergone the first
resection 3 years ago under our care. Meanwhile he was
diagnosed with diabetes and raised triglycerides, and was
on 10 mg of atorvastatin a day with oral hypoglycaemics.
The procedure was prolonged, and apart from several
anaesthetic drugs, he received perioperative
metronidazole. He camplained of diffuse muscle pain on
the first cperative day; this was presured to be related to
succinylcholine. Pain and weakness progressed till next
day with diffuse muscle tenderness. Myositis was
confinmed with raised creatire kinase levels. Despite slicht
elevation of urea and creatinine, he responded promptly
to fluids and mannitol and the myositis reversed
spontanecusly.

Discussion

Several drug interactions have been described with
statins, including macrolide antibiotics® (case 1) and
imidazloes” 7 (case 2) which increase the risk of nyositis.
Diabetes (in case 2) has also been reported to increase
the incidence of statin induced rhabdomyolysis®.
Cperative stress can alsobe antributory’. Inloth of these
patients, the pain of myositis may have been partially
nmasked by post—operative analgesics. Statins are widely
prescribed drugs today and their use is likely to increase
in future. Nurerous fixed ratio drug carbinations are also
available along with antihypertensives. Unscientificas they
may be, they are aggressively marketed. However, the
bereficial effects of statins (lipid lowering action and other
effects on the endothelium) can only accrue following
mocerate to long-termuse. Hence, no untoward effect can
be expected from stopping them for a few days. With
intrcduction of newnolecules inmedical practice almost
on a dailybasis, more drug interactions are likely tobe
discovered in future.

Physicians have already leamt tole careful with aspirin,
clapidogrel ard ticlaoidine in surgical patients. Webelieve,
we should ke similarly careful with statins and fibrates
(which too can cause severe myositis) . These medications
should be discontinued from a day prior to and the
following 4-5 days following elective or semi-urgent

surgical cperations.

References

1 Baker SK, Tarnopolsky MA. Statin-associated neuramyotoxicity.
Drugs Tochy (Barc) 2005; 41 (4) : 267-93.

2 Graham DJ, Staffa JA, Shatin D et al. Incidence of hospitalised
rhalbdamyolysis in patients treated with lipid-lowering drugs.
JAMA 2004; 292 (21) : 2585-90. Epub 2004 Nov 22.

3  Masaoka S, Fu T. Malignant lymphoma in skeletal muscle with
rhabdamyolysis. JOrthgo Sci 2002; 7 (6) : 688-93.

4  Lee AJ, Maddix DS. Rhabdomyolysis secondary to a drug

interaction between simvastatin and clarithromycin. PMID:
11197581, BMID: 12486474.

5 Maxa JL, Melton LB, Ogu CC et al. Rhabdomyolysis after
concamnitant use of cyclosporine, simvastatin, gemfibrozil, and
itraconazole. Ann Phamacother 2002; 36 (5) : 820-3.

[ Sindhu S Jacob, Sony Jacdb, Craig Williams et al. Simvastatin,
Fenofibrate, and Rhabdomyolysis, Current overview of statin-
induced myopathy. An JMed 2004; 116: 408-16, [Medline].

1 Mukhtar YA, Rasha, Reckless PD John. Statin-induced myositis: a
commonly encountered or rare side-effect? Current opinion in
Lipidology, Lipinoott, Williams and Wilkins, 2006; 132-9.

ANNOUNCEMENT

M. R.C.P. EXAMTNATION
in Irdia
PApplications are invited fram the prospective

candidates for the following forthocaming
Examinations:

MRCPI Part I 25th January, 2011
(General Medicine)

MRCPI Part I 25th January, 2011
Pacdtiatrics)

MRCPT Part IT Written 22nd March, 2011
(General Medicine)

MRCPT Part IT Written 22nd March, 2011
(Poediatrics)

MRCPT Part II Clinical December 2011
(General Medicine)

Please access online course of MRCP Part-TI in General
Medicine through webbsite: www. indchaptrcopi .org
For firther cetails please aatact:
ﬁ Indian Chapter
u Royal College of Physicians of Ireland
L= 153, Block — B, Iake Town, Folkata - 700 089, Irdlia
W B. :(033) 25218284, 40068718
Website :www. indchaptraoi.org /
Wi et . ie
Email  :rgoi04indchapt@rediffmail.oan,
rcpi . indianchapter@yahoo. can

Journal, Indian Academy of Clinical Medicine * Vol. 12, No. 1 * January-March, 2011 53




| CASE

REPORT

| JIAM2011; 12(1) : 54-5

Myocardial Injury in Celphos Poisoning
Neelima Singh*, Ram Kumar Gupta*, Shubha Laxmi Margekar*

Abstract

Since celphos cansunptian is most cammanly used for suicidal intent, awareness of myocardial taxicity is important for better
management. This is done by serial EQGs, and enzyme measurement, thus paying rich dividends in the form of increased survival,

hence this repart.

Key words: Celphos, myocardial toxicity, enzyme measurement.

Introduction

Celphos (trade name for aluminium phosphide tablets)
poisoning is very common in India. Phosphine gas
(produced when aluminium phosphide comes in contact
withwater) is aprotoelasmic poison which inhibits various
enzymes and protein synthesis! at the cellular level
leading to cell damage. A confimed diagnosis is made by
history, typical foul odour, and the silver nitrate
impregnated paper test?’. Myocardial damage is
frequently doserved, but infrequently reported. Celphos
being one of the most commonly used poisonous
substance and being a cause of myocardial damage,
deserves reconsideration.

Case report

A 19-year-old male from a neighbouring district
presented to us some twelve hours after accidental
ingestion of an exposed celphos tablet. He had vomited
several times and was drowsy with systolic BP of 70
mHg at admission. His pupils were normmal and so were
the superficial and desp reflexes. After gastric lavace and
adninistration of charccal slurry, IV fluids and inotropic
support was given to the patient. IV injection
hydrocortisone hemisuccinate, IV sodium bicarbonate,
proton purp inhibitors, and cefotaxime sodium were
also added to the regimen.

GG at arrival showed ST segment elevation in leads V1,
V2, T inversion in lead ITT and ST segment depression in
lead avL at a heart rate of 104/min. Subsequent ECG
done on the same day showed marked ST segment
elevation in leads V1 to V3, aVL and ST segment

depression in the inferior leads at the same heart rate.
Atrial ectopics were also doserved. On the second day,
the patient developed widening of the QRS and REBBB
with ectopics still persisting. This bundle branch block
was transient, as it disappeared the next day but T
inversion in leads V1, V2 persisted till the end. To confirm
the ECG changes, CPK-MB was done which was raised.
Other bio—chemical alterations were as shown in Fig. 2.

Fig. Ia:
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Hospital course

The patient remained afebrile throughout and had no
dyspnoea at any point in time. Drowsiness improved with
the inproverment in vitals. Inotrgpic sugoort was gradually
tapered. Enzyme levels continued to rise till day three
followed by decline to normal levels on day five. The
patient was discharged from the hospital on day seven.

Table I: Biochemical profile showing alterations.

TruesticaHas Dyl Dw3 D5
Feerogldain (/dl) 1028 _ 140
=l laooecrnt/ ) 10,40 B 10,50
Blordagar ¢oy/dl) ) _ _
Senniailinbin oyd) 15 13 2
SET UA) w12 A B
ST UL 5.87 8.9 )l
P (1) 6.1 €74 7
@B (VD) 8. a B
Urea (ydl) T %) 36
Cestinire ¢yl k) 18 3

Di .

Raised CPK-MB levels and serial changes in ECG confimm
myocardial damage. Earlier reports of Ialchandani et al’
predicted a poor prognosis in patients with elevated
CPK-MB levels at admission. In our case, an old exposed
tablet of celphos did induce myocardial damage
although the outcome was favourable. Another report
of subendocardial infarction in a young survivor showed
clinical recoverymuch earlier as was inour case’. Subtle
changes in ECG may go unnoticed or may appear as late
as twelve hours after ingestion, as seen in this case.

Conclusion

Recording serial ECGs and CPK-MB for at least 24 hours
should be made routine as the cardiovascular system is
the major target organ for damage.

Repeat ECGs and serial enzyme levels may unfold more
and more cases with myocardial involvement requiring
propt treatment of arrhythmias to prevent death. Serum
alkaline phosphatase (SAP) and CPK-MB were the first to
rise. Minimal alterations inbiliniin, urea, and creatinine
were also doserved, which eventually returmed to normal
oncay five.
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Empyema following Diesel Siphonage — a Rare Camplication
Nitya Nand*, A Goyal**, R Kumar**

Abstract

Siphaoning of diesel/petrol fram fuel tanks is a canmon practice in India especially in samiurban/rural areas. Accidental aspiration
of mineral oil during siphonage can cause consolidation, atelectasis and abscess formatian. Empyema following mineral oil
aspiration is a rare canplication and is scarcely documented in literature. We hereby report a case of a young labourer who
presented with chest pain, cough, and shortness of breath following accidental aspiration of diesel during siphaning. Diagnosis
of mineral oil pneumonia with empyema was based on the findings on ultrasound (US), camputed tomography (CT), and

biochamical analysis of pleural aspirate.

Key words: Diesel siphonage, hydrocarbon pneumonitis, empyema.

Introduction

Mineral oil pneuncnia due to hydrocaribon aspiration is
an uncommon and often unrecognised clinical entity.
Hamilton first described pneumonitis due to hydrocarion
aspiration in 1897'. Since then accidental poisoning has
een reported with kerosene, dry-cleaning fluids, mineral
seat oil and diesel. Mineral oil is commonly used as a
wehicle fuel in our country. Agpiration of diesel/petrol may
occaur accidentally while siphoning from fuel tanks®™®. We
herewith report a labourer who presented with aspiration
of diesel-induced lung injury leading to develoorent of
pneumonitis, and more distinguishly, empyema.

Case report

A 32-year-old man presented to us with a history of
accidental diesel agpiration while siphoning diesel fram
the fuel tank two days prior to admission. This was
followed by progressively increasing breathlessness
associated with pain on the left side of chest. He also
developed cough with mild expectoration and
haemoptysis. Expectoration was white coloured and non—
foul srelling. There was no history of nausea, vaniting,
dysphagia, hoarseness of voice, or NS involvement.

