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President's Message

Dear Colleagues,

| am elated to write a few words to all the mem
regarding our Organization and the spectrum of ifs o<
outset, | thank you for giving me this prestigious§
responsibilities for the year 2004.

| also take this opportunity to thank Dr. Raj Govine =
Dr. Mehta for their efforts, towards organizing NATCON S
at Jaipur which | am sure is going to be a very successful cmiis
event.

This is 28™ year of our association and it is not ==l
sections of ASI but it is one of the most active sections 5§
great work in disseminating knowledge and skill fo ¥
through workshop, CME, conferences fellowship programs for all these years. O &
is doing commendable job for the past two years. This year we are all commmg
Cancer Treatment guidelines for various sites, during ASICON 2004.

The purpose of newsletter is to disseminate information of our associafion =
its members, along with scientific articles. | sincerely hope that this is going 1o Sk
Surgical Oncology Journal in coming years. Dr. Sanjeev Misra is doing great joi ==
of IASO News Letter.

Every year one of our young colleagues is selected for fellowship of Wayne Ssanss
of Detroit, USA. We are thankful to Dr. Donald Weaver for this. This helps fhems ‘
international exposure.

Surgical Oncology is an established super specialty with its own post gracas
and fellowship programs at few cancer centers like GCRI at Ahmedabad, Kicw
Institute at Bangalore and Adayar Cancer Institute at Chennai and King Gee
University, Lucknow. Our combined efforts in the war against deadly disease ‘concs
of early detection of various cancers with various screening programs anc S ‘
diagnosed cancers by multimodality treatment of which Cancer surgery forms o
There is need for development of many such dedicated cancer centers in the cos

Also we should practice latest developments in Cancer Surgery like Min — il
Surgery (MIS). Even though it is only getting accepted world wide now in cances
strongly believe that in not so far future, MIS in thoracic and Gl cancer treatmess &
conquer the world of Cancer Surgery. Better patient acceptance, better and mognfeass
vision, early recovery and early return to day-to-day activities at the someW
compromising the basic surgical oncologic principles are real advantages of MESS
Many international studies which are coming up are proofs of safety and advorias
in Cancer Surgery. Keeping this in mind, we organized Indo Japanese Thorace
Workshop 2004 at GCRI, Ahmedabad, very recently on July 30, 31 and Augus® *
delegates attended from all over India and we demonstrated 10 major Thorace
surgeries of various sites successfully.

| take this opportunity to wish good wishes to all the members.

-

With kind regards

Prof. Kiran C. Kothari MS. &
Prof. of Surgical Oncology, GCRI, =&
President, IASO
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Editorial

, There has been a major change in the attitudes towards
o)

malignant diseases in the last three decades. Surgical treatment of
he cancer is now, clearly, a major modality of treatment. In the past,
nd cancer surgery was carried out mainly by general surgeons with no
specific interest in cancer. Surgeons trained and dedicated to cancer
nd surgery now carry out majority of surgical treatment of cancer in
04 developed countries. In India the awareness about cancer is slowly
int increasing and patients are seeking treatment by cancer surgeons.
However, in our country, where limited facilities for surgical oncology
of training are available, the number of trained surgical oncologists is
pe not enough to meet the demands of the society, and, therefore, lot
e of patients get treated by general surgeons. The surgical oncology training programmes in
'rgh' ndia are at only a few centres — Chennai, Bangalore, Mumbai, Ahemdabad and Lucknow.
There are also very few academic departments of Surgical Oncology in the country. There is
to . faus, a strong need to have more trained surgical oncologists and surgeons with a special
of - nierest in cancer surgery who are trained and are familiar with new knowledge and skills.
br The Indian Association of Surgical Oncology has taken the task of providing surgical oncology
education to the surgeons through its Newsletter, Annual Conferences and CME programmes.
ty With this in mind the present newsletter reviews some important issues in the treatment of
Ig cancer. Dr. Gurpreet Singh reviews the status of sentinel lymph node dissection (SLND) for
oreast cancer. SLND has a definite learning curve and is not for the occasional breast surgeon.
e Ssfrogen and progesterone receptors have been the traditional prognostic factors in the
al management of breast cancer. There are a lot of new prognostic markers, which are slowly
al finding their way in predicting survival and treatment outcomes. Prof. Ravi Kant and his
P group from Delhi have very actively been studying these and give an overview of these
:f prognostic markers. He also presents his debate for practice of oopherectomy in
‘ premenopausal breast cancer patients in India, as it is a simple, cost effective, one-time
E procedure especially appropriate for the rural patient. We also need to carry out proper
| designed clinical trials in India looking into the role of oopherectomy as an adjuvant treatment
b for breast cancer.
;, It is always not easy for the clinician to understand published data due to the statistics
i nvolved. Prof. Arun Chaturvedi presents an overview of how to interpret scientific data and
- . fhe importance of p- value in the article “to p or not to pZ
E P ] : .
- | would request you all to send in articles for the newsletter following the standard
L nstructions for authors, which can be obtained from, the website: www.icmje.org. We would

so request the members to send their achievements, awards, and conference/ meeting
ports etc. organized by them so that they may be published in the newsletter. We invite
rour suggestions and comments so that we can improve further, till then - happy reading.

Dr Sanjeev Misra
Lucknow
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ecretary’s Report

Dear members,

| welcome you all to the pink city Jaipur and to NATC
IASO is rapidly growing in strength both in academic oo
well as in membership. It has attracted the attention of infes
faculties that can be judged by the progressively increasing
of foreign guests participating in our conferences. I is T
consolidate our position and make this association the
in formulating cancer treatment in this country.

Like the last year, the agenda of 2004 has been circulis
our members sometime in April and all out efforts hove Sess
to achieve the target.

NATCON 2003- The Silver Jubilee conference at Lucknow has been = ws
conference in the history of IASO. For the first time a formal exchange progsss
with the British Association of Surgical Oncology. This could be possibie Sus
enthusiasm of our past president Dr. Gopinath, Org. secretaries Dr. Arun Chas
Dr. Sanjeev Misra and under the able guidance of Dr. D.D.Patel and Dr. N. ©
association can never forget their contribution. This year also we have fries &= &
the same exchange program. The conference was attended by over 500
the deliberations, symposia, video sessions, free papers were of internationa
There were three symposia on thyroid, soft tissue sarcoma, stomach(vides
Dr. K. Kothari, Maj.Gen(Dr) P Subhas, Dr. Sanjay Sharma respectively. A recos
of more than 50 free papers & posters were presented in the conference. | shal
duty if | do not mention the contribution of Dr. Ravi Kant. He took care &
hospitality of all our overseas guest faculties on their arrival at Delhi till thesr S=m

Lucknow.

The Detroit fellowship 2004-5 was awarded to Dr. Manoj Pandey of Thiruwmsss
& Baroda travelling fellowship 2003 to Dr. Prafull Kumar Das of Cutiack

ASICON 2003- In the new format of sectional program in ASICON, eacs
been allowed to have one oration, one guest lecture, one symposium. We
guidelines and had an additional symposium on carcinaoma esophogus i
cardiothoracic section besides our own on bone tumors. The symposium o S
convened by Col.( Dr.) M. Ganguly was well attended. Dr. Sanjay Sharme
symposium on carcinoma esophagus in his own style in a packed auditorium as
day of the conference. This year we propose to have one oration, three =¥
jointly with other sections), three guest lectures besides the free papers

&
o

Workshops & CME programs- A couple of international workshops hows =s
organized with great success by our members in 2004. An internations
esophageal cancer was organized by Dr. Thomas Varghese and his fecm = U8
hospital & Research Centre at Kochi. Live demonstrations of three field lym
with total esophagectomy, D2 resection in gastroesophageal cancers were g
surgeons from Japan & India. Similarly an Indo- Japanese thoraco- lape :
surgery workshop was organized by our president Dr. Kiran Kothari at GC®
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recently. Both the workshops were very well attended & the faculty enthralled the audience
by their masterly skill. Both the conferences have given a benchmark for any such endeavor.
Dr. Sunil Kumar of Tata Main hospital, Jamshedpur organized a National oncology
conference in his hospital with one day devoted to surgical demonstration both head &
neck and Gl cancers. He is planning a repeat conference this year also. Such conferences
encourage our younger colleagues to take up oncology as a career.

Detroit fellowship—Dr. K. A. Pathak , Mumbai has already availed the fellowship.
Dr. Weaver has been intimated of the selection of Dr. Manoj Pandey. We are looking
forward to more number of such fellowships in future. | take this opportunity to remind
the promise made by Dr. P B. Desai to donate a decent amount to IASO to promote
cancer education in this country.

Baroda Traveling fellowship- Dr. Prafulla kumar Das of Cuttack has already availed
the fellowship in 2003. | am unable to understand why this fellowship is not able to
attract young surgeons. Possibly the amount of Rs. 5000 needs enhancement to at least
Rs. 10000.

ASICON 2004 at Hyderabad- The sectional program of IASO will be published in Dec.
2004 issue of the newsletter. We shall have an impressive performance better than last
year. There will be three symposia, two of them jointly with Gl & Rural surgery sections
besides our own.

Finance- At present we have a fixed deposit of Rs 873000. The audited account of 2003
is being published in the newsletter. Rs. 25000 has been paid to Dr. Raj Govind Sharma
as the seed money for NATCON 2004. | have requested him to transfer the amount to
Dr. B.K.C. Mohan Prasad, organizing secretary of NATCON 2005.

News Letter- Publication of the newsletter has been regular and is improving with every
issue. We must make serious efforts to index it.

IASO guidelines for common malignancies- We are lagging behind the schedule. Dr.
Ravi Kant is requested to expedite the process.

WFSOS news- The membership subscription for 2004 has been cleared by our
representative Dr. K. S. Gopinath. WFSOS had two executive council meetings at Budapest
& Oporto( Portugal) this year.

Membership drive- Our membership is steadily rising. This year we have already enrolled
31 new members. Our aim is to have more number of active members than the sleeping
ones.

| see a bright future for the association. Development of any association lies with the

active involvement of its members. There has been an offer from European association of
surgical oncology to have various collaborative studies. We have to workout an offer of
fellowship exchange program with BASO also.