On examination, the patient was febrile with a pulse rate
of 120/min, regular, good volume with BP of 120/80
mmHg. The patient was dyspnoeic at rest with a
regpiratory rate of 26/min. There was no cyanosis or pedal
oedema, and JVP was normal. Left hemithorax showed
markedly decreased respiratory movements with dull

percussion note. On auscultation, breath sounds were
markedly diminished in the left hamithorax. Breath sounds
were also decreased in the right infra—axillary and infra—
scgpular aress.

Complete haemogram showed TLC of 16,000 with 80%
polymorphs. Bleod gas analysis (BE) showed a pHof 7.37,
pC0, 36.9, and pO, of 34.3 with 63.8% oxygen saturation.

Initial chest X—ray (FAview) (Fig. 1) showed an goaque left
hemithorax with blunting of left-sided cardicphrenic (C-
P) angle. Right C-P angle blunting was also present. US

Fig. 1: Chest X-ray shows goaque left hamithorax with blinting of left C-P
ayle. There isnediastinal shift to the left.
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chest showed massive left-sided pleural effusion with
septations with middle and lower zone consolidation.
Right-sided pleural effusion was also present (a diagnostic
tap was tried under US guidance, but nothing could be
aspirated) . Provisiomal diagnosis of diesel agpiration with
left lower and middle zone pneunonitis with loculated
effusion was made. The patient was treated with O,
inhalation, amalgesics and IV anoxycillin—clavulanic acid.

The patient improved symptaratically with the treatment.
Five days later, the chest X-ray PA view showed partial
resolution of left-sidedplaural effusionwith left middle and
lower zone prneunonitis (Fig. 2) . Blood gas analysis also
showed improverment with pO, of 66.5, and O, saturation
of 93.1%. CECT chest showed a aollection in the left pleural
cavity with thickened enhancing parietal and visceral pleura
suggestive of empyema (Split pleura sign) with
ansolichtion inthe left lower 1dee (Fig. 3) . Another attanpt
at US quided pleural fluid aspiration showed a pus—-like
aspirate. Biochamistry of pleural fluid revealed protein of
4. 7gm% and sugar < 20 gns. Pleural fluid cell count was
4,000/mr? with 80% polymorphs. On Gram-staining, Gram-
necative kacilli were seen. Culture showed growth of E. coli.
Ziehl-Neelsen staining was negative.

Hence, a final diagnosis of diesel aspiration with left
middle and lower zone pneumonitis with left-sided

Fig. 2: Chest X-ray dre after five days shows anselichtion in the left micHle
ard Iower zarnes with slight collgose. There is blinting of left C-Pargle.

Fig. 3: (BT dhest showing loaulated fluid aol lection in the left plaral cavity
with thickened enhancing parietal andvisceral pleura (“Split pleura sign”)
suggestive of enpyama. Consolidation is also seen in the underlying left
Iower Ide.

ampyena with minimal right-sided pleural effusion was
made.

Discussion

Siphonage of fuel fraom a motor vehicle is a very common
practice in our country. Accidental aspiration of diesel/
other mineral oil during siphoning can occur as a result
of direct inhalation or may follow ingestion'™®.

Symptomatic involvement of the pulmonary system
occurs in the form of consolidation, airway dbstruction
leading to atelectasis ard abscess formatiar. Clinically,
aspiration may cause diffuse scarring in the lung, leading
to pulmorary fibrosis.

Pathogeretically, the viscosity of oil is themost important
proeerty that directly determines the risk of pulmonary
aspiration. Compounds with low viscosity and high
wolatility (e.g., gasoline, kerosere, and lighter fluids) can
spread over mucosal surfaces easily and rapidly. The
nmechanismof oil aspiration is the failure of the mineral
oil, ard similar other substances, to evoke a couch reflex.

Mineral oil pneumonia has been defined as “the
inflammatory granularatous and fibrotic reaction of the
Tung to the aspiration of mineral oil”. This is thought to
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Pe an indolent and benign process resenbling low grade
bronchopulmonary infection with non—specific clinical
findings. The characteristic histgpathological picture of
gasolire aspiration is the presence of lipoid cells or foamy
cells ina fire state of suodivisian'.

The most common radiological appearance is that of a
bilateral basal involvenent due to agpiration into lower
lcobes without much of a cough response. Middle lobe
involvement has been reported to be comoen in patients
who have been reported to develop chemical pneumonia
following siphonage related to petrol or diesel aspiration
postulated to be related to the forward bending of the
patient while siphoning the fuel®®. Empyema following
hydrocarioon aspiration has been reported previously as a
rare carplication due to kerosere agpiratio’. In contrast,
our patient developed empyema following diesel
aspiration ard so this is the first case report of its kind.

The clinical presentation of hydrocarbon pneumonitis is
often non-specific and includes breathlessness, cough,
chest pain, and haemoptysis. Inall cases of hydrocarton
preumonitis induced by siphonage of diesel/petrol that
have been reported so far, a favourable clinical outcare
has been doserved™. The treatment is usually empirical,
as there is insufficient data advocating the utility of
corticosteroids and antibiotics’. Our patient showed
clinical improvement with the symptomatic therapy.

When ingested, hydrocarbons produce toxic effects in
several organs and organ systems including pulmonary,
CNS, gastrointestinal, CVS, and the haematopoietic
systams. Among these, the most serious damage occurs
to the pulmonary system’.

Qur case highlights the fact that enpyema, though very
rare, can occur due to accidental diesel aspiration while
siphoning, along with hydrocarbon pneumonitis.
Physicians should ke aware of such a possibility that can
arise following siphonage of motor fuel.
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Tubercular Splenic Abscess
TP Singh*, AK Gupta*, Ashwini Nigam*

Abstract

Tubercular splenic abscess is an uncammon entity in immmocampetent patients. It has been reported in association with
inmmnodeficiency states. A 35-year-old male, inmmocanpetent, was diagnosed as having a tubercular splenic abscess. The aim
of reparting this case is to stress the fact that tuberculosis should be cansidered as a differential diagnosis in all cases of splenic

Introduction

Tuoercular splenic dosaess is still a rare entity, mostly seen
in a immunocompromised host. In view of the rarity of
the condition, especially in immunocampetent persons,
we report such a case along with review of the literature.

Case report

A 35-year—old immunocampetent male patient presented
with history of low grade fever, and left-sided upper
abdominal pain for the last 8 months. There was history
of breathlessness, swelling over feet, decreased gopetite,
and weight loss for the last 2 months. The patient had
received ATT for 2 months, 3 months prior to admission.
There was history of occasional alachol intake. There was
no past history of hypertension, didbetes, haenatearesis,
nelaena, and jaurdice.

On physical examination, the patient was febrile with an
average body build. His pulse rate was 92/minute and
blood pressure was 140/80 mrHg. He had icterus and
redal ocedema.

On examination, the chest and the CVS was normal .

Abdaminal examination revealed a palpable liver (2 am,
soft, and non—tender with smooth surface), and spleen (5
an, firmm in consistency, with smooth surface and mild
tenderness) . There was no evidence of free fluid in the
peritaesl cavity.

The routine blood tests revealed Ho - 11.6 gn/dl, TIC -
8,800 cells/cum, blood sugar - 85 mg/dl, blood urea —
40my/dl, S. creatinine - 1.27my/dl, S. bilinbin-1.2mg/
dl, SGPT - 45 U/L, SGOT - 74 U/L, and the urine

examination was normal. Widal test for typhoid was
rnegative, ELISA test for HIV was negative, marker for viral
hepatitis was negative. Serum allbumin was 3.86 g/dl, and
stool examination did not reveal any parasite. Contrast—
enhanced spiral CT examination of abdomen showed
hepatosplenomegaly with a hyperechoic lesion in the
splenic tisste likely tole splenic doscess. FNEC was done;
it showed reactive lymphoid cells, few ill-formed
epithelial cells, granularas, and necroticmaterial. Stain
for AFB was negative. This report is consistent with
teraulosis.

Discussion

In recent times, the incidence of splenic abscess has
increased due to the increasing number of
immunocompromised patients being diagnosed. The
pathogenesis of splenic abscess includes haamatogencus
spread of a remote infection, haemoglobinopathy,
chemotherapy, and other immunodeficiency states'.

The classic presentation of fever with chills, left ugoer
abdominal pain with marked leucocytosis as is seen in
the mejority of splenic abscesses, isusuallynot seenina
tubercular splenic abscess’.

Diagnosis of tubercular splenic abscess has been made
by ultrasound examination or computed tomography
examination of the abdomen combined with the use of
guided fire needle aspiration of the abscess®.

This patient was prescribed a full aourse of the 4-drug anti-
tubercular treatment and monitored by serial imaging.
There was diminution in the size of the abscess on
subsequent imaging’.
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Splenectomy can be avoided if there is clinical
inmprovenent on anti-tubercular treatment. Splenectomy
should e advised to patients who fail to respond to anti—
tubercular treatient (AIT) .

The praobable mechanism of tubercular splenic abscess
could be due to entrapment of slow growing
nmycobacteria in the red pulp of the spleen, which is
relatively devoid of phagocytic activity, thus escaping
entrapment by the reticulo-endothelial system of the
spleen.

Tuberculosis should be considered as a differential
diagnosis in all cases of splenic abscess in imuno—
canpetent patients.
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Dual Neurotoxicity (Acute Encephalopathy followed by Delayed
Myeloneuropathy) following Dichlorovos Poisoning
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Abstract

Organcphosphate campounds (GPCs) are used as pesticides, and suicidal ingestion is the most camon mode of GPC poisaoning in
India. Several clinical syndrames, including acute muscarinic syndrane, acute encephalcpathy, intemmediate niocotinic syndrame,
delayed neuropathy, and rarely Guillain Barre-like syndrame, extrapyramidal syndrame, dual neurotoxicity, chronic
neurcopsychiatric disorder, and war gas poisoning can be encountered, depending on the dose and the type of organcphosphate
exposure. Dual neurotaxicity is extramely rare ard the clinical profile and electrophysiclagical features of ane such case following
suicidal ingestian of the argancphosphate dichlorovos are described alang with a brief review of the literature.

Introduction

Organophosphates are primarily used as pesticides, and
suicidal ingestion, oocupational exposure, or consurption
of oil or food contaminated by organgchosphates are well
documented modes of poisoning. The severity of the
poisoning depends on the dose and the type of
organophosphate exposure. Several clinical syndromes
can ke encountered, but dual neurotoxicity is extrenely
rare. One such case, caused by exposure to dichlorovos, is
being reported by us.

Case summary

A 1l4-year—old female, in an attempt to commit suicide,
consumed around 20 ml of an organophosphate
camnpound (dichlorovos) with the trade nane of “Badal”,
2 months prior to admission in our hospital. Inmmediately
after ingestion of the insectide, she developed nausea and
a tingling sensation in the mouth and all over the body,
followed by loss of consciousness within 5minutes. She
was rushed to the emergency where she was subjected
to gastric lavage and put on ventilatory sugeort. She was
also treated with injection atrgoine and pralidoxime (PAV)
besides being catheterised and put on the Ryle’s tue. She
regained consciousness within 24 hours of initiating
treatment; but remained restless, agitated and paranoid
and also suffered fran fonred, vivid fearful hallucinations
conprising of bloody and stabbing scenes for the next
12 hours or so. She however became fully conscious and

oriented and was taken off ventilatory support by day
three. The Ryle’s tube and catheter were removed by day
five, and by day seven she could sit up in bed and stand
and walk with support. At the time of discharge on day
nine, there was no motor or sensory deficit and she could
walk unsupported.

She remained relatively asynptomatic for the next one
week, but then started noticing calf pain and easy
fatiguability on walking. Over the next 3 to 4 days she
developed a painful, burming sensation accampanied by
impaired touch, pain, and temperature sensation in the
stocking and glove distribution. This was accaneanied by
a progressive motor weakness and wasting of the legs
with bilateral foot drop, besides clawing and wasting of
the small muscles of the hand. Within 2 weeks of the onset
of the limb conplaints, she also developed an increased
urinary frequency along with urgency and hesitancy, and
therefore had to e re—catheterised for retention of urine,
for the next 12 days. All the symptaoms progressed over a
pericd of 4 weeks, and subsequently remained static over
the next 2 weeks, when she reported to us. There was no
history of sweating abnommalities, visual conplaints,
cranial nerve irvolvament, or any systeamic disturbance.

On examination at the time of presentation, her vitals were
stable, and systamic examination was normal. Skin, hair,
and nail examination was also normal. On neurological
examination, the higher mental functions were normal

and cranial nerves were intact. On motor examination,
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tone was reduced distally and there was a marked wasting
of the hand, foream, and legmuscles with bilateral hand
clawing and foot drop. Power was grade 5 at the shoulder
and hip, and grade 4 plus at the elbows and knees. There
was severe weakness of hand grip and small muscles of
the hand, and grade 0 power at the toes and ankles. All
desp tendon reflexes (DIRs) were brisk, but the ankle jerks
were absent and the plantars were not elicitable. On
sensory examination, touch, pain and temperature
sensations were impaired by around 50% in the distal
parts of the lower and upper linbs. Vibration and joint
position sense was impaired in the tces.

On irvestigation, haemogram, blood sugar, LET, KET, serum
electrolytes, HQG, and X-ray chest were normal . On nerve
conduction studies, motor conduction was not recordable
in the median, ulnar, comon peroneal and post-tibial
nerves bilaterally. Sensory nerve conduction was normal
in the ypper limbs but reduced amplitude (2.1 and 2.4
1v) and conduction velocity (35 and 37 m/s) was recorded
in both the sural nerves. EMG revealed fibrillation
potentials and rediiced interference in the distal miscles,
suggestive of denervation.

In view of a history of complete recovery from
dichlorovos—induced acute encephalopathy followed by
a delayed onset myeloneuropathy (2 weeks post-—
ingestion), a diagnosis of dual neurotoxicity was
entertained. The diagnosis of myeloneurcpathy was
supported by a history of urinary retention during the
acute phase of the illness accompanied by a distal
synmetric motor-sensory deficit with generalised hyper—
reflexia, but absent ankle jerks. She was treated with
physiotherapy and pregabalin (150 mg/day) which
resulted in camplete relief of hypersthetic pain andat a
subsequent one month follow-up, there was no further

progression and a partial recovery inmotor function.

Discussion

Organophosphate compounds (OPCs) are used as
pesticides, petroleum additives, plastic modifiers,
Iubricants, antioxidants, and flare retardants'. They may
be absorbed via the skin or respiratory and
gastrointestinal tracts'. Suicidal ingestion is the most
common mode of OPC poisoning in India’. Occupational
exposure to organophosphates in agricultural workers or

consumption of oil or food contaminated or adulterated
by the toxin are other well documented modes of
poisoning’. The severity of poisoning depends on the
dose and the type organophosphate exposure?.
Conmonly inmplicated OPCs include diazinon, malathion,
fenthion, sumithion, chlorpyrifos, chlorfenvinphos,
paroxarmethyl, dimethoate, oxydarenton, tri-orthocresyl
phosphate (TOCP), dichlorovos, leptophos, mipafox,
chlorphos, trichlorfox, metriphonate and

metamidophos™? 4.

Farly mani festations of organcohosphates are caused by
phosphorylation and inhibition of the enzyme acetyl-
cholinesterase. This results in accumulation of
acetylcholine (Ach) and a depolarisation block at the
nmuscarinic, niootinic, and central nervous system recsptor
sites’. Several clinical syndrames can be encountered in
patients with organgohosphate poisoning. These include
an acute muscarinic syndrare (type I syndrare), acute
encephalopathy or CNS syndrome (uncommon),
intermediate nicotinic syndrome (type II syndrome),
organophopsphate—induced delayed neurcpathy (type IIT
syndrare) and rarely organcphosphate-induced Guillain
Barre-like syndrome, extrapyramidal syndrome, dual
neurotoxicity, chronic neurgesychiatric disorder, and war
ges poisoning™®°.

‘Acute muscarinic syndrome’ is due to the
parasympathetic effects of acetylcholine on hollow
organs, bronchi, salivary, lacrimal and sweat glands®.
Aoetyldholinesterase is easily inhibited at the miscarinic
synapses and muscarinic effects appear early, within
minutes to half-an-hour, and only rarely beyond 12
hours®. Muscarinic effects include salivation, nausea,
vomiting, abdominal cramps, diarrhoea, urination,
sweating, rhinorrhoea, bronchorrhoea, broncho-
constriction, pulmonary ocedema, headache, miosis,
blurred vision, bradycardia, and hypotension®’.
Depending upon the severity of intoxication, the acute
syndrome may last for a few days and responds to

atropine'.

‘Acute encephalopathy or CNS manifestations’ are
uncommon in acute organophosphate poisoning but
may appear in untreated, severe poisoning with agents
that cross the blocod brainbarrier’. Anxiety, restlessress,
apathy, confusion, tremors, headache, seizures,

62 Journal, Indian Academy of Clinical Medicine ® Vol. 12, No. 1 ® January-March, 2011




drowsiness, and coma may be encountered®. Miosis,
bilateral pyramidal and extrapyramidal signs, ataxia,
slurred speech, and respiratory or circulatory failure may
also occur. These features may accompany the acute
muscarinic syndrome and also respond to atropine’. Our
patient also presented with acute encephalopathy, as
evidenced by the loss of consciousness within 5 minutes
of ingesting dichlorovos. As to whether it was
accaneanied by acute muscarinic features, is not known,
as details of the initial hospitalisation were not available.
She however received and responded to atropine and
pralidoxime (dose not known) . Moreover, during
recovery fram acute encsphalopathy, historically, she was
paranoid and hallucinating, presumnably due to atropine
toxicity. Atropine crosses the blood brain barrier and
toxic delirium characterised by garrulousness, tactile and
visual hallucinations, failure to recognise persons, and
restlessness can be attributed to atropine over-dosage
and may last for up to 48 hours as was cbserved with
our case®. It has been reported with a lowest cumilative
dose of 5.4 mg and higher doses of up to 165 mgf. It is
usually associated with tachycardia, dryness of mouth
and hot flushed skin, and is an indication to discontinue
atrogoine. The details of the associated clinical features
are, however, not known in our case.

The ‘nicotinic or intemmediate syndrame’ occurs in cases
with severe poisoning only and follows the acute
muscarinic phase in 20 to 50% cases'. It usually sets-in 24
to 96 hours after the initial exposure to the
organophosphate and may last for 2 to 18 days®’. Nicotinic
effects are motor and synpathetic in nature and require
a failure of at least 80% of the synaptic acetyl-
cholinesterase at the nicotinic nerve terminals®. The
cardinal features of this syndrare incluce fasciculations,
muscle cramps, and weakness of the neck flexors, face,
ocular (ptosis and oohthalmoplegia) and bulbar miscles
besides weakness of the trunk and proximal limbnuscles.
Respiratory paralysis may occur and reflexes are
depressed or absent!®. Electrophysiologically, such
weakness is usually associated with nomral or very mildly
slowed motor nerve conduction velocities?. The arplitude
of the QAP is, however, reduced and characteristically
shows a repetitive response to a single stimilatio?. The
OPC-induced intermediate syndrome reflects
transmission failure at the neuramuscular junction and

the repetitive response which is the hallmark of
organophosphate poisoning, occurs with supramaximal
electrical stimilation of the motor nerve and recording
over the miscle imervated by it*. In acute OFC poisoning
it can be recorded over multiple muscles and
cdraracteristically oocurs in a resting muscle and decreases
or disappears after voluntary muscular exercise and
repetitive nerve stinulation RNS)?. The repetitive action
of the excess acetylcholine at the motor endplate is

responsible for this electro-diagnostic finding.