Collaborative studies involving international bodies will further enhance our status.

This requires serious thinking, hard & honest efforts, blessings & guidance of senior members.

Thanking you 162-A, NE Rly Officers Colony,

Yours sincerely Lahartara, Varanasi, U.P 221002

Dr. L. Sarangi Office: (0542) 2226429, Home: (0542) 2370361
SECRETARY, IASO E-mail: Isarangi@sancharnet.in
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Sentinel Node Biopsy in Breast Cancer

Gurpreet Singh

Introduction

Axillary lymph node dissection has been an essential element in the treatmess &
cancer from the time of Halsted. In 1994, a National Cancer Data Base survey &
patients with early-stage breast cancer treated throughout the United States foums
percent of the patients underwent axillary dissection '. The rationale behind the ws= .z
involves accurate staging, regional control of the disease and improved survival Sl
this is the prognostic information obtained and the influence of the information 2
the adjuvant therapy of the individual patient. All this is achieved at the cost of fhe =

of axillary dissection, which though not critical in terms of surgical complications, = s
in terms of quality of life in long-term survivors.

N

The widespread use of mammography and public education has resulted =
presenting with smaller tumors and infrequent involvement of the axillary nodes. T
of axillary dissection is thus restricted to fewer patients (those with involved nodes
chemotherapy is now being administered on the basis of characteristics of the prismzss
The ideal approach would thus be to identify patients with axillary node involwems
offer axillary dissection to them, thus optimizing the risk-benefit ratio of the procedus=
lymph node biopsy (SLNB) is a minimally invasive technique for detecting cxiams
node metastases in patients with breast cancer. Potential surgical advantages of ts
invasive approach include decreased operative and anesthetic morbidity, decrecs=s
size, improved postoperative function, improved cost effectiveness, and improwss &
accuracy.

The word ‘sentinel’ is defined in the Oxford dictionary as a guard or one w&ss
watch. When translated to an oncological concept, it represents the first hymas
receive lymphatic drainage (and consequently, metastases) from the tumor. The
SLNB presumes that that there is an orderly and predictable pattern of spread fo Sew
lymphatic basin and that the sentinel node will act as an effective filter for the droumms
cells. To be effective in clinical practice the status of the sentinel lymph node (= ;
non-metastatic) has to accurately reflect the status of the remaining nodes in e

Starting The Procedure

Like any new surgical procedure, SLNB too has to be learnt properly. Eoc 8
desirous of starting the procedure should involve all the departments concernes=
out an Institutional protocol. The selection of patients and the technique should be =
and a back up axillary dissection done to validate the early experience of the
periodic audit, both short term and long term is required before one can give ua &
axillary dissection on the basis of SLNB.

Dr. Gurpreet Singh is Addl. Prof. of Surgery at RG.M.E.R., Chandigarh
Correspondence to - Dr. Gurpreet Singh # 52, Sector 16, Chandigarh-160015
E mail: gsinghpgi@sify.com
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There is no doubt that there is a significant learning curve associated with learning the
procedure and that different surgeons master the technique at different speeds. There is no
consensus on the number of procedures required to overcome the learning curve. The
American Society of Breast Surgeons initially recommended that 30 procedures were required
o ‘train’ a surgeon in SLNB 2. There is no other procedure in surgery that has such stringent
credentialing criteria. Recognizing this fact, the society has decided to lower the number of
cases but has laid stress on the outcome of the SLNB. The goal for the individual surgeon
should be to achieve a < 5% false negative and / or failure to detect rate before proceeding
to SLNB alone without axillary dissection back up.

Patient Selection

The patient most suited for a SLNB is one with a T1-2, NO tumor. The incidence of
axillary node metastasis in such patients is sufficiently low to warrant a selective approach to
the axilla. Nonpalpable tumors can also be subjected to SLNB. In the West, DCIS represents
about 20% of all tumors and the risk of axillary nodal involvement is about 1%. However,
patients with high risk DCIS or DCIS with microinvasion may be suitable candidates for SLNB.
Patients with larger tumors, but a favorable histology, i.e., medullary, mucinous, tubular, may
also be candidates for SLNB considering the low frequency of involvement of the axillary
nodes.

Patients with involved nodes are the biggest contraindication for SLNB. Mechanical
obstruction of the lymphatics by tumor cells can lead to changes in the lymphatic flow and
direct the tracer to the non sentinel lymph node. Patients who have had an excision biopsy
and patients with multicentric disease were earlier considered relatively unsuitable for SLNB.
With modifications in the technique, these patients can be taken up for SLNB.

Technical Aspects

The identification of the sentinel node is done by injecting a tracer around the tumor.
This tracer can be visual (blue dye), a radionuclide, or both. The commonest blue dye used all
over the world is 1% isosulfan blue. Limited availability and high cost prevent its free use in
ndia. Methylene blue can be used as an alternative 3, but has certain drawbacks. One of the
«nown complications of injecting this drug is fat necrosis. The particle size of Methylene blue
s smaller and it may transit through the sentinel lymph node.

There are variations at every step of the technique but comparable results are obtained,
no matter what the technique used. It is not possible to go into all the variations of the
fechnique and their merits in this article. The reader can refer to excellent reviews on the
subject 4~.

When judging the success of SLNB, two statistics are vital.

# Sentinel lymph node identification rate: This is the proportion of patients in whom the
sentinel lymph node is identified and removed. This figure judges the technical success of
the procedure and may be improved upon by modifications in technique and increasing
surgical experience.

® False negative rate: This is the proportion of patients with axillary metastases who have
a negative SLNB. This figure judges the clinical usefulness of the procedure. This may be
due to skip metastasis or an intraoperative assessment error. This figure may vary with
the prevalence of axillary node involvement in the patient population being studied.
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For a SLNB to be judged successful the identification rate should be 90% o=
the false negative rate around 5%.

Handling of The Sentinel Lymph Node

The average number of lymph nodes recovered in a specimen of axillam

varies from 15 to 20. The standard pathologic examination involves a single
each node subjected to routine hematoxylin and eosin. In contrast, the numass

recovered during SLNB varies from1 to 3. Pathologists can thus focus their o
resources to examining these nodes. Techniques, which would not be possibk
time and financial constraints, now become possible. There is at present no con
optimal handling of sentinel nodes in the laboratory. Most centers
‘in-hause’ protocols, which are invariably tied in with the institu
and financial constraints. It is agreed upon that a single section is
presence of retastases in the lymph nodes. The minimum that sho
/ step sectioning of the node. Additional immunohisiocytochemisiry with cyiok
other antibodies is being frequently utilized. The technique of reverse transcription pal
chain reaction (RT-PCR) is an additional tool to assess the node for metastases

The ideal situation would be where an intraoperative assessment of the se
can be done usi

have developes ¥
tion’s research
not enough %

uld be done is s

ng frozen section for serial / step sectioning and immunohistocys
Assignificant false negative rate, the loss of diagnostic tissue, and the time spent on
the tests are hindrances to the universal acceptance of intraoperative assessment

The use of these sophisticated techniques has resulted in the detection of ‘microm
that would not be detected on routine staining, A micrometastases is defined o=
deposit < 2 mm in size. The clinical significance of these micrometastases is hoth 8

However, there are numerous studies now that show a survival disadvantage in theg
g
of micrometastases 12,13,

Radiation Hazard During SLNB

When a radionuclide is used in the identification of the sentinel node, the p
radiation exposure to the exposed personnel arises. The person injecting the ise
surgeon conducting the biopsy, the pathologist handling the frozen section and the =
handling the waste generated all are potentially exposed to this hazard. If the in
performed in the department of Nuclear Medicine, then no special monitoring is rec
the operating roam. The radiation exposure in the operating room is maximal for #
geon. The estimation of this exposure has shown that the effective dose deliverss
surgeon is so low that he can perform over 5000 SLNBs without approaching the s

limits of radiation exposure . This low limit of radiation does not merit monitoring
operating room.

Results of SLNB

The initial experience with SLNB was reported using blue dye alone in 174 pat

identification rate of 66% was achieved using blue dye alone and predicted the stofus

axilla with 96% accuracy é. The first experience with radionuclide tracers was repors
patients with an identification rate of 82% and an accuracy of 100% 7. The first stu
both the blue dye and ro dionuclide tracers was reported on 62 patients with 92% idersi
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rate and 100% accuracy ®. Since then, numerous peer-reviewed studies have been published
using a variety of techniques. The SLNB was vaiidated in all series by a back up axillary
dissection. A recent meta-analysis that included 69 studies evaluating SLNB in over 10,000
patients with operable breast cancer, demonstrated a 90% or greater success rate of identifying
and removing a sentinel node in about half of the studies and an overall false negative rate
of 8.4% (range 0-29) °. There was a complete lack of randomized controlled trials on the
subject till August 2003 when one such trial was published from ltaly '°. They randomly
assigned 516 patients with primary breast cancer in whom the tumor was less than or equal
to 2 cm in diameter either to sentinel-node biopsy and total axillary dissection or to sentinel-
node biopsy followed by axillary dissection only if the sentinel node contained metastases.
Sentinel node was identified in all patients and the false negative rate was 8.8%. The local
recurrence rate and survival was similar in both groups. This study shows that SLNB correctly
predicts the status of the rest of the axilla and axillary dissection can be safely omitted if the
sentinel node is negative for metastases. Other prospective studies on SLNB are going on at
present (NSABP B-32; ACS Z10 and Z11) and will clarify the situation further.

Non Sentinel Node Involvement

In about half of the patients undergoing SLNB, on completing the procedure as an
axillary dissection the sentinel node is found to be the only site of involvement. These patients
probably have no further need for axillary dissection. We have no way of predicting the
nvolvement of non sentinel nodes in the axilla. Some the factors associated with the presence
of non sentinel node involvement are size of the primary tumor, the presence of extracapsular
extension, size of the metastases in the sentinel node and peritumoral lymphovascular invasion.
None of these factors, either alone or in combination, are strong enough predictors to
exclusively identify all patients with non sentinel node involvement. Thus, patients with involved
sentinel node are still be subjected to axillary dissection.