A decrenental response to high rate (30 to 50 Hz) RNS is
seen in the intermmediate phase, due to a desensitisation
type of neuramiscular block. The ratio of the amplitude
of the ninth QBP to the first (9:1 ratio) is arbitrarily taken
as an dojective marker of the severity of the decrarental
response’. In majority of the cases, a significant
decremental response is seen more frequently at high
stimilation rates of 30 Hz ard less often at 10 or 3HZ". It
may last for 4 to 11 days after the onset of paralysis'. M5
is usually normal and does not show any evidence of
fibrillation or positive sharp waves’. The interference
pattern may be mildly reduced, depending on the degree
of muscle effort.

‘Organophosphate-induced delayed neurcpathy (OPIDN) /
may occur 2 to 4 weeks after poisoning by a very limited
number of OPCs including triorthocresyl phosphate

(TOCP) , mipafox, trichlorophenol, and methamediphos™.
Poisoning with TOCP has been recognised as a cause of
delayed distal motor—-sensory neurcpathy. It may follow
ingestion of acokingoils (rustard, sesare), drinks, or flour
adulterated or contaminated with TOCP, or may follow
massage with contaminated oil*®. The first major epidamic
of TOCP poisoning occurred in the USA in 1930 and was
labelled as Jake-leg paralysis or Jamica—ginger paralysis’.
TOCP continues to be seen in small epidemics in India,
due to adulteration of cooking oil and has been reported
from Bombay (1960), West Bengal (1962) and Assam,
besides other countries like Sri Lanka and Morocco®? .
Exposure to massive, large amount of TOCP has been
reported to cause an initial prodraral phase with nausea,
vamniting, abdominal pain, and diarrhoea a few days before
the onset of neurcpathy in around 50% cases®. OPIIN is a
predominantly motor, distal dying back axonapathy
characterised by cranps in the calves, distal paraesthesias
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and limb weakness with foot drop and intrinsic hand
nmuscle wasting. Proximal lower limb muscles may be
affected inup to 40% cases’. Ankle jerks are usually absent
but knee and other deep tendon jerks are often
exaggerated, pointing to a spinal cord involvement.
Stocking and glove sensory impairment may be
encountered in up to 46.5% cases, but joint position sense
and vibration is usually preserved®. Evolution of the
neurcpathy is acute to subacute and recovery is slow'. The
clinical manifestations of OPIDN are not caused by
acetyldholine excess at the myorneural nicotinic recsptors.
OPIDN is probably caused by phosphorylation and
inhibition and subsequent ageing (dealkylation) of a
protein enzyme called neurcpathy target esterase (NIE)
in the nerve cells®. This enzyme is present in the brain,
spinal cord, and peripheral nerves as well as in non-neural
tissues and cells such as spleen, muscle, and
lymphocytes™®. Electrodiagnostic studies of OPIDN
demonstrate an axonal neuropathty with acute and
chronic denervation in distal and occasionally proximal
limb muscles'. Motor conduction studies are either
normal or minimally slowed but the compound motor
action potentials are low in anplitude'. Despite syptans
being predominantly motor, diminished sensory action
potential amplitudes are a sensitive marker for OPIDN .

A ‘Guillian Barré syndrare’ like picture with flaccid,
areflexic weakness, bilateral facial palsy, raised CSF
proteins and a demyelinating neuropathy following
organophosphate poiscning has also been reported by

Fisher, but is rare, and the association remains

Soeculative®.

An ‘OPC-induced extrapyramidal syndrame’ has also been
reported by sare authors. It usually occurs after 1 to 3
weeks of exposure ard is usual ly transient and reversible?.
Tremor, rigidity, oculogyric manifestations and a
neuroleptic malignant syndrame-like picture have been
reported, and are believed to be caused by abnormalities
of acetylcholine transmission in the substantia nigra and
kasal ganglia-®.

Chronic neurological effects have been reported to occur
following either, one ornore attacks of acute cholinergic
episodes, or a long-term, low-level exposure to
organophospate compounds, and have been labelled as
‘chronic organophosphate-induced neuropsychiatric

disorder’ (COPIND)®.

‘Dual neurctoxicity’ due to organcphosphate poisoning
1is extrenely rare>"%° Tt is characterisedby recovery fran
acute CNS manifestations or encephalopathy, to be
followed by a delayed neurotoxicity or neurcpathy, 2 to 4
weeks post—exposure, as was the case with our patient®.
The initial manifestations are due to inhibition of acetyl-
cholinesterase and cholinergic excess while the delayed
manifestations are presumably due to inhibition of the
enzyme neurcpathy target esterase in nerves and spinal
cord'. Only a few cases of dual neurotoxicity are
docurented in literature and all reported cases fran India
have been caused by exposure to dichlorovos®.
Dichlorovos or 2, 2-dichlorovinyl dimethyl phosphate
(DDVP) is a highly volatile organcphosphate, available as
an aerosol and as a soluble concentrate. Wadia et al, in
their experience with over 2,000 cases of suicidal
organcphosphate poisoning, came across only 3 cases of
dual neurctoxicity, all following ingestion of dichlorovos?.
These cases showed all the features of a delayed severe
motor axonal degeneration neurcpathy, similar to that
seen with TOCP, 10 to 15 days after an initial episode of
clinical organophosphate anticholinesterase poisoning.
EMG in these cases revealed fibrillation potentials and
reduced interference in distal muscles. Motor nerve
conduction studies showed normal velocities but low
amplitude compound muscle action potentials
suggestive of axonal degeneratior?’. Sensory conduction
was normmal. The authors also stressed that no case of
delayed neurotoxicity was detected in patients exposed
to diazinon, sunithion, fenthion, andmalathion — the four
most common organophosphate poisonings?.

Vasconcellos et al, have also reported a case of
dichlorovos—induced acute cholinergic crisis followed by
delayed, subacute, predominantaly motor axonal
peripheral neuropathy accompanied by evidence of
pyramidal tract dysfunction similar to that seen with TCCP
poisoning'. Delayed myeloneuritis following acute
organcohosphate (dichlorovos) intoxication has also lbeen
reported in two cases by Koc et al’. Our case also
developed an acute encephalopathy followed by a
delayed myeloneuropathy, 2 weeks post-dichlorovos
ingestion. In our case however, unlike the reported cases
in literature, motor conduction was not recordable, while
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sensory conduction velocity and amplitude was reduced
in the sural nerves suggestive of a severe, predaninantly
nmotor neuropathy with evidence of denervation on EMG.

Overall, delayed polyneuropathy, developing 1 to 26
weeks after exposure to organophosphate compounds,
with or without preceding acute cholinergic toxicity, has
been reported in around 22% cases with
organophophorous poisoning in one recent study’. The
neurcpathy is predominantly motor, and pyramidal
findings may acconpany these synptoms as was the case
with our patient!.

Diagnosis is based on a history of pesticide ingestion,
classical clinical signs or syndrares with characteristic
electrophysiological findings and depression of
erythrocyte cholinesterase level®. Neurologic weakness is
usually associated with erythrocyte cholinesterase levels
of less than 20% of normal?. In patients with acute
organophosphate poisoning, the erythrocyte
cholinesterase level is usually diminished by 50% or more,
but the plasma cholinesterase shows a rising level in the
first one month’®. Both the plasma and erythrocyte
cholinesterase levels however, return to nommal after a
period of 3 to 6 months®. Due to financial constraints,
erythrocyte cholinesterase level was not estimated in ocur
ae.

Treatment of acute poisoning includes stamach wash and
ventilatory suoport, if required. Atrooine crosses the blocd
brain barrier and is the physiological antidote that
combats the acetylcholine excess at the muscarinic
receptors’. It is not effective in the intermediate
syndrome®. The recommended dose is 2 mg IV every 10—
30 minutes, till salivation and sweating are aontrolled. Tt
may be continued for 4 to 7 days, depending on the
severity of the poisoning®. Atrgpine glycopyrrolate does
not cross the blood brain karrier and hence does not cause
toxic delirium, but is not effective in reversing the central
muscarinic signs of drowsiness and coma®. Pralidoxime
(PAM) reactivates cholinesterase and canbe given in a
dose of 1 gm, every 4 to 6 hours, intravencusly. It is
effective only if given in the first 24 to 36 hours or at the
most 72 hours*®. Cbidixime in a dose of 3 mg/kg body
weight by intramuscular injection is an alternative to
PAM"°. There is however, no specific therapy for

organophosphate-induced neuropathy or
myeloneuropathy. Physiotherapy and symptomatic
treatment for neuropathic pain and dysaesthesias may
provide relief, as was doserved in cur case also. Cases of
OPIIN with severe deficits may not recover conpletely
and may be left with residual claw hand deformity, foot
drop, persistent atrophy, spasticity, and ataxia'. In one
series, nearly 50% of patients had some evidence of
pyramidal tract dysfunction, although the signs were
relativelymild and often delayed in appearance!. In our
case, however, the pyramidal signs were early tomanifest.

In conclusion, patients presenting with acute
encephalopathy or CNS manifestations, following
exposure to organcphosphates, particularly dichlorovos,
should be kept under observation for the occurrence of
cdelayed neurctoxicity. Moreover, all patients presenting
with neurcpathy or myeloneuropathy should be screened
for possible exposure to organophosphates or other
todns.
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Cranio-vertebral Junction Anamaly with Atlanto-axial Dislocation
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Abstract

Atlanto-axial dislocation (AAD) is the cammonest skeletal cranio-vertebral junction (CVJ) anamaly in India, followed by
occipitalisation of atlas and basilar invagination. They usually present with a progressive neurclogical deficit (70 - 94% cases)
inplicating the high cervical cord, lower brainstem, and cranial nerves. The association between skeletal CVJ anamlies and
have been reported, but posterior circulatiaon stroke as the presentatiaon of CVJ anamalies is extremely rare. We report ane such
case with the even more rare presentatian of posteriar circulation stroke as the initial presentation of the disarder.

Introduction

The clinical and radiological profile of skeletal cranio—
vertebral junction (CVJ) anamalies is well-documented,
ard atlanto-axial dislocation (ARD) is the camonest type
reported fram India. Vertebrotasilar territory infarction
however, is one of the rarer presentations of CVJ
ancmalies. We report one such case with the even more
rare presentation of posterior circulation stroke as the
initial presentation of the disorder.

Case history

An 18-year-old male student, presented to us with a 2—
months history of a sudden onset vertigo lasting for a few
hours, accompanied by bilateral visual impairment,
forgetfulness, and gpathy. He also had mild inkalance with
a tendency to sway towards the left side while walking.
There was no history of altered sensorium, headache,
vomiting, diplopia, cranial nerve involvement, speech
difficulty, motor weakness, sensory loss, limb
incoordination, or any bladder disturbance. Within 3-to-4
days of onset, his vision and gait improved, but the
impairment of memory, apathy, and social withdrawal
persisted. This was associated with a difficulty in reading
andwriting, interferingwith his studies. There was no
history suggestive of hypertension, diabetes, rheumatic
heart disease, or any neck pain, manipulation, or traua.

On examination at the time of presentation, he was
conscious and alert but withdrawn. On general

examination, he had an abnormal neck posturing with
tilting of the neck towards the left-side. There was no
saoliosis or kyphosis of the spire but he had bilateral pes
cavus with claw feet. His hair line and body: neck ratio
(10:1) were however normal . Vitals were preserved and
systemic examination was normal.

His mini mental score examination (MVSE) score was 23/
30. On detailed cognitive examination, his attention was
nommal and comprehension and speech were intact. His
memory evaluation revealed a severe loss of new
leaming aoility (0/3 recall after Sminutes) with preserved
reamote memory. He had difficulty in reading and writing
with defective syntax and letter formation. His
methematical calculations ability was also impaired, but
construction and copying were normal; and there was
no apraxia, finger agnosia, or right-left disorientation. n
cranial nerve examination, visual acuity, fundus
examination and field of vision were normal. Other
cranial nerves were intact. On motor examination, size,
tone, power and reflexes were normal in all the four limos
ardplantars were bi laterally flexor. There was no sensory
loss. On cerebellar examination, he was found to have a
mild intention tremor with finger nose incoordination,
past-pointing, dysdiadochokinesia and impaired
rebound check in the left upper limb. His heel-shin
coordination was also impaired on the left-side.

In view of the history of a sudden onset vertigo
accompanied by bilateral visual impairment, recent
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memory loss, apathy, and gait ataxia with subsequent
partial recovery over the next few days, apossibility of a
posterior circulation stroke affecting the left cerdoel lun,
bilateral occipital and temporal ldoes and thalamis was
entertained. Moreover, in view of a young stroke without
any obvious risk factors and the presence of abnormal
neck posturing and pes cavus, a possibility of an associated
cranio-vertebral junction (CVJ) anomaly was also
entertained.

His investigations revealed a normal haemogram and
ESR. Blood sugar, LET, KET, lipidprofile, electrolytes, and
hamnocysteine levels were within the nommal range. Tests
for HIV, rheumatoid (RR) factor, and ANA were negative.
X-ray chest, HOG, echocardiograchy, carotid and vertebral
doppler studies were normal. VEP testing was in the
normel range (R— 97ms; L— 99ms) . X—ray of cervical spine
including the CV junction revealed an occipitalised atlas
with C 2 — 3 block vertebra and atlanto-axial dislocation
(Fig. 1) . MRI of the brain and CV junction revealed recent
onset small infarcts involving bilateral occipital and
medial tamporal ldoes, left thalamis, and both cerebellar
hemispheres (Fig. 2) . Atlanto-axial dislocation with
indentation over the cervico-medullary junction and
reduction of the retro-odontoid spinal canal space (8
nm) was also doserved (Fig. 3). On MR angiography of

Fig. 1: X-ray of CV junction showing occipitalised atlas, atlanto-axial
dislocation, and C2 - 3 black vertebra.

the brain and neck, there was a partial attenuation of
both the posterior cerebral arteries along with non-
visualisation of the left verteoral artery (Fig. 4) .

Di .

Congenital cranio-vertebral junction (CVJ) ancmalies
enconpass the developrental defects of the occipital
bone surrounding the foramen magnum, atlas and axis
vertebrae. During foetal development, the mesodermal
samites form 4 occipital and 2 cervical sclerotares that
form the CVJ. Defects occurring in the 3rd and 4th week
of embryogenesis can cause CVJ anomalies which may
inplicate either the skeletal or neural structures or both2.
The bony anomalies may inmplicate the occiput (basilar
invagination and platytasia) or the atlas (oocipitalisation
of the atlas ard atlanto-axial dislocation) oraxis (odontoid
malformations) and other vertebrae (Klippel-Feil
anamely) 2. Neural or soft tissue anamalies include Chiari
malformation, syrink, and Dandy-Walker syndrame)’2.

Presently, there is no epidamiological data available, and
most of the information regarding skeletal CVJ
anomalies is derived from retrospective reviews of
hospital records. CVJ anomalies are more common in
India as carpared to the West'. Basilar invagination is
more common in the West, whereas atlanto-axial
dislocation (RAD) is the commonest in India, followed
by occipitalisation of atlas, andbasilar invagination. ARD,
occipitalisation of atlas, and fusion of C2 and C3
vertebrae are the commonest anomalies occurring in
combination in India'. The CVJ anomalies occur since
birth, but the mean age of manifestation is around 25
years. Males are most commonly affected and a
predisposing factor like trivial neck trauma may be
identified in nearly 50% of the cases’. Our patient was
also amale and first became symptamatic at 18 years of
age but there was no history of preceding neck trauma
or manipulation.

Skeletal CVJ anomalies commonly present with a
progressive neurological deficit (70-94% cases)
implicating the high cervical cord, lower brainstem, and
cranial nerves'. The clinical features include spastic
quadriparesis (100% in save series), but hemiparesis and
Brown-Séquard syndrone can also occur'. Sensory loss is
seen in around 33% cases, and loss of proprioception is
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Fig. 2: FlairRI brain, axial sectians, showingnultiple infarcts in the posterior ciraulatian.

more pravinent in fingers than toes® 2. Lower cranial nerve
involvement is seen in 12%, and cerebellar signs in 10%
cases” 2. Bilateral hand wasting is a camon (25% cases)
false localising sign 2. Urinary involvement is uncamon.
Mirror movements and pseudoathetosis are infrequent
out useful signs in the diagnosis of CVJ disorders. Transient
deficits are seen in around 20% patients and may include
motor weakness, sensory disturbances, visual loss,
dysarthria or inability to speak, andurinary disturtances.
These may last from a few minutes to hours and are
possibly due to platelet microembolisation in the
vertebro-basilar artery territory?. Our patient however
presented as a case of young-onset posterior circulation
stroke with apathy, visual, memory and cerebellar
dysfunction of acute onset.

The association between verteoro-basilar insufficiency
(VBI) and skeletal CVJ anamalies is well-recognised but
may be under-estimated, as according to some studies
only 30% of cases with VBRI undergo X-rays of the cervical
spine, and only 11% are evaluated using proper flexion
ard extension views of the CVJ per se*. However, posterior
circulation stroke as the presentation of CV junction
anamalies, aswas doserved in our case, is extramely rare'.
In a study of 115 patients with CVJ abnormalities, Wadia
et al' have reported symptoms of VBI with posterior
circulation stroke in three, and angiographic narrowing
of the vertebral arteries at the level of the atlanto-axial
joint in one patient with symptams of VBI only'. Ancother
study of 40 patients with CV junction anocmalies from
India, has reported symptarns of VBI in three, but stroke
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A

Fig. 3: T2 weighted MRI cervical spine (saggital section) showing
Incentation of the cerviao-medullary junction by the cdontoid process.

innore of the cases’. Satishcharndra et al, in a series of 200
cases with CVJ anamalies, have reported acute stroke in
the verteorotasilar artery territory in eicht cases per s&.
The clinical rarity of posterior ciraulation infarcts in C7J
anamalies has been attributed to dual supply through the
two verteoral arteries and the adequacy of the circulation
frantre circle of Wi11l1s’.

Atlanto-axial dislocation® 7

ananaly implicated in causing stroke or VBI, followed by
odontoid aplasial’, basilar inpression, occipitalisation of
the atlas, Klippel-Feil anamaly', and anaralous osseous
process of the occipital bone projecting to the posterior
arch of the atlas™. Our patient also had atlanto-axial
dislocation in conjunction with occipitalisation of the atlas
ard C 2 - 3block verteora with posterior ciraulation stroke.
Innmost reports of CVJ ananalies with stroke, cerebellar
infarction is common but nultiple areas supplied by the
vertebro-asilar system can be affected as was doserved
with our case.

, 1s the comonest CVJ

Angiographically, vertebral arteries are most camonly

Fig. 4: MR angiography showing non-visualisation of the left vertebral
artery ardpartial attauation of both the posterior cerdbral arteries.

affected”  ® ut brandhes of the verteoral, basilar, and the
posterior cerebral arteries may be attenuated or poorly
developed’ * ™ with thromboenbolism being sometimes
reported™ . Vertebral artery dissection and posterior
circulation stroke following neck manipulation has been
reported in three cases with basilar invagination; during
intubation in one case, following cervical traction in
another case, and no dovious cause in one case? ™. In
one study of 7 cases with AAD and VBI, DSA (digital
subtraction angiography) /MRA (magnetic resonance
angiograpchy) revealed dostruction of the verteboral artery
at the C1 through C2 level on one side and a “'stretched
loop sign” (shortened and straighter loop of the third
segrent of the VA) on the contralateral side®. Inaour case
there was a partial attenuation of both the posterior
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cerebral arteries along with non-visualisation of the left
verteoral artery. The association of VBI with CVJ anamalies
has also been studied using Technetium 99m ethylene
cysteine dimer brain SPECT (single photon emission
computed tomography) . One such study assessed
cerebellar perfusion in a cohort of 19 patients with
congenital CVJ ancmalies, with or without VBI®. The
authors reported decreased perfusion in 75% of the
symptomatic as compared to 14% of the asymptomatic
cases prior to surgery. These findings were explained by
the presence of intimal damage and thromboembolism
of the vessels secondary to chronic low-grade micro—
trauma due to repeated flexion and extension of the neck.
The authors also assessed the operative outcome in 12
patients with symptoms of VBI (drop attacks, episodic
vertigo, visual disturcances, and dysarthria) and 2 patients
with cerebellar infarctions. One month post-surgery,
improvement in cerebellar perfusion and the synptoms
of VBI were dbserved in 8 patients (88.9% cases) in the
symptomatic group and none of the patients in the
asymptomatic group’.