Internal Mammary Node Involvement

After the axillary nodes, the internal mammary nodes cire the most frequent sites of
metastases from breast cancer. The invelvement depends on the size and site of the primary
fumor and the presence of axillary node involvement. The dete ction of sentinel nodes in the
nternal mammary chain has restarted the debate on how best they are to be treated. There
s yet no consensus on this subject and we have to go by what we: have been doing in the past
n the absence of SLNB.

SLNB After Neoadjuvant Chemotherapy

Locally advanced breast cancer constitutes a significant proportion of the patients treated
9y us. Neoadjuvant chemotherapy is now the standard of care for these patients. Neoadjuvant
chemotherapy has the potential to completely eradicate the tuimor from the breast and the
silla. In such patients, SLNB may be able to predict the status of the axilla and restrict the

of axillary dissection. Neoadjuvant chemotherapy induces fibrosis and scarring and this
lter the lymphatic pathway, thus making sentinel node identification more difficult. We
ssume that the response of chemotherapy in both the sentinel nodes and the non
senfinel nodes is the same. In a compilation of 204 patients undergoing SLNB after neoadjuvant
=hemotherapy, the sentinel node was identified in 87% and the false negative rate was 14%

An alternative approach to incorporating SLNB in patients undergoing neoadjuvant
“hemotherapy is to perform SLNB before the start of chemotherapy.
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Impact of SLNB on Current Practice

Whether SLNB has become the standard of care at present for patients with s
cancer may be a matter of debate. It has however affected our current practice of :
of these patients. In the latest revision of the TNM staging of breast cancer new coeg
the pathological staging of nodal status have been introduced which include the
micrometastases and the method by which they have been detected (immunohistocy
or RT-PCR) '¢. New categories of patients have been defined for the use of adjuvom
Patients with micrometastases detected only on immunohisfocytochemisfry or pofies
isolated sentinel nodes in the internal mammary chain are two such examples.

e

Key Points

¢ SLNB is a minimally invasive meth

od of determining the involvement of axilicom
nodes in patients with breast canc

er with clinically uninvolved axillae.

¢ Many different techniques for SLNB have been developed, all of which appear
comparable results.

¢ Optimal pathological examination of the sentinel node is yet to be standardizes
usually be more extensive than current examination.

¢ Though there is a lack of evidence trom randomized controlled trials, a huge &
evidence exists verifying the clinical utility of SLNB.

¢ SLNB has the potential to alter the management of patients with early breast cams
may soon become the standard of care for such patients.
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IASO - Baroda Travelling Fellowship

Application are invited for IASO-Baroda Travelling fellowship for the yeor 20

Rs. 5000/- only will be provided to a
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to 5 weeks.

young surgeon who is aspirant 1o
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must be MS in Surgery and citizen of India.
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Prognostic Markers in Breast Cancer

Ravi Kant, Vishal Gupta, Ajay Yadav, Vivek Gupta, Manu Gupta,
8C Das, BK Sharma, Bina Ravi, PN Agarwal’

Summary : Prognosis even in node negative breast cancer can be predicted. The
sseful prognostic factors are HSP - 27, C-myc, nm23, P-53, PS-2, Angiogenesis,
Wicro-vessel count, Integrin, UPA, PAI (Plasminogen Activator Inhibitor), Ceithepsin-D,

=GFR, erbb2 (Neu), Agnors, S-phase fraction.

ome of the currently well known prognostic factors for the breast cancer are host
*actors like age, menopausal status, inflammatory response and adjacent in-sifu disease and
“umor factors like size, grade vascular invasion, nodal involvement, hormonal sfatus,
ONA-content, ploidy and S-phase. Out of above, nodal involvement is most important.
nodes in relation to pectoralis minor muscle are also a useful marker for predicting
osis. Level | inferio-lateral to pectoralis minor (proximal), Level-Il behind pectoralis
r (middle), Level-1Il medial to pectoralis minor (distal). Involvement of upper nodes denotes
rse prognosis than involvement of proximal level lymph nodes. However, prognosis is

fed more directly to the total number of nodes involved, than to the level of involvement.

post surgical treatment pathologic classification is a better guide than the Clinical TNM
ication.

o0 h

However, it is of interest to know the markers that can predict (a) future of node
=gative disease (b) chemotherapy resistance and (C) resistance to hormone therapy
m ER+ PR+ case. Thus the key question is what is New?

Entirely new groups of prognostic factors are evolving. The breast cancer cell, restless

elentless, can be expected to have four qualities. Genetic, Adhesion, Invasion, &
ration. | prefer to call them four traits of a naughty malignant cell.
The genetic factors of importance are lack of tumor suppressor oncogene like P53 and
ras-gene, or, increased level of tumor promoferoncogenes like C-myc, nm 23, m RNA at
3. HSFE Rb (retinoblastoma gene). BRCA 1 and BRCA 2 are important in familial cancer.
= Adhesion, the second quality of a naughty malignant cell is predicted by neo-angiogenesis

(T

v ]

and micro-vessel count, thus inviting role of agents like protamine and fumagillin, which
mhibit neo-angiogenesis.
= The third quality of invasion can be predicted by Cathepsin D, Integrin, Laminin receptor,
Matrix metalloproteases and enzyme collagenase Type IV (MMPz). They also indicate
“oh probability of loco-regional recurrence. Invasion can also be predicted by markers
ch as Plasminogen Activator like Urokinase Plasminogen Activator (UPA), Laminin
ceptor and Integrin.

~ofhepsin-D denotes 7 times more chances of recurrence in node negative patient.

=w Kant and Prof. PN. Agarwal are Professors of Surgery at Maulana Azad Medical College
Dr Vishal Gupta, Dr. Ajay Yadayv, Dr. Vivek Gupta, Dr. Manu Gupta are also in
“=marsment of Surgery, Maulana Azad Medical College, New Delhi, Prof. Bina Ravi is Prof. of

=7y of Lady Hardinge Medical College, New Delhi, Dr. B.C. Das and Dr. B.K. Sharma are at
New Delhi.
nce fo : Prof. Ravi Kant, Deptt. of Surgery, Maulana Azad Medical College, New Delhi




(4) Now, the fourth quality that is proliferation can be predicted by either am
like neu (or erbb-2), EGF Receptor (ERBB-1), Insulin growth factor-1 , Transk
factor (TGF), Fibroblast Growth Factor (bFGF), Platelet Growth Factor (PDGE
Cell Nuclear Antigen (PCNA), Agnors, P 120 and last but not the least P52

The high level of erbb2 denotes 5 times more mortality in the Node negai
And in good nuclear grade, high level of erbb2 denotes relapse 3 times mose &
times more often frequently as compared to low level of erbb2 in the same s= =

PS2 is better that ER or PR in predicting response of hormone therapy ans
ER+ PR+ will not respond to hormone therapy and which ER-ve will respons
EGFR denotes resistance to Tamoxifen. The high level of HSP27 denotes stro ng
resistance to Adriamycin and Toremifene can overcome the resistance. High k&
denotes strong possibility of resistance to CMF.

However, out of above markers, ER, PR, PS2, P53, Cathepsin D, and nes

easily available. Lot of work is being done in Delhi on BRCA1, BRCA 2 and
newer markers.

Role of tissue biomarkers?

Prognostic markers predict patient outcome irrespective of the treatmes &
factors reflect biologic characteristic of the tumor including proliferation, invasion =
Predictive factors indicate responsiveness to a particular therapy. Some faciors

prognostic as well as predictive e.g. ER status. So biomarkers relate to prognoss
response to treatment.

Tabie 1 : Classification of prognostic factors

Markers of proliferation Markers regulating cell cycle ame
Proliferating cell nuclear antigen(PCNA) p53, bcl-2

Markers of angiogenesis c-erbB2, EGFr, TGF8, TGFa
VEGF

Markers of invasion and mefastoses

3FGF PA-1
Panendothelial marker TPA
Micro vessel count Metallproteases

Markers of proliferation

Markers’of proliferation have been investigated extensively as a me
characterize an individual’s chance of recurrence. There are different method
rate of proliferation. New techniques have been developed for evaluating potemis
of proliferation that are expressed in the various phase of cell cycle.

Table 2 : Markers Expressed in Variaous Phases of Cell !

o
T

Marker GO Gl S G2
Mitosin - - - = -
Histones - - + x
Topoisimerase - - *

+| +

DNA polymerase -
Cyclins (PCNA

I+
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Mitosin : A new proliferation marker that is expressed in G2 and M phase. It is found to

Proliferating cell nuclear antigen (PCNA) : It is a nuclear protein associated with
DNA polymerase a, that is present through out cell cycle in proliferating cells. The monoclonal

antibody PC10 recognizes an epitope of human PCNA in fixed breast cancer tissue. Most

dies have found only weak correlation with other prognostic factors and association with
al outcome has been poor.

\
)
O

Detection of micro metastasis : Axillary lymph node status of one of the most important
sroanostic indicator in breast cancer. Usually it is determined by H&E staining under light
microscope. The detection of micro metastasis in lymph nodes or other tissue would identify
-30% of lymph node negative patients who are destined to relapse with out adjuvant

mic therapy. Studies have been focused on the prognostic significance of micro metastasis.
date it has not been conclusively demonstrated that occult metastasis is a significant

- I <)

rognostic factor.

Lymph node Micrometastasis : By conventional light microscopy methods, two third
of patients with a newly diagnosed breast cancer have negative axillary nodes. About 30 % of
#hese patients will go on to develop disease recurrence. So, detection of occult lymph node
wvolvement might identify a subset of node-negative patients with higher chances of relapse.
Wicrometstasis has been defined as areas of metastasis extending <2 mm. The presence of
micrometstasis disease can be identified by number of methods. Light microscopy of H&E
ained serial sections of node is a labor intense procedures it is estimated that in order to
detect a single tumor cell with in a mean diameter of 20um, 250 slides would be needed to
e generated from single 5-mm node'. Other methods are IHC or PCR for epithelial or
sumor associated antigens. The presence of micrometstasis is associated with worse prognosis.