In conclusion, physicians should be aware of the
uncommon or rare presentations of CVJ ancmalies. All
young patients presenting with features of VBI or posterior
circulation stroke should be screened for CVJ anaralies.
As to whether the outcare of corrective surgery in these
patients is determined by the presence or absence of
angiograchic aonormalities of the vertadordoasilar arteries
or a prior history of VBI or stroke remains speculative.
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Abstract

Tuberculous infection of parotid gland is uncammon. We describe tuberculous abscess of parotid gland in a 35-year-old male
patient. The diagnosis was confimmed by pus smear, and culture for Mycabacterium tuberculosis. This case is presently under

treatment ard is progressing satisfactarily.
Key words: Parotid, tuberculosis, abscess.

Introduction

Tuberculosis of the parotid gland is a rare entity. The
diagnosis is entertained always with a high index of
sugpicion. Iess than 200 cases are recorced in the literature
upto 2002, since the first description of this entity in the
yearl894'. There is a paucity of reported cases of parotid
teeraulosis in the Indian 1iterature >4,

Case history

A 35-year-old male patient having chronic rheumatoid
arthritis presented with swelling of his right chesk of 1*s
months duration, with rapid increase in size over a period
of two weeks. The swelling was painful and tender. The
patient also had inability in opening his mouth properly
since the past one month. He gave a history of
consunption of gutkha masala (chewing tabacco) 10 —
15 sachets a day for nearly 15 years. There was no history
of fever, cough, weight loss or any other systemic
symptoms. He had no personal and family history of
tuberculosis. The patient was receiving steroids and
immunosuppressant drugs (methotrexate) regularly for
the past 2 years for his rheumatoid disease. He denied
history of hypertension and didoetes mellitus. The general
physical examination was normal. Local examination
revealed diffuse glandular tender swelling of the right
parotid region, 15 x 10 avs, soft-to-firm in aonsistency with
fluctuation at the centre. Haamatological parareters were
within normal limits. His X-ray chest was normal.
Tuoerculin test done with 5 tuberculin units was negative.
Ultrasound evaluation showed right parotid gland as
swollen and showed echogenic, thick, movable internal

echoes suggestive of suppurative pathology.
Insignificantly enlarged cervical lynph nodes were also
seen. FNAC was done and it was inconclusive. The patient
underwent incision and drainage, and 50 cc of frank
purulent pus drained. Gram’ s staining of pus smear
showed plenty of polymorphonuclear leucocytes but
organisms were not appreciated. Ziehl-Nielsen (Z-N)
stainingwas (+) positive for acid-fast acilli @FB) . Culture
of the specimen confirmed the growth of Mycobacterium
tuberculosis at a later date. Anti-tubercular treatment
(Category-IIT regimen) was started with marked recedence
of inflametory signs and size of the swelling. The patient
is now on maintenance phase and presently
asymptomatic on regular follow—up.

Di .

Tuberculosis is rampant in South-East Asia and its
incidence is on the rise due to co—infection with HIV and
develoarent of resistant strains. The salivary glands are
rarely affected in tuberculosis, maybe due to the
inhibitory effects of saliva on the mycobacteriur.
Parotid gland tuberculosis may develop from the focus
in oral cavity with spread of infection via parotid duct
involvement, or spread to lymph nodes via lymphatic
channels. The spread may involve the haematogenous
or lynmphatic route fram a distant pulmonary focus®. The
entity of parotid glandular tuberculosis becares a real
diagnostic problem when chest radiographic evidence
of tuberculosis is lacking and the vital constitutional
features are denied by the patient. Our patient did not
have chest radiographic evidence of either current or old
Koch’ s pathology. The outcare of the tuberculin test,
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when showing an accelerated reaction or strong
positivity helps in diagnosis of the condition. In this case,
the tuberculin test was negative which could be due to
prolonged use of steroids and methotrexate for
rheumatoid disease. The definitive diagnosis of
tuberculosis depends on isolation and identification of
mycobacteria from the diagnostic specimen. ENAC is
advocated as a useful diagnostic tool for parotid gland
tuberculosis™’®. The technique has a sensitivity of 81-
100% and a specificity of 94 — 100%°. In the presence of
necrotic tissue, the FNAC yield is often poor as seen in
our case; however, the drained pus from the gland
revealed (++) positivity for Myoodbacterium tuberculosis.
The necrotic pus culture report was positive for
Mycobacterium tuberculosis. The imeging studies, i.e., UG
and MRT examination, may not only help to rule-out other
diseases, but may also help to identify the multiple sites

Fig. 1: Right parotid swelling.

of gland involved in the periparotid region. Cur patient
had no evidence of oral subnucous fibrosis, although
he had been consuming gutkha masala for over 15 years
with poor oral hygiene. CT of temporo-mandibular joint
was also normal. Because of underlying muscle spasm,
he had developed partial lock jaw leading to poor oral
hygiene. The systemic factors that favour development
of oral infection in tuberculosis include lowered host
resistance, increase virulence of the organism, local
predisposing factors like poor oral hygiene, trauma,
leucoplakia, and various other dental conditions®.
Parotid gland tuberaulosis has a varied presentation with
a localisedmess resulting fram infection of intracgpesular
or pericapsular lynphnodes, or may present as diffuse
glandular involvement. It may also present as a
periauricular fistula or an abscess™. Our patient
presented with a glandular abscess and needed incision
and drainage (Fig. 1) . This case was started on anti-—
tubercular therapy with category III regimen and
responded well, without sinus formation.
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An Unusual Camplication of Liver Abscess

Vivek P Singh*, AK Agarwal**, Mridul Malhotra***, Diki P Theengh***

Abstract

A 26~year-old man of Indian origin presented with a progressively increasing cavity in the liver following a percutaneous liver
absoess drainage procedure. Repeated aspiratians revealed bile in the liver cavity. CECT abdamen revealed a very large cavity
occupying almost the whole liver. Patient underwent exploratory laparotamy and had a rapid and canplete recovery.

Key wards: Bilam, liver abscess.

Introduction

Hepatic abscess ramains an important clinical prablem in
developing countries with a significant mortality rate.
Antiprotozoals and antibiotics with or without
percutanecus or geen surgical drainage are the treatment
modality. Ultrasonography-guided percutaneous
drainage procedure yields a better therapeutic response
with low complication rate as campared to open surgical
proceduret . Tocalised intra—abdominal bile collection or
“oilare” is usually extra—hepatic. Intra—hepaticbilara in
asscciation with liver doscess is infrequently reported.

Case report

A 26-year-old man of Indian origin was brought to the
emergency room with a history of high-grade fever,
aodaminal pain, and albdaminal distension since five days.
There was no history of diarrhoea, vaniting, constipation,
dostipation, blood in stools, ingestion of toxic suostances,
or illicit drug or alcchol use. There was a history of
percutaneous drainage of 200 ml of pus fraom the hepatic
abscess seven days back. On examination, his tamperature
was 101 degree Fahrenheit and blood pressure was 126/
80 mmHg. He was mildly dehydrated and icteric. Per-
abdomen examination revealed tender hepatomegaly
and a small scar of percutanecus drainage procedure in
the anterior axillary lire in the right sixth interaostal scace.
Examination of the chest and cardiovascular system was
unremarkable.

His initial laboratory evaluation showed: Haemogldoin —
9.5 gn/dl, total leucocyte count — 12, 500/cum, blood
urea — 36 mg/dl, and serumbilirubin — 4.5 mg/dl. Chest

radiograph revealed an elevated right hemi-diaphragm
and ultrasonography of abdomen revealed a 13 x 15 an
cavity occupying almost the whole liver with impending
rupture. About 1,500 ml of green—coloured fluid was
tapped percutanecusly under USG guidance immrediately

Eg. D).

Hg 1:

The patient showed marked clinical improvement as the
pain and abdaominal distension diminished. He was also
given a third generation cephalosporin, metronidazole,
and an aminoglyoside along with supportive therapy.
Further investigations revealed markedly elevated serum
alkalire phosghatase level of 1,880 IU/1. Hepatitis B surface
antigen, anti-HCV and HIV were non—reactive. Within 36
hours of admission, the patient again developed severe
abdominal pain and distension. A repeat USG abdomen
revealed 15 x 17 an sized cavity occupying almost the
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whole liver. Again, about 1,000 ml of green coloured fluid
was tapped under USG guidance and was sent for
biochamical amalysis, which revealed presence of bile salts,
bile pigments, and abilirubin level of 46 mg% with lot of
amorphous deposits. Gram-staining of the fluid was
negative, and culture was sterile. CECT abodaren revealed
a hypodense, homogeneous, 17 x 13 cm sized cavity in
the liver with a thin margin of liver all around it without
post—contrast enhancarent (Fig. 2) .

Spiz
SPans

A diagnosis of intra—hepatic bilam carplicating hepatic
abscess was made. The patient, thereafter, underwent
exploratory laparotany which revealed a bile—containing
cavity in the liver without any biliary fistula. A
percutanecus drainage tube was kept in—situ for ten days.
Magnetic resonance cholangiopancreatography (MRCP)
revealed a nomel biliary tree anatany without any biliary
ductal leak. The patient recovered carpletely and is now
under close follow—up.

Di .

Bilawa or extra-boiliary collections of bile are usual ly extra—
hepatic, but a few cases of intra-hepatic bilara have been
reported. Whipple first reported post-trauratic intra—
hepatic biloma in 1898°. The term biloma was first
introduced in 1979 to describe a loculated collection of
bile autside thebiliary tres'.

Bilomas are caused by iatrogenic, traumatic, or
spontaneous rupture of the biliary tree. Surgical
procedures associated with biloma formation are
cholecystectomy, common bile duct exploration,

choledocho-enteric anastomosis, and partial
hepatectany” . Nonsurgical iatrogenic causes of bilama
are liver biopsy, biliary drainage procedure, and
percutaneous transhepatic cholangiography.
Spontanecus formation of biloma may occur proximal to,
or at the site of an cbstruction, or secondary to
inflanmatory drainage’.

Bilama usually presents with right hypochondriac pain,
flatulence, dostructive jaundice, or distension of aodaren.
Fever is unusual unless biloma is secondarily infected.
Symptams occur as the biloma, which is formed by a leak
in the biliary tree, slowly accumilates bile and grows. The
intra-hepatic bilara may potentially becare infected or
nmay be associated with haemdoilia. Intra-hepatic bilama
may be asymptomatic and may be discovered fortuitously
because of unrelated symptoms. Consequently, intra-
hepatic bilama usually manifests at a variable delayed
interval after the initial injury. The presentation varied
fran 11 days to 2s years in the literature’.

The size and location of bilomas depends in part on the
cause of bile duct rupture, the site and rate of bile duct
leakage, and the rate of bile reabsorption by the
peritoneum. Needle agpiration is essential in confiming
the diagnosis of bilame’. Typically, bilara contains clear,
greenish bile, but may be discoloured by secondary
infection, exudate, or blood:.

The differential diagnosis of intra-abdominal biloma
includes abscess, pseudocyst, liver cyst, haematoma,
serarg, and lymehocoele. Helpful distinguishing features
are history, the anatomy and location of the lesion, CT
number, and character of the material obtained by
agpiratiaf ®.

Most bilomas have a CT number less than 20 Hounsfield
units, but may be higher when the bile is mixed with blood
or exudate. Bilomas do not often show an identifiable
capsule on imaging. An abscess or pseudocyst usually has
awell-defined wall and is often located at sites atypical
for bilams’'.

Sonographic differential diagnosis in the post-traumatic
patient includes haematama and abscess. Differentiation
frambiloma is necessary from the therapeutic point of
view. Usually, haematomas and abscesses tend to have
nmore internal echoes and do not have a pronounced distal

74 Journal, Indian Academy of Clinical Medicine ® Vol. 12, No. 1 ® January-March, 2011




sonic enhancement as bilomas. Biliary tree
comunication may occasionally not be demonstrated
initially. A delayed radionuclide imaging/MRCP may
demonstrate the comunication with the biliary tree’.

Although small bilomas may be watched safely, the
appropriate treatment for most bilocmas is drainage.
Percutaneous drainage procedures with pigtail catheters
are nearly invariably successful. Nevertheless, surgical
drainage may be warranted in some patients. Whether
drained percutanecusly or surgically, nost bilaras resolve
without the nesd for localisation or repair of thebile leak.
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Gum Hypertrophy — A Manifestation

BK Kundu*, AK Gadpayle**

The manifestations of sore diseases are myriad to say
the least. It would be very easy to mention the final
diagnosis at the outset; however, the joy of navigating
and reaching there, is something which we want the
reader to exeerience.

Mrs. XX a 40-year-old famale was referred to our Medical
Unit for the purpose of a bone marrow aspiration for the
clinical manifestation of hypertrophy of the gurs, which
she had been having for the past three weeks, with the
provisional diagnosis of AML.

Hg 1:

On reviewing the history, it was found that she also had:-

® Iowgrade fever 15 days
® Cough 15 days
® Chest pain 15 days
® Pain in left ear andmastoid region 11 days
® Swelling of gums with mildbleeding 11 days
® Discharge fromear 3 days

H/o present illness revealed the following:—

® All the symptams were gradual in onset, additive, and
progressive.

® Tnitially diagnosed as URTT, and given antibiotics.

® Subsequently had s/s of otitismedia and therefore a

chance of antibiotics.

® Subsequent gum hypertrophy was seen and treated
as drug reaction.

® Hypertrophy continued to increase even with
treatment.

She did not give any history of haemoptysis/dysuria/
breathlessness/arthritis/dhotosensitivity/oral ulcers/rash/
erythema nodosun/dry eyes/dysphagia.

Past h/o dermographism was revealed for which the
patient used to take fexofenadire.

Family history revealed that her father had been treated
for pulmonary tuberculosis.

General physical examination of the patient revealed
rallor, axillary and cervical lympohadengeathy, with nomal
vitals.

Systemic examination of the patient revealed the
following:—

® (OFEST: S/Sof left-sided pleural effusion

® CVS: nommal sounds; no murmurs/rub

® (NS: no focal deficit/neurcpathy

® P/A: nothing significant

At this stage we kept our provisional diagnosis as:—

® Tuberaulosis

® Maligancy

e started investigating the patient and the reports are
sumarised below: -

Hb 10.5g/dL

TLC 13,900/ cumm
ESR 127 mm at 1st hr
DC N94/L6

Platelets 4,75,000/cumm

Urine R/M 20-30 RRCs/hpf, 5-10 pus cells/

hof, traces of protein, no casts
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24 hr urinary protein =~ 390 mg

Wical test negative

USG left-sided plaural effusion

Pleural fluid exam Total proteins — 3.8 g/dlL
Cells — 450/cumm - N70/L30
Adenosine deaminase level -
normal
No malignant cells

ECR for Koch's Negative

felaaral fluid)

FLISA for Koch's Negative

Sputum AFB Negative

Bone marrow Hypercellular with reactive
changes

Other investigations are cutlined below:-

ENT examination Ulcers in nasal septum, ASOM.

Gum Biopsy Non-specific inflammatory
changes

Serum protein Raised alpha-1 and 2 gldoulins

electrophoresis

Serum ACE levels Normal

Coagulation profile Normal

Anti-MPO, Anti-PR3 Negative

ANA Negative

Fig. 2: Chest X-ray showing nodilar geacities (white arrows) and left plewral
effusian (black arrow) .

RP (qualitative) Strangly positive

RF negative

Fig. 3: X-ray of para-asal siruses showing bilateral nexillary sinusitis.

A contrast-enhanced computed tomographic scan (CECT)
of the paranasal sinuses and the chest was done. The
findings are shown below in Figures 4, 5, 6 and 7.

Kesping in view the presentation, nodular cavities in Iungs
Figure 2), presence of sinusitis (Figure 3), haematuria,
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Fig. 4: (ACT B\S showingmuageeriosteal thickening of all sinuses, blockage
of right osteareatal wnit, air-fluid level in right mexillary sirus, ceviated
masal sgotan to the right and, mucosal thickening of the micdle turbinate.
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Fig. 7: Sub-pleural nodule and pleural effusion seen on GECT chest.

raised inflanmatory parameters, and our strong suspicion
of vasculitis, specifically Wegener’ s granulamatosis, we
repeated the ¢ and pANAs. Their levels were as follows:—

AHES - 10639 (sreitivity 713, gEcificity8®)
AEMO - 0990 (rsitivity 6P, gecificityS?)

Thus the final diagnosis was Wegener’ s granulanatosis.

The patient was managed with pulse methylprednisolone
followed by oral prednisolone along with oral
cyclochosphamide; she remained in our follow-up for the
next two years. During this period, her inflammatory
parameters normalised, and the disease was relatively
quiescent excspt for a brief flare at the end of sixnonths,
which was managed by increasing the dose of steroid, and
one episode of leucopenia which was managed by
stopping cyclophosphamide for a short period.

Discussion

Vasculitis is characterised by inflammation of blood
vessels. They may be primary or secondary. They are not
only heterogenecus, but also overlageing in their clinical
features. They should e considered in any patient with
unexplained systemic illness involving many organ
systems. Wegener’ s granulomatosis is part of a larger
group of vasculitic syndrares, all of which feature the
presence of ANCAs (antineutrophil cytoplasmic
antibodies) and affect small and medium-size blood
vessels. This category also includes Chiirg—Strauss
syndrare and microscopic polyangiitist.

In the Chaeel Hill systan, it is classifiedas a amell vessel

In 1936, Friedrich Wegener described cases of a peculiar
smell-vessel vasculitis with gramulamatous inflammation.
With the publication of a review of 22 cases and seven of
their own by Godman and Chiirg in 1954, the disorder
became morewidely known as Wegener’ s granulomatosis.
Wegener faded intodbscurity until the 1980s, when he
began to receive more personal attention until his death
in 1990°.

Pseudoepi thel iamatous hyperplasia, microdbscesses, and
multinucleate giant cells were recorded as present in
almost all cases of gingival Wegener’ s granulamatosis.
Necrosis, vasculitis, and granuloma formation were

present inonly a few cases®.

Gum hypertropy with typical strawberry appearance and
scattered petechial haemorrahges are seen in cases of
Wegener’ s granularatosis’. Only 3 cases have been so for
reported. Strawberry appearance of guns is considered
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to be pathognomic of Wegener’ s granulomatosis® °. The
diagnosis is confimed by typical features of vasculitis, if
found, but many times biopsy may be non-specific.
Poproximately 50% of bicpsies provided little information
for the diagnosis of Wegener’ s granulamatosis. Bigpsy is
needed to exclude other disorders®. Wegener’s
granulamatosis (WG) is classically associated with the
presence of cytoplasmic antineutrophil cytoplasmic
autoantibodies (c—-ANCA) and proteinase 3 (PR3)’.
Saretimes anti-MPO can be elevated in renal vasulitis and
in patients of HIV'. c-ANCA is very good marker for the
diagnosis of Wegener’ s granulomatosis'. Presence of
CANCA/anti-PR3 in a patient presenting with gum
hypertrochy, with or without tell-tale signs of other orgen
involvement establishes the diagnosis and reduces the
need for further diagnostic procedures’®. Farly diagnosis
and treatment will help the patient. In an otherwise
normal individual, gum hypertropy should always arouse
the suspicion of a systemic disease once, other causes
including local causes, and drug reactions are ruled—out.
An algorithm to demonstrate the different causes of gum
hypertyrophy is presented below’.

1L V-Vasalar.