- international breast cancer study group trial V2, axillary nodes of 736 patients were examined
oy serial sectioning and by IHC. Micrometstasis was found in 27% cases. The presence of
—icrometstasis independently predicted for a modestly higher risk of recurrence. Overall,

Bone marrow micrometstases (BMM) : BMM has been identified. by using
mmunocytochemical staining directed at variety of epithelial antigens, including cytokeratin,
membrane bound mucking, or tumor associated antigens. Current techniques allow the
detection of about one tumor cell in 2X10¢ mononuclear cells. In one study * 727 patients
valuated by immunocytochemical staining against tumor associated antigen. BMM
und in 55% patients with positive Nodes and in 31% patients with negative nodes.
*resence of micrometstases was an independent prognostic factor for both DFS and OS.

(
O o

Markers of Angiogenesis

Tumor growth and metastases are critically dependent on tumor induced angiogenesis.
~s process is a highly regulated multistep system involving a delicate balance between
=maiogenic and antiangiogenic factors, eventuclly leading to an increase in number of




intratumoral vessels stained with either anti-factorVIll- blood related antigen/vas
factor or antiCD31. Micro vessel count is a statistically significant independent g
DFES and OS in both node positive and node negative patients'- In addition to M -
between angiogenic factors and patient outcome has been investigated. ™
angiogenic peptides have been discovered, but few have been evaluated in %%
cancer. Vascular endothelial growth factor (VEGF), a selective mitogen
endothelium, has been investigated. In one study*, VEGF level was evaluates &8
negative patients. After 5 years of follow up, low VEGF (<54pg/mg) was

recurrence and death in 7% and 3% respectively. In contrast, high CEGF leve
mg) was associated with risk of recurrence and death in 23% and 11% potes
VEGF and fibroblasts growth factor (bFGF) expression has been evaluated in 308
After 40 months of follow up, the recurrence rate was 42% in VEGF positive &=
17% in VEGF negative patients. There was no correlation between bFGF ane

=

An attractive feature of angiogenesis is that it offers a target for nows

W

interventions. Several antiangiogenic agents have been developed and evolusss
of systems. These include:

Polysulfated glycosamines. prptidoglycans, polyglcosylated lipids
Enzymes that control the vascularization process

Steroid and steroid related substance

Antibiotics and synthetic antibiotics

O orwN =

Nonspecific biological response modifiers

Clinical trials are being designed to test these agents singly and in combinasis
regimens may have their maximum efficacy early in the course of the diseoss

To summarize, there are data supporting that evaluation of angiog=m
individual specimen might distinguish between more indolent or aggressive fumas
the data are mostly from small retrospective studies. Large studies are ne=s o)
delineate the prognostic role of the tumor induced angiogenesis.

Markers of invasion and metastases

The process of cancer invasion and metastases is complex. Tumor ce's

o —

extra-cellular matrix and recruit stromal cells. Subsequently, matrix degrasis

mediates tumor cell passage through basement membrane and extracellulor m
to tumor progression. Identification of markers that are related to the process
invasion and metastases might therefore be very useful. Researchers howe
correlate markers of invasion with prognosis. However at present, none of the
in this category can be applied for the routine use.

Matrix metalloproteinases : Matrix metalloproteinases (MMPs) ans
(tissue inhibitor of metalloproteinases [TIMP] play important role in tissue =
normal physiological conditions, the actions of these proteins are balances = i
regulated. In cancer, inceased ability to degrade the extracellular matrix by
the MMP-TIMP system is correlated with invasion and metastases. The MMWF
related zinc-dependent proteinases capable of degrading various exirs
components. MMP-2 and MMP-9 has the ability to degrade collagen type IV, #ae
protein of the basement membrane. MMP-11, also known as stromelysin 3558 ‘

L
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t cancer has suggested that MMP-2, TIMP-2, and ST3 may be important in human
t cancer invasion and metastases and thus may represent new areas for diagnosis,
nosis, and treatment.

Markers regulating cell cycle and cell death

With the increased understanding of cell biology over the last decade, it was identified
that both proliferation and apoptosis are important in the tumorogenesis. Many proto-
oncogenes and tumor suppressor genes regulates the process of cell cycle and cell death.
nterruption of the normal balance between inhibitors and promoters of apoptosis could lead
fo tumor growth and invasion.

P53 : It is a tumor suppressor gene located on chromosome 17. The p53- encoded
nuclear protein has an important role in regulating transcription of many other genes. In the
response to cell damage, wild type p53 can induce cell cycle arrest in G1 phase. If repair
mechanisms are not sufficient, p53 also serves as a critical regulator of cellular entry in to
apoptotic pathway. The p53 gene is mutated in up to 50% patients with invasive female
breast caner, 41% of male breast cancer, and 16% of in situ breast cancer. The normal protein

¢ . has a short half life; however, most mutations in the p53 lead to a conformationally altered,
more stable protein that accumulates in the nucleus and is unable to perform its normal
function. Prognostic role of p53 has been studied but, results are conflicting. It is because of
different methods of p53 expression assessment. Immunohistochemistry, FISH (fluorescent in
situ hybridization), PCR-SSCP (Polymerase chain reaction -single strand conformation
polymorphism), and other methods have been used to assess p53. Elledge and Allred¢ reviewed
57 studies involving > 13000 patients and concluded that inactivation of this gene appears
fo be associated with a poor out come as measured by OS and DFS, but its prognostic
significance is not powerful enough to allow its use in clinical decision making. Based on the
results of previous studies, American college of clinical oncology panel concluded that there
s insufficient data to support the clinical use of p53.

Bcl-2 family: Several members of bcl-2 family have a critical role in the regulation of
apoptosis. In general, over expression of bcl-2 is associated with resistance of cells to apoptosis:
On the other hand, bcl2 is regulated in breast cancer by the ER and high levels of the protein
are associated with good prognosis and improved out come Other members of the bcl family
nclude bax, a promoter of apoptosis, and bclx, an inhibitor of apoptosis. Prognosis reflected
v balance between two. Only limited data is available to correlate these markers with
rognosis in breast cancer.

"‘ Growth factors and receptors:

The epithelial cells of the breast are under the influence of a variety of hormones and
growth factors. The tyrosine kinase growth factor receptors are best studied and classified in
*o 9 different families. The type 1 growth factor receptor includes the epidermal growth
factor receptor (EGFR) family. Members of this family are: EGFR (also known as c-erb-b1),

R-2/neu (also known as c-erb-b2), HER-3 (also known as c-erb-b3), and HER4 (also known
asc-erb-b4).

EGFR: It is present in low concentration in normal breast epithelial cells. Thirty five to
50% of primary breast cancer over expresses EGFR. It can be detected by methods like
mmunocytochemical analysis, imunoenzymatic assays. Over expression of this factor is found
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to be associated with higher grade and increased proliferation rates. i = =8
prognostic factor for primary breast caner, but the lack of standardization of the
small numbers of patients and short follow up in most of the studies, it is impes
firm conclusion about the optimal role of EGFR status in determining progmess
EGFR status as a predictive factor for hormone therapy is well defined. Tums
EGFR are more likely to be resistant to hormonal therapy. It is because o e
has been found between EFGR and steroid receptor status. Monoclonal antits
been developed that are directed to EGFR.

HER-2/neu: |t is located on chromosome 17. It is expressed in low

expressed in comedo, large cell, DCIS, but relatively low levels are found
cribriform in situ tumors. Predictive role of HER2/neu has been studied. Pote
neu status has been evaluated for predicting response to chemotherapy
patients with no or little detectable levels of HER2/neu derive considerable S
based chemotherapy while those with high level (i.e. overexpression of ¥
benefit from chemotherapy. This observation is not supported by prospective =
al” showed in his study that patients with high expression of HER2/neu o=
better to CAF. The results of NSABP study® showed that patients with fumas
HER2/neu have the same clinical outcome with and without the use of doss
addition of Doxorubicin improved clinical outcome in patient with HER2 /nec
This result has also been supported by the South West Oncology Group Stucy
tumors are also found to be resistant to paclitaxel'. Predictive role of HERZ ‘meuiil
to hormonal therapy has also been evaluated. High serum level HER2/neu =

associated with decreased response to droloxifene in advanced tumors. Sismiis
been observed with tamoxifen.

Results of these studies may suggest that patients whose tumors overssmns
should not receive endocrine therapy even if tumor is ER positive. |t may =

benefit from endocrine therapy for ER positive patients with over expressams
may be reduced, the benefit may be better than might be expected altermaiu
Secondly, these results are derived from small nonrandomized series. Additions
and well designed studies must be conducted before HER2/neu status can &e

whether to administer or with hold endocrine therapy.

Biomarker use in clinical practice:

The American society of clinical oncology (ASCO) has prepared clinicol prmsi
for the use of tumor markers in breast tumors''. The ASCO recommendafiassi

1. ER/PR are relatively weak predictor of long term relapse and breast canes
rates, and are not recommended to be used alone to assign a pofics .
groupings.

2. Present data are insufficient to recommend routinely obtaining DIN& &
derived estimation of DNA content or S phase.

3. DNA flow cytometry —derived ploidy is not recommended to be used %=
to prognostic groupings. There is insufficient evidence to recommend e

determination for assigning patients to prognostic groupings.
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Present data are insufficient to recommend the use of DNA flow cytometry derived ploidy
DNA index) or flow cytometric measures of proliferation (% S phase and related analysis)
for selection of the type of adjuvant therapy to be given.

Present data are insufficient to recommend the use of DNA flow cytometry derived
nformation to select among different treatment options for metastasis disease.

Present data are insufficient to recommend the use of c-erbB2 gene amplification or
overexpression for management of patients.

Present data are insufficient to recommend the use of p53 measurement for the
management of patients.

Present data are insufficient to recommend the use of cathepsin D measurement for the
management of patients.
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ONA index) or flow cytometric measures of proliferation (% S phase and related analysis)
for selection of the type of adjuvant therapy to be given.

[41]

sent data are insufficient to recommend the use of DNA flow cytometry derived
ormation to select among different treatment options for metastasis disease.

5 resent data are insufficient to recommend the use of c-erbB2 gene amplification or
overexpression for management of patients.

Present data are insufficient to recommend the use of p53 measurement for the
management of patients.