2 I- Inflametory lesions include gingivitis, whether
viral (aphthous stamtitis), fusospirocheetal (“trench
mouth”), ormonilial. Focal abscesses of the gurs are
camon.  Alveolar abscesses also cause focal swelling
of the gums.

3 N — Necplasms remind one of monocytic leukaemia
and multiple myeloma, which are associated with
diffuse hypertrophy and local tumours such as a
sarcoma, papilloma, odontoma, and squamous cell

carcinama.

4 D - Deficiency diseases include scurvy and most
vitamin deficiencies.

5 I - Intoxication suggests the common diffuse
hyperplasia in patients with epilepsy taking

diphenylhydantoin and related drugs, including
Tarbiturates.

6 C-—Congenital or acquired malformations remind cne
of the gingivitis secondary tomalocclusion, poor—
fitting crowns or orthodontal appliances, and
periocdental cysts, secondary to chronic periapical
granuloma.

7 A - Autoimune and allergic diseases include the
hypertrophy of thrombocytopenic purpura and the
contact gingivitis from dentures, mouthwashes, and
toothpastes.

8 T - Trauma to the gums may cause local hematomas
ard fractures.

2 E - Endocrine disorders suggest several conditions
that may cause gum hypertrophy. Gingival
hyperplasia in pregnancy, the giant cell granulamas
of hyperparathyroidism, juvenile hypothyroidism,
pituitary dysfinction, and diaketes mellitus are the
most important.
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Abstract

Thyrotropin (TSH) secreting pituitary adenamas are a rare cause of thyrotaxicosis. They typically present with signs and symptans
of hyperthyroidism, but can rarely be asymptamatic. We present a 28-year-old faemale who presented with goitre and occasianal
palpitatiaons. Riochamical investigatians revealed elevated T3, T4, and non-suppressed TSH levels (7.15mIU/ml) . T4 sugpression
test was negative and imaging revealed a sellar mass (10 x 10 x 18 nm) . The patient was rendered euthyroid within 2 weeks with
a canhination of carbimazole and octreotide therapy. TSH levels were sugpressed to 0.339 mIU/1 with octreotide therapy. However,
there was no change in the tumour size. Minimal signs ard synptans of thyrotaxicosis, a large pituitary lesian and partial selective
respanse to octreotide therapy extend the clinicgpathologic spectrum of this exosedingly rare TSH secreting tumour.

Introduction

Functional Thyrotropin (TSH)-secreting pituitary
adenomas are rare tumours accounting for less than 1%
of all pituitary tunours. There has been sare increase
in the incidence of TSH secreting tumours in the recent
past, possibly due to the develogrent of high sensitivity
TSH assays and greater use of immunohistochemistry.
Most TSH secreting tumours present with symptoms that
result either from tumour mass effect or hormonal
overproduction, but sore patients may have few, if any,
symptams. Due to the indolent nature of the tumour and
delay in diagnosis, these tumours generally present as
macroadenomas and are invasive in approximately 60%
of cases. Here, we present a rare case of TSH secreting
tumour in a 28-year—old female who presented to us with
goitre and minimal symptams of thyrotoxicosis.

Case report

A 28-year-old female presented with chief conplaints
of neck swelling for 2 years along with episodic
palpitations and lethargy mainly on exertion. There was
no history of weight loss or other common complaints
associated with thyrotoxicosis. Her menstrual cycles had
been regular. Thyroid profile was suggestive of
thyrotoxicosis (FI3 =11.0pg/dl (normal range =2.0 —
4.4), and FT4 = 8.81 ng/dl (normal range = 0.7 - 2.0) but
with nonsuppressed TSH (7.15mIU/1) (nommal range =

0.5 -5.0mIU/1) . Levels of other pituitary hormones
including IH, FSH, prolactin, and cortisol were nommal.
We repeated her thyroid hormone profile twice over a
period of one month and found similar results. We further
investigated this patient with T4 suppression test and
MRT of the brain. In T4 suppression test, we used 100 pg
of thyroxine thrice a day for 2 weeks. TFT and Radio Active

Fig. 1: MRI of brain showing pituitary macroadenama (10 x 10 x 18 nm
mass) abutting the gotic chiagm and encasing the right intermal carotid
artery.
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*hi* Drofessar, Department of Nuclear Medicine, All India Institutte of Medical Sciences, Ansari Nagar, N. Delhi — 110029.



Fig. 2: MRI of brain showing no change in the size and density of the turour
with medical managament after two weeks.

Todine Uptake (RATU) were performed before and after
thyroxine administration. There was no sugpression of
TSH levels over a 2 week pericd (TSH=7.89mIU/1) . Basal
RATU - 2 hr uptake was 13.6% and 24 hr uptake was
35.9%. Post-thyroxine, there was no sucpression in the
RATU - (2 hr uptake was 16.4% and 24 hr uptake was
45.7%) . MRI brain (Fig. 1) showed a large pituitary mass
of 10 x 10 x 18 mm abutting the optic chiasma with right
internal carotid artery encasement. Her visual field
charting showed normal visual fields. A diagnosis of TSH-
secreting pituitary tumour was made and surgical
removal of the tumour planned. We prepared the patient
for surgery by rendering her euthyroid with octreotide
100 pg 8 hrly and carbimazole 10 mg twice daily. The
patient becore clinically and biochemically euthyroid
over a period of 2 weeks with sugpression of TSH levels
to 0.339/0.401 units along with nonmalisation of FT3 and
FT4 levels (1.32 pg/ml, 3.78 ng/ml regpectively) . However,
there was no reduction in the size of the tumour.

Di .

TSH secreting pituitary tumours are rare functioning
pituitary tumours constituting less than 1% of all
pituitary masses and less than 1% cases of
hyperthyroidism'. These tumours generally present
after 35 years of age and have no sex predilection. They

are usually large with 88% of TSH secreting tumours
presenting as macroadenomas and only 12% as
microadenaras” > ¢. More than 60% are locally invasive.
TSH levels are frankly elevated in more than 50% of
cases?®, with the remaining having either mildly
elevated or high nommal range TSH values. Around 80%
of patients present with goitre and increased RATU, 40%
present with visual field defects and around 30%
present with menstrual disturbances and
galactorrhoea®®. Signs of thyrotoxicosis are present in
about 88% of cases ranging from moderate to severe
symptoms. However, 10 to 12% of patients may be
asymptomatic®. TSH-secreting pituitary tumours can
also be associated with secretion of GH in 15% of cases
and with excess prolactin secretion in around 10%78.

The characteristic biochemical profile in TSH-secreting
tumours includes nonsuppressed TSH levels inspite of
raised FT4 ard FI3 levels, a finding also seen with thyroid
hormone resistance. Normal or increased TSH levels
inspite of raised thyroid hormone levels indicate a loss
of thyroid honmone feedoack inhibitior?®. It is often very
challenging to distinguish between TSH-secreting
pituitary adenomas and resistance to thyroid hormone
(RTH) due to complex and expensive investigating
procedures, and presence of pituitary incidentaloma in
5 - 10% of the normal population’®. T3 or T4 suppression
test can ke used to differentiate these two conditions'®*®.
While thyrotropinoma is less likely to show any
suppression in RATU or TSH levels, in RTH there is a
decline in serum TSH levels in 90% of cases. Thyroid
releasing hormone (TRH) stimulation test or response to
octreotide can also be used to discriminate the two
conditions. The ratio of a subunit to TSH is higher ranging
from1 to 5.7 in pituitary tumours, which is not so in
RIHH,].Z N

Pituitary surgery is considered the first therapeutic
approach in patients with TSH-secreting pituitary
adenomas to restore euthyroidism and to ameliorate
synptans of mass effect. In a study by Beck-Peccoz et al?,
pituitary surgery led to normmalisation of thyroid homone
levels and the disappearance of pituitary tumour in 44%
of patients, normalised thyroid profile despite incamplete
tumour removal in 25%, and was unsuccessful in 29%313,
Radiation therapy is considered for patients not in
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remission after surgery, however the results are not
satisfactory’. In fack, surgical resection is difficult de to
fibrous and hard consistency of these tumours, which may
be linked to the secretionby the tumour of a basic
fibrdolast growth factor.

octreotide therapy and carbimazole therapy.

In aonclusion, this was a rare case of TSH-secreting tumour,
mildly symptomatic, managed preoperatively with
octrectice therapy.

Table I: TSH levels both pre- and post-treatment with medical management.

TSH normal range - Free T4 nonmal range - Free T3 normal range -
(0.5 -5.0mIU/1) (0.7 -2.0ng/d1) (2.0-4.4pg/dl)

Pre —octreotide therapy

lstvisit 8.56 3.2 .1

2rd visit 2 weeks later 7.25 4.87 13.0
Post—octrectide therapy

After 10 cays 0.339 1.2 3.78

After 17 cays 0.401 1.38 3.75

The presence of somatostatin receptor subtypes References

detected by both in vitro and in vivo techniques on TSH-
secreting pituitary adenomas has allowed the use of
samatostatin analogues in treating patients with TSH-
dependent hyperthyroidism!'®>'®. Somatostatin
analogues are usually indicated for patients with
persistent TSH-dependent hyperthyroidism or
incomplete tumour removal of macroadenomas. In a
study by Chanson et al, subcutaneous octreotide
treatment suppressed TSH secretion in more than 90%
of cases, with normalisation of thyroid homone levels
in 75% of cases and modest tumour reduction in half
the patients within three months of treatment'’.
However, some authors have reported minimal change
in tumour size or lack of sustained biochemical
response with octreotide therapy.

Our patient was diagnosed as having a TSH-secreting
tumour on the basis of biochemical profile and imaging.
The presentation was unusual since the patient had
minimal symptans of thyroid hormone excess. An earlier
case of thyrotropinara fram India was reported by Jha et
al in a 63-year-old lady being investigated for syncopal
attack who had no signs or symptoms of
hyperthyroidism®. Another case of thyrotropincma
reported from India had a prompt response in terms of
euthyroid status and reduction of tumour size with
octreotide therapy”. Qur patient was rendered euthyroid
within a short span of 2 weeks with preoperative
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