2. Present data are insufficient to recommend the use of cathepsin D measurement for the
management of patients.
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National Conference of Iﬁdian Association of

Surgical Oncology NATCON-IASO-2004

The NATCON IASO 2004 will be held in Jaipur on 24, 25 & 26™ of Sept. 2004.
It is being organized by the Dept. of Surgery, SMS Medical College Jaipur, Rajasthan.
Organizing Secretary is Dr Raj Govind Sharma Asst. Prof in Surgery and the
Organizing Chairman is Dr J M Mehta Prof & Head, Dept. of Surgery. The venue is
Hotel Clark’s Amer, Jaipur a five star hotel situated on the outskirts of Jaipur near
the Airport. The Theme of the conference is Operative Surgery including Minimal
Access Surgery. The scientific session would consist of Continuing Medical Education
Program, Interactive sessions, Free Papers, Symposia, Posters, Orations, Panel
discussions and Guest lectures. International & National leaders in the field of Oncology
have been invited for the conference. The topics for the symposiums include Cancer
Rectum, Cancer Cervix, Head & Neck Cancer and Quality of life issues. These and
other topics have been chosen keeping in mind the wider spectrum of participation by
Gynecologists, ENT surgeons and Psycho-oncologists, Pain management groups and
other caregivers. There would be competition & awards, which includes the Detroit

Traveling Fellowship and Best Poster award. Scientific exhibition would display the
latest in technology and pharmaceuticals.

For details please contact ; Dr Raj Govind Sharma, MS FACS FICS FUICC, 17
Uniara Garden, Jaipur 302004. Tel -0141 2622783, 2620343.

Email - rajraj1@sancharnet.in

—
r Nominations are invited from the members IASO for the following Vacant
Posts on a plain Paper, proposed and seconded by member IASO

Vice President - 1
Secretary =reg
Editorial Secretary - 1
Joint Editorial Secretary - 1
EC Members =l

Nominations must reach the Secretary, IASO by 12.00 noon 24th Sept. 2004

Topics for Symposia, Panel Discussions, Gust Leciures are invited from
the members for the NATCON IASO-2005 and for the IASO Sectional meeting

during ASICON-2005. Please send your suggesfions and Topic to the
Secretary, IASO
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Ovarian Ablation as Adjuvant Therapy
Early Breast Cancer

Ravi Kant, Bina Ravi, Vishal Gupta, Vivek Manchanda,

Adjuvant systemic therapy is defined as the administration of cytotoxic chems
the use of ablative or additive thera
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In women less than 50 years of age, adjuvant chemotherapy alone reduces
odds of recurrences by 37 % and the annual odds of mortality by 27% 5. Ovaries
alone shows similar results with 30% reduction in the annual odds of recurrences =
reduction in the annual odds of mortality °. These results are better than Tamos
Interest in ovarian ablation developed after the observation that chemotherag
amenorrhea is associated with superior disease free survival & 7. SHE0.

Scottish trial conducted by the Scottish Cancer Trial Breast Group and the IC%
unit of Guy’s Hospital, was the first trial to compare ovarian ablation directly with che
"!. Three hundred and thirty three Pré-menopausal, node positive patients were romg
to either ovarian ablation or chemotherapy (CMF) for 6-8 cycles. After median follows

5.9 years, no statistically difference was found in the DFS or OS between two =

suggests gently that adjuvant surgical oopherectomy may be equal to adjuvant chem
in its effect.

women had a significant DFS and OS advantage with s
ablation as compared to no treatment (25 7% and 24 + 79 reduction in the annus

recurrences and mortality respectively.) Improvement in survival was seen in botal
node positive and lymph node negative

to chemotherapy alone, it adds litile to
other studies as well'2, It is because of
Patients with high ER (>20 fmol/ mg of p
20 fmol / mg of protein) .

chemotherapy as shown in this meta-ancks
chemotherapy induced chemical ovarian
rotein) are benefited more than patients wits

Prof. Ravi Kant is Prof. of §
Prof. of Surgery at Lady Ha
Manchanda are at Deptt o
Correspondence to : Prof.

urgery at Maulana Azad Medical College, New Dehli.
rdinge Medical College, New Delhi,
f Surgery Maulana Azad Medical Col
Ravi Kant, Deptt. of Surgery Maulana

Prof. Bina &8
Dr. Vishal Gupta and Dr Vi
lege, New Delhi

Azad Medical College, New
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Database from which to draw definitive conclusions in the value of ovarian ablation is
much substantiated than that for adjuvant Tamoxifen or chemotherapy. Further randomized

trials are required to assess additional of ovarian ablation in the presence of chemotherapy,
to assess these effects in the presence / absence of prolonged anti-estrogen therapy and to
assess relevance of hormonal receptor measurement. Similarly, more information on long-
term consequences of ovarian ablation in young women is required. Premature coronary
artery disease can occur in such patients. Bone loss is seen patient with endometriosis with
even on shori-ferm goserelin therapy'.

|

e
(

y

on may be considered as an adjuvant therapy in those who refuses other
patient with hereditary breast cancer syndrome. Additional relevance of ovarian
opulation when adjuvant therapy being used, requires further study but it's
s known fo be substantial and persistent in reducing both recurrence and mortality in
ation where adjuvant therapy is not used routinely or patient is not able to come for
regular follow up or patient’s compliance can’t be relied upon or patient can not afford
Tamoxifen. In addition, ovarian ablation in pre-menopausal women will help in family planning
in such countries. More important is its role in poor and rural population which may be lost
to follow-up, as they are unable to visit hospital again after one visit due to either social or
financial or cultural reasons. Poor and rural patients are to be offered the best of treatment,
but in one visit. Surgical oophorectomy in such a patient is scientific, proven beyond doubt to
be useful, evidence based, economic, and widely available.

O

(8]

(¥}
) B O .|:

J
) ¢

References

1. Early Breast Cancer Trialist’ collaborative group. Ovarian ablation in early breast cancer: overview
of the randomized trials. Lancet 1996, 348:1189-1196.

2. Early Breast Cancer Trialist’ Collaborative Group. Effects of adjuvant Tamoxifen and of cytotoxic

therapy on mortality in early breast cancer. An over view of 61 randomized trials among 28,896
women. N Eng J Med 1988; 319:1681-1692.

3. Bryant AJS, Weir JA. Prophylactic oopherectomy in operable instances of carcinoma of the breast.
Surg Gynecol Obstetric 1981; 153:660-664.

4. Meakin, Hayward JL, Panazarella T et al. Ovarian irradiation and prednisone therapy following
surgery and radiotherapy for carcinoma of the breast. Breast Cancer Res Treat 1996; 37:11-19.

5. Gelber RD, Goldhirsch A, & Coates AS. Adjuvant therapy for breast cancer: understanding the
overview. J Clin Onco 1993; 11: 580-585.

6. Bianco AR, Del Mastro L, Gallo C, Perrone F, Matano E, Pagliarulo C, De Placido LS. Prognostic

p |
role of amenorrhea induced by adjuvant chemotherapy in pre-menopausal patients with early
breast cancer. B J Cancer 1991; 63: 799-803.

7. Brincker H, Rose C, Rrank F et al: Evidence of a castration mediated effect of adjuvant cytotoxic
chemotherapy in pre-menopausal breast cancer. J Clin Onco 1987; 5:1771.

8. Padmanabhan N, Howell A, Rubens RD: Mechanism of action of adjuvant chemotherapy in early
breast cancer. Lancet 1986: 2: 4

9. Richards MA, O'Reilly SM, Howell A, and Rubens RD- Adjuvant chemotherapy, methotrexate, and

fluorouracil in patients with axillary nodes positive breast cancer: an update of Guy’s / Manchester
trial. J Clin Onco 1990; 8: 2032-2039.

22 ¢ NEWS LETTER




10. Tormey DC, Gray R, Gilchrist K, Grage T, Carbone PF, Wolter J, Woll IE, Cumm ngs F

chemohormonal therapy with Cyclophosphamide, Methotrexate, 5-FU, and Predn some
CMF plus Tamoxifen compared with CMF for pre-meno

pausal breast cancer patients
Cooperative Oncology Group Trial. Cancer 1990; 65: 200-206.

11. Scottish Cancer Trials Breast Grou
ablation versus CMF chemothera
cancer: the Scottish trial. Lancet 1

p and ICRF Breast Unit, Guy'’s Hospital, London: A

Py in pre-menopausal women with pathologica
993; 341 1293-1298.

<"

ol

12. Davidson N, O’Neill A, Hagerman, et al for ECOG, SWOG and CALGB. Effect of chem ~
therapy in pre-menopavusal, node (+), receptor (

Oncology Group Phase Il Intergroup Tri
Annual Meeting, May 1999,

+), and breast cancer: an Eastern Cam
al. Submitted to the American Society of Clinics

13. Stevenson JC, Lees B

» Gardner R, Shaw RW. A comparison of the skeletal effects of ges
danazol in pre-men

opausal women with endometriosis. Horm Res 1989; 32: 161-164

The National Conference of Indian
Association of Surgical Oncology
NATCON - IASO 2005

The NATCON IASO 2005 will be held in Koduikanal, Tamilnadu on &
24th 25th Sept 2005. The conference is being organized by Dept. of Surgical Ones
Madurai Medical College and Govt. Rajaji Hospital , Madurai and the Madurai Insi
of Oncology, 32, West Avani Moola Street, Madurai — 625001, Tamilnadu. Orga
Secretary is Prof. B.K.C. Mohan Prasad, Madurai. The venue will be either &
Carlton or Hotel Tamilnadu, Kodaikanal. Interactive sessions, Operative ¥l

ia, Posters, Orations, Panel discussions and Guest

Mountains, Valleys, Gardens, Temples Traditio
of all, the local cuisine awaits your arrival.

We expect the conference t
fellowship. It will be great occasi
own country.

© continue the tradition of excellence, amity and o
on to meet pioneers and masters from abroad and

For details please contact -
Prof. Dr. B. K. C. MOHAN PRASAD, M.S.,M.Ch.,
32, West Avani Moola Street, Madurai - 625 001.
Tel.: 0452 - 234591 1,2345822

Fax: 91 =452 2346626. E-mail-: madinonc@eth.net
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Statistical Significance: ‘to p or not to p’

Arun Chaturvedi

The development of modern medicine in the 20* century from an empirical sciencs %
a scientifically rigorous, evidence based discipline has largely resulted from high quais
medical research. Medical statistics is now an integral part of medical research and statistes
analysis is essential for presentation of meaningful results. However, this requires the clinicas

to have a degree of statistical literacy to critically and accurately interpret statistical date

Statistics is used as an analytical tool to prove or disprove scientific hypothesis. To #
uninitiated the p-value of less than 0.05 represents a ‘holy figure’, which cannot be questionss
This value churned out by complex mathematical methodology from equally compis
computers and statistical software remains unchallenged. The purpose of this article is %
help understand this ‘magic number’ and what it stands for, its pitfalls and its alternative

Statistics is used to make inference from a sample (the study subjects) to the overs
population. The statistical significance (p-value) of a result is an estimated measure of e
degree to which it is ‘true’ (in the sense of representative of the population). In a two amm
clinical trial the p-value is the probability that the difference between arm 1 and 2 is at leas
as large as that observed in the sample if there is actually no difference in the overall population
(assuming the null hypothesis).

The null hypothesis of the study is often that there is no difference between the fwa
arms. If the p-value is low (an arbitrary level could be 5% or 0.05), we reject the null hypothesis

It is important to remember that we are not proving the alternative hypothesis but rejecting
the null hypothesis of ‘no difference’.

A trial for, example, evaluating the response to two different combinations of
chemotherapy shows 45% response in one arm and 55% in the other arm. How do we know
that these results actually show a real difference and this difference is not a chance finding
a fluke? Statistical analysis of this data shows the difference to be statistically significant wits
a p-value of 0.03. The interpretation of this result is that if the null hypothesis of there beir
no difference in the response to the two combinations is true, there is a 3% chance of observin
a response difference as large or larger than the one observed. If there was truly no differenc
in the treatments in the overall population and the trial was repeated infinite number of
times this response difference of 10% would be expected to occur by chance in 3 out of 108
such trials.

A small p-value shows that the probability of obtaining the observed dFeramass

Do

chance alone is low and it is assumed that the null hypothesis does not hold; comwersaly &4

p-value is large, it is possible that the data are consistent with the null Fyootes I
cannot be rejected.

Prof. Arun Chaturvedi is Professor of Surgica Oncology at Deptt. of Surgical Omcslieg
King George’s Medical University, Lucknow
Correspondence to : Prof. Arun Chaturvedi, Dep#. of Surgical Oncology, King Geroge's Medical

University, Lucknow
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De<pite the fact that a p-value of 0.05 is frequently used as a default benchmark o
Bmisicant results this is a fallacious standard. Interpreting @ p-value is sensitive fo @ host of
&< all of which should be taken in to account by a conscientious researcher. Also, issues

=ng to study design and its execution are perhaps much more important than this single

\ W

sgic p-value’.

mmoortant points to be considered when interpreting a p-value:
+ o-value without a null hypothesis is meaningless. One should never interpret a p-value

shout knowing the null hypothesis with which it is associated.

The p-value does not prove that the alternative hypothesis is true; p-values are based on
dence against the null

ssumption that the null hypothesis is true and only provide evi
esis, not evidence to support the alternative hypothesis.

between the study groups, the scatter of
The larger the difference between the
he sample size, the more

oth
® The p-value depends on existing differences

+o (the standard deviation) and the sample size.

sudy groups, the smaller the standard deviation or the larger t
sgnificant the p-value.

s~ important difference between study groups may not
mall trial. Conversely, an unimportant difference may dp

be statistically significant ina
pear very significant in a large

4 The arbitrary p-value of 0.05 should not be used as a cut-off for significant results. It may
more relevant and meaningful to give the absolute p-values. Reporting that the p-
se is less than 0.05 is less informative as it could mean a p-value of 0.049 or 0.0001.
¢ i« much more informative and helpful to give the exact p-value.

4 non-significant p-value does not demonstrate that the null hypothesis is true. Large p-
walues may be simply due to small sample size or highly scattered data. A non-significant
~-value only means that the evidence is not strong enough to reject the null hypothesis.
+ »-value set at 0.05 may not be appropriate and may have to be set lower in certain

suations such as multiple comparisons.

Dne-tail versus two-tail p-value

A two-tailed (or two-sided) p-value represents the p
%= null hypothesis to be true, being as large or larger
seng superior fo the other. One-sided p-value considers
b= other as specified in the alternative hypothesis.

robability of the difference, assuming
than observed with either treatment
one treatment being superior to

Unless there is absolute certainty that the difference between two interventions can go
wbv in one way two-tailed p-values should be used. If a one-tailed p-value is used the
ss=rnative hypothesis must be stated in advance (a priori) specifying the intervention believed
= e superior. Changing from two-tailed to one-tailed p-values to obtain statistically significant
i< ot the end of a trail is misleading. There are suggestions that for one-tailed p-values

snificance levels should be set at 0.025.

hinical versus Statistical significance

nce the p-value depends on the sample size, large samples (trials)
-ally insignificant differences to be significant. On the other hand large clinically significant

4&=rences may not be shown statistically significant if the sample size is small.

S may prove small
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It is important in these situatio ( i p
Confidence intervals in this situation car i iti

Confidence intervals

Confidence intervals (CI)
the parameters of the target p

A 95% Cl represenis a range of values that will include the true population param

B
in 95% of all cases. If an infinite number of samples of the same size are taken from the som
overall population and the Cl calculated in the sam

€ manner, the true parameter S8
overall population would be included 95% of time.

provide a useful tool to determine a

range of values in w
opulation are likely to reside.

Confidence intervals and p-values are complementary. However, confidence e
Provide more information than p-value alone. Se

i
veral journals now request these 5= W
reported in the statisticql analysis.

If the 95% CJ includes the val
means or 1 for risk or odds ratio)
include the value of no differenc

ve of the null hypothesis (eg. O for differen

the p-value will be greater then 0.05. If the C
e p-value will be less than 0.05.

Multiple comparisons and subset analysis:

The more analysis you
conventional significance Je isk o
dent null hypotheses — all of which a

results. If multiple indepen ch are true
same investigation, the probability that one p value may become stafiction

chance alone increases,

perform on a datq set, the more resulis will
vel. Multiple comparisons carry the risk of proy

If 10 different null hypotheses are tested 'ne probaobility of cbioining o s
significant result at an alpha of 0.05% is 40% for 50 null bypothess 72

| S 4

hypofhesesifisover??“ The p-values must be o= S=r=C coung ™ T s g
null hypotheses are tested Comreciive mec : » ‘
applied to have a p-va

lr\vesrigo?ions for which nypothesis ore form

, rather than before performing #h
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Minutes of Annual General Body Meeting of
IASO held at Lucknow during NATCON-IASO

2003 on 20™ September 2003

Meeting called to order by President

Adjourned due to lack of quorum

Meeting again called to order

Minutes AGM at Kolkata read and passed

Audited account of 2002 presented and passed
Annual report of IASO read by secretary and passed.
Bylaws amendments-

Post of Associate Editor for two years — passed

Immediate Past Organizing secretary incorporated as co-opted executive member for
one year.

Guidelines for invitation of NATCON-

i) Organising secretary or his representative must be present in the NATCON to

present his proposal

i) Rs. 100 per delegate to be deposited to IASO after the conference.
iii) Audited accounts of NATCON to be presented in the next AGM or may be circulated

in the newsletter.

iv) Organizing secretary shall make efforts to donate a decent amount from the
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profit of NATCON besides Rs. 100 per delegate to IASO

It has been decided that on request, a loan of Rs. 25000 may be given to the
Organizing secretary of NATCON as seed money to start preparation, repayable
within 6 months of the conference.

Silver jubilee IASO oration in ASICON- passed

i) National or International speaker

ii)  Rs. 2000 oration award, a medallion and a citation to be presented

a) Detroit Fellowship- For 2004-5 Dr. Manoj Pandey of Trivandrum selected.

b) Baroda Traveling Fellowship- Dr. Prafulla Kumar Das of Cuttack selected for
2003-4. Dr. G.N. Shukla reminded that he had been instrumental in instituting
the fellowship. On information the money will be released to the fellow directly.
But as per stipulation one of them may be included in the selection process. So it
was decided to include DR. G. N. Shukla as a permanent member in selection.

a) Jaipur has been confirmed as the venue of NATCON 2004. Dr. Raj Govind Sharma,
Organizing secretary presented the logistics of the conference. The proposed
dates are 24™ , 25" &26™ of September 2004; to be confirmed in consultation
with the secretary of IGES. Since the NATCON's of both IASO & IGES are scheduled
for 3 week of September every year, the matter is in the agenda of GC meeting
of ASI to be discussed on 26" December at Pune.

b) Orations—Names yet to be finalized.




10)

11)

12)

15)

16)

c) Symposia— 1. Quality of life issues in cancer- Dr. Manoj Pandey- Trvancuss
2. Cancer Rectum—Dr. T. Gunasagaran-Chennai
3. Cancer of Uterine cervix—Local organizing committee

4. Operative video sessions on Head & Neck cancers- Dr. Anil D’Cruz-
Mumbai

5. Minimal invasive surgery— Local organizing committee
a) Symposia in ASICON Hyderabad- Dr. R. Pillarisetty, U.K ( topic to be announces
b)  Workshop on Oesophageal cancer— 2™ week of March 2004 at Cochin
Org. secy—Dr. Thomas Vergese, Cochin

News Letter— General body congratulated Dr. Sanjeev Misra for an excellent news

letter. Members urged to send quality articles & news items. Two issues per year %z
be published; in July & December.

a) Chairpersons of all the subcommittees urged to formulate programs & activate them

b) Dr. Ravikant informed that the IASO guidelines on common cancers will be reads &
December.

c) Modalities of fellowship program in Surgical Oncology are being worked out

WFSOS— Dr. R. |. Dave attended the WFSOS meeting at Los Angeles presentes

report. The next meeting is in Hungary, in March 2004. The editor advised to annowses
the schedule of various meetings in the newsletter.

Venue of NATCON 2005—three proposals— Kodaikanal, Mount Abu, Ludhicms

Kodaikanal selected by show of hands. Organising secretary will be Dr. B.K.C. Mohan
Prasad.

Election of office bearers—

a) Vice president— Four nominations
Dr. RaviKant, Dr. B.K.C. Mohan Prasad, Dr. S. Sadasivam, Dr. Sanjay Sharme

DrB.K.C. Mohan Prasad, Dr. S. Sadasivam, Dr. Sanjay Sharma Withdrew
Kant declared elected unanimously.

b)  Executive members—Six nominations

Dr. Sanjay Sharma, Dr. Amitabh Singh, Dr. Rajan. Tankshali, Dr. KA Pothok
Dr.S Sadasivam, Dr.Satish Jain. Dr. Sanjay Sharma & DR. Satish Join atete—
Rest four members declared elecied unanime sly for 2004-5

Any other matter—

a) DR. S.K. Shukla
reminded the obliga
by almost all the me
taken initiative with

in future also
b) The question of using IASO banner in CME progroms, Workshops & Conferences
generated consid nterest and debate. F r

delegation fee was

d de nally it was decided the CME wh
ken amount of Rs. 5000 or Rs. 50 per dele

is. 73 for two days event which ever was more must
deposited to use IASO banner.

for one day event or
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)
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"
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c)  AGMthanked DR. R. Karwasra, Dr. S. Sadasivam for contribution of Rs. 51,000 &
70,000 respectively from NATCONS organized by them.

d) AGM thanked Dr. Astha Misra for donation of Rs. 50000 to Dr. N. C. Misra oration.
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Dr.

President & members profusely thanked organizing committee for an excellent Silver
Jubilee NATCON.
President thanked the members for co-operation.

DR. D. D. Patel and members thanked President & executive committee for their
performance.

The meeting closed by president.

K.S Gopinath Dr. K. C. Kothari Dr. S. Kumar Dr. L. Sarangi
President Vice-President Vice-President Secretary

Secretariat
162 A, N.E. Railway Officer’s Colony,
Lahartara, Varanasi-221002
Phone-0542-2370361
Email- Isarangi@satyam.net.in

3

Conference Diary

28 September -1 October 2004
16™ EORTC/AACR/NCI Symposium on Molecular Targets and CancerTherapeutics
Geneva, Switzerland Contact : Email : info@fecs.be

3- 7 October 2004
25" Annual Meeting of the American Society for Therapeutic Radiology and Oncology Atlanta,

GA, USA Contact : Email : georgettes@astro.org

3-8 October 2004
10* Biennial Meeting of the International Gynecologic Cancer Society Edinburgh, United
Kingdom Contact : Email : igcs-10@kenes.com

10-14 October 2004
§* Congress of the European Association of Neuro-Oncology Jerusalem, Israel Contact :

Email : info@ortra.com

15-16 October 2004
9* International Conference on Geriatric Oncology : Cancer in the Elderly San Francisco, CA,

USA Contact : Email : imedex@ageoftravel.com

24-28 October 2004

23 Annual Meeting of the European Society for Therapeutic Radiology and Oncology
Amsterdam, Netherlands Contact : Email : info@estro.be

25-30 October 2004

7* International Conference of Anticancer Research Corfu, Greece Contact :

Website : www.iiar-anticancer.org

29 October-2 November 2004

29* Congress of the European Society for Medical Oncology Vienna, Austria Contact :
Email : alessia@esmo.org

28 November-3 December 2004

9u™ Meeting of the Radiological Society on North America Chicago, IL, USA Contact :
Email : rsna@itsmeetings.com

8-11 December 2004

27* Annual San Antonio Breast Cancer Symposium San Antonio, TX, USA Contact :
Email : rmarkow@ctrc.net

<D
-
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. DEV ANANG GUPTA & Co.

Vidya Complex, Kabir &
CHARTERED ACCOUNTS Varanasi-221 o
Phone No. (0542) 22144

Indian Association of Surgical Onc

ology
Receipts & Payments Accounts for The Period From 1.1.2003 1O 31.12.2003

e | ) e B

Opening Balance : Salary
Bank of Maharastra

2,172.00 Purchase of Medals
FDR with CBI -981 962 90,000.00 Citation
FDR with CBI -981997 75,000.00 IASO Agenda Expenses
FDR with Bank Stationary Expenses
of Maharastra ; & Postages
No. 256619 230,000.00 Audit Expenses 2,000
No. 677486 150,000.00 Oration Award 9.0008
No. 677828 50,000.00 Bank Charges 853 mm
No. 154776 50,000.00 Closing Balance :
Cash in Hand 1,266.00 648,438.00 | FDR with Bank of Indiq : |
Membership Contribution 62,350.00 | FDR No.1460820 50,000.00 f
Dt. 15.12.03 f0 15.12.06 ,4
Receipt from NATCON, Ooty 70,000.00 FDR No.1460821 50,000.00 |
Dt. 15.12.03 to 15.12.06 |
Receipt from Dr. N.C. Mishra 50,000.00 | FDR No.1460822 50,000.00
Oration Fund Dt. 15.12.03 to 15.12.06
Contribution from 51,000.00 FDR No.2159541 125,000.00
NATCON/PANCHKULA Dt. 30.4.03 to 30.4.06
Saving Bank Interest 308.00 | FDR with Bank
of Maharastra :
FDR Interest On Matured FDR 82,919.00 | FDR No. 677486 156,000.00
Dt. 7.9.02 t0 07.12 05
FDR No. 677828 50,000.00
Dt. 01.11.02 10 01.11 09
FDR No. 154776 50,000
'€ T -2 SQrrw
T
965,015 00 = im_?' L
Note : The above Receipts & Payment Account has been comp ©d on e boss of popers & s =
produced before us and information as given to us.

For : Dev Anand Gupta & Co. For : Indian Associction of
Chartered Accountants Surgical Oncology

Dated : 15.1.2004
Place : VARANASI

(Dr. L.Surangi)

(Dev Anand Gupta)
Proprietor

Secretary
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RAJIV PRIYANKA & ASSOCIATES 2/22, Vivek Khand - 2, Gomti Nagar,

Chartered Accountants Lucknow - 226 010
Phone : (0522) 391049

E-mail : rajivfca@satyam.net.in

Audit Report

We have examined the Receipt and Payment Account on NATCON IASO 2003
TONFERENCE at Lucknow held from 19" September to 21+ September 2003, which are in
sar=ement with the books of account.

We have obtained all the information and explanations which, to the best of our
wmowledge and belief, were necessary for the purpose of the audit.

In our opinion and to the best of our information and according to the explanations
L 2wen to us, the said Accounts give a true and fair view :-

n the case of the receipt and payment account of “NATCON IASO 2003 CONFERENCE.”

For Rajiv Priyanka & Associates
Chartered Accountants

Jote @ 16.08.2004 (Rajiv Agarwal)

#Mace : Lucknow Proprietor
Membership No. - 73268

32 « NEWS LETTER



NATCON IASO - 2003

Held at Lucknow from 19" September to 21+ September-2003

Receipt And Payment Account

Receipts Amount Amount Payments Amount

By Opening Balances -

Cash in Hand 0.00 To Salary/Honrarium 247

Allahabad Bank 0.00 0.00 To Printing & Stationery 5
To Postage, Courier & Fax Charges 24
To Telephone & Internet Expenses

By Delegate Fee and Donations 762225.00 To Accommodation &
Conference Expenses 6374

By Advertisement, Sponsorship 1527663.00 To Audio Visual Expenses 55

& Stall Charges

By Interest Income 14613.00 To Bank Charges

By Others 9600.00 To Miscellaneous Expenses S

To Momento & Compliment Expenses
To Donation to Parent Body
To Prof. N.C. Misra Oration
To Audit Fee

To Travelling Expenses

To Closing Balances -

Cash in Hand 0.00
Allahabad Bank 38632.50

(Reserved for printing of IASO N

and proposed CME Onco

Total Rs. 2314101.00 Toto &

As per our report of even date on separshe
For Rajiv Priyanka & Associctes

Chartered Accoundon

Date : 16 Aug 2004 (Rajiv Agarwal
Place - Lucknow Proprieter Sroomisrg Seceor

f)
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Agenda of AGM 2004 at Jaipur

5" September 2004; Time : Afternoon after th
Venue : Hotel Clarks Amer

Date : 2

>-esidential address
winutes of last AGM on
sudited accounts of 2003
anual report of IASO

Aaws amendment proposals
Shifting of NATCON from 3 weekend of Septem

This is being proposed to avoid clashing of annua
section. They have promised to prepone their conf
September.

5) Proposal from Dr. Ravi Kant—Before any
served one term in the Executive and eit

IASO or must have published a minimum O
to Cancer. He must have attended last three JASO meetings.
Immediate past president of IASO will be the official representative
Proposal from Dr Sanjeev Misra—
work done in India on
award. The applicant should be not more t
the year of application.

llowships

2\ Detroit 2005-2006
o) Baroda traveling fellowship 2004-2005
NATCON 2005
5) Confirmation of the venu
b) Orations
¢) Symposia

5 ASICON 2005- Trivandrum
a) Silver Jubilee Oration

b) Symposia

¢) Guest lectures

Program & budget of 2005

News letter
IASO practice guidelines on common cancers

Venue of NATCON 2006
Any other matter with permission of the chair

Election of office bearers

20" September at Lucknow to be presented

G o e

her he must have served

o

e- Logistics to be presented by the org. se

O s N

Vacancies—
Vice- president—1
Secretary —1

Editorial secretary- 1,
Joint editorial secretary—1
EC members—4

7. Vote of thanks
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f six articles in any indexed

ly. Work done outside India will not be con
han 40 years of age on %!

e scientific sessions

ber to 4™ weekend of September.
| conference of gastroenterology
erence to second weekend of

one is elected vice-president, he must have
as Secretary of
journal related

in WFSOS.

The applicants for Detroit Fellowship should present
sidered for the

1 December of

cretary
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IASO BYE LAWS

The bye-laws of the IASO as adopted at one of the general body meetings held m
December 1997, Mumbai and 2002 and amended time to time.
These bye-laws supercede all previous bye-laws of the IASO.

| In these bye-laws, unless there is anything repugnant in the subject or context,
(a) |ASO means “Indian Association of Surgical Oncology”. -This will remain a sechas
of the ASI.
(b) ASI means uAssociation of Surgeons of India”.
() Memorandum and Rules and Regulations mean “Memorandum of the Associofas

and Rules and Regulations of the ASI” which came into force in 1985.

2 Name : The name of the Association is "|ndian Association of Surgical Oncology= - %
section of ASL.

3. Address: The office of IASO is the place from where the Secretary functions.

4., Objects: IASO is formed as per guidelines set in schedule Il of memorandum of &3
and was approved as a section in 1977. The obijectives of IASO are same as stale= &
schedule lll of memorandum of ASI. Further to that, IASO will encourage and advanes
the study and practice of the science and art of surgical oncology and allied organisciass
concerned with cancer problems.

5; Membership :

(a) Life Membership: A life member should be a full member [Annual L= of 558
parent body “The Association of Surgeons of India”. All persons, &
with sufficient interest in cancer surgery/prachiang &= cer surgeons/compisn=y
an acceptable training in cancer surgery’ pe rsUing researc S
related subject, are eligible for becoming life member

(b) Associate Membership: Those w r
those who are interesied in surgery
Radiology, Patho n
ASI. Subscription E a
general body of the ASO. Generally all memi

6. Termination of Membership:

(@) If @ member of I1ASO ceases to be a member of ASI, he/she will cease fo &=
member of IASO.

(b) If a member fails to pay subscription by due date or resigns, he/she will cease#s
be a member of IASO.

7. Year: The year of the IASO will be same as of ASI - Ist. January to 31st December

8. Management:

(@) 1ASO will be manged by an Executive Committee consisting of following offics
bearers, members and ex-officio members:

s decided from time to time by e
bers will be inducted as life membess

i President
ii. Vice President:2
iii. Secretary
iv. Editor
EAVE Associate Editor
vi. Members: usually 8 members will constitute the executive committee.

(b)  All past Presidents will be invitees to Executive Committee meetings.
(c) . Organizing Secretaries of both immediate past and future NATCON will be co-
opted members of Executive Committee of IASO for the year.
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d) Only those members and life members who have put in minimum 5 years of

membership are eligible to election to Executive Committee.

Save and except President, the tenure of all office bearers and members will be

for two years.

The president shall hold office for one year. Senior Vice President will be the

President after expiry of his term unless he/she has resikgned, indisposed or

disqualified otherwise.

Election :

a) Election of the vacant posts as notified by the Secretary of IASO will be conducted
in the Annual General Body Meeting of IASO to be held during the annual
conference of IASO in NATCON every year.

b) Every eligible member shall be proposed and seconded by two full members of

IASO in the meeting after the proposed member has consented for the election.

) Ifthereis no contest, the President shall declare the member elected for the post.

Otherwise the election shall be by show of hands or secret ballot as decided by
the President.

d) If a poll is demanded by at least 25% of the members of IASO present in the
meeting and President is satisfied that such demand has been carried out by
majority of members present in the meeting, the vote shall be taken by ballot.

Power of Executive Committee: Shall be same as that of the Governing Council

of ASI.

The function and responsibility of different office bearers of IASO will be same

as that of ASI. The secretary will maintain and present the audited accounts each year

at the annual conference.

Meeting and Conference :

a)  |ASO shall hold Annual General Body Meeting every during the Annual conference
of NATCON and transact the business stated in bye-law 15(b). Other meetings,
be it of Scientific, Social/Executive Committee/General Body in nature, may be
held as per the requirements of IASO.

(b)  1ASO shall endeavor to organize Mid-term conference at least once every year
and appoint an organizing secretary for the conference in its Annual General
Body Meeting.

Annual Report : An annual report stating the activities of the year shall be prepared

by the Secretary for Annual General Body Meeting, a copy of which is to be sent to

headquarters of ASI.

Accounts of the year : Accounts of the year of IASO shall be prepared by Secretary

and audited by an auditor appointed by General Body within six months of the closing

of the year. This should be placed in the General Body Meeting and after adoption, a

copy sent to Headquarters of ASI

Annual General Body Meeting :

(@)  Annual General Body Meeting (AGM) shall be held once every year as stated in
Bye-laws.

(b) The following business will be transacted in the AGM.

i Annual Report.

ii. Audited accounts of the previous year.

iii. Programme and budget of the next year.

iv. Recipients of various orations for the next year.

V. The venue of Mid-term conference and appointment of Organising

Secretary.
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16.

17.

18.

19.

20.
21.

22,

23.

vi. Election of the office bearers and members of the executive commities

vii.  Any other business with the permission of the President. Topics of S
symposia and their conveners, theme of CME, workshops and programms
outline should be discussed in the General Body Meeting.

Journal: IASO shall publish its own Newsletter and shall elect Editor for the some %

will be the sectional editor of the Indian Journal Surgery.

Income : Income of the IASO shall be derived from:

(@) Admission fees and subscription from members, life members and assoce
members.

(b)  Excess of income over expenditure in Mid-term conference.

(c) Donations.

Investment : IASO shall have account with nationalized or reputed bunk to be cpemm

by persons authorized by General Body Meeting. The surplus fund affer meeting stcusms

annual expenditure shall be invested in fixed deposits of such banks and cpsrmse
securities or in any other manner to be decided in the General Body Meeting ‘

Utilization of Funds :

IASO shall have account with nationalized or reputed bank and shall invest fumes |

required for its regular day to day activities in fixed deposits of such banks or cpsmmst

securities as had been decided by the General Body Meeting. The accounts wil

operated as per provisions of memorandum of ASI. The proceeds of income from v

deposits and investments shall be strictly spent for specific purpose for which s

fund/funds are created.

Representation: IASO shall be represented as per Memorandum of ASI.

Amendment of Bye-laws : Any of the bye-laws of IASO may be altered or rescosut

to or new bye-laws may be made at General Body Meeting by majority vote T

amendment shall come into force after it is circulated to all members and prowat

objection to such amendment of IASO is not received from ASI and 50% of valid mert
of IASO within three months from the date of circulation. A copy of such amendsmit
to be sent to Headquarters of ASI.

Schedule : IASO secretariat shall maintain a schedule comprising the various ot

fellowship research grant or any other grant for scientific works with rules and reg /cmm

for these awards and management.

(a) Radha Devi oration will be delivered by the outgoing President at the St
meeting of ASI. Rs. 5000/- have been donated for the oration by the family = i
S.P Jain. The orator will get a plaque, a cheque for Rs. 2000, certificate st
medcal.

(b)  Motibhai Oration will be delivered by an orator selected by the exs=cu
committee, and endorsed by the GBM. The oration will be delivered at the &
meeting of IASO- NATCON. Rs. 50,000/- have been donated for the couse »
Dr. D.D. Patel and family. Only interest is to be used. 50% of interest &= %
reinvested to generate same amount of money even in the era of falline

rates. Thus, only 50% of interest should be available in the year to owomt ¥
orator a plaque, a cheque for Rs. 2000, a certificate and a medal. Local hossssi
by the organising secretary NATCON.

()  Dr.N.C. Misra Oration : Will be delivered preferably by an eminent fore gn soe
selected by a panel consisting of the President IASO, Secretary IASO ome
Organizing Secretary of the NATCON. In case of selection of eminent s
from India, consultation will be held with the nominee of “The Siudert = i e

N.C. Mishra”, who have donated Rs. two lakhs and fifty thousand as endessmt
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Only interest is to be used. 50% of interest is to be reinvested to generate same

amount of money even in the era of falling interest rates. Thus, only 50% or less

of interest should be available in a year to award the orator a plaque, a cheque

for Rs. 5000 or more/less (subject to calculation of interest), a certificate and a

medal. Local hospitality by the organizing secretary NATCON.

Silver Jubilee oration in ASICON - Will be delivered by national or international

faculty. The orator shall receive a medallion, citation and Rs. 2000.

Detroit Visiting Fellowship - A fellowship to visit Detroit will have local hospitality

included by the host institution excluding the travel cost to and from USA. The

candidate should be less than 40 years of age, and permanently employed.

Selection based on CV and paper presentation during NATCON meeting. Selection

panel includes Dr. KK Maudar, President and Secretary of IASO. In case Dr. KK

Maudar is not available than a person nominated by him or in case nominee is

not available, than senior Vice President will be member of the panel.

Baroda fellowship : Rs. 5000 will be awarded to a young surgeon for visiting

travel support to a research or therapy oriented cancer center. No person can be

awarded the prize again. Frequency of award - Once a year. Selection Panel :

President, Secretary IASO & Dr. G.N. Shukla, Eligibility of applicant - young

surgeon, selection based on CV.

Best paper presentation will be awarded Rs. 1000 towards complimentary

Associate Membership of the IASO. Eligibility : Post-graduate student.

Best poster presentation will be awarded Rs. 1000 towards complimentary

Associate Membership of the IASO. Eligibility : Post-graduate student.

(i) WFSOS : The official representative of IASO in WFSOS will be immediate
past president or his nominee. It will be the responsibility of President to
generate $ 500 for yearly membership of WFSOS.

(ii) Dr. K. S. Panda - Dr. Gopinath Quiz Award : During NATCON meeting
winner will be awarded Rs. 700 and runners up to Rs. 300. Dr. K. Panda &
Dr. Gopinath donated Rs. 10,000 each towards the seed money for the
Quiz award. Eligibility - all the delegates of NATCON. In case of prize
being won by a person who is not a member, the winner will get an
additional Rs. 300 from the IASO towards his life membership dues, and
cash award will be adjusted towards the life membership of IASO. -

Guidelines of invitation for NATCON -

a)

a0

Organising secretary or his representative must be present in AGM to present his
proposal.

Rs. 100 per delegate must be deposited in IASO account. Besides this a opart of
the savings may be donated to IASO.

Audited accounts to be presented by next NATCON or circulated in the Newsletter.
It has been decided that on request, a loan of Rs. 25000 may be given to the
organizing secretary of NATCON as seed money to start preparation, repayable
within 6 months of the conference.

Use of IASO banner in CME programs, Workshops & Conferences - It was decided that
n CME where delegation fee was charged, a token amount of Rs. 5000 or Rs. 50 per
delegate for one day event of Rs. 75 for two days event which ever was more must be

deposited to use IASO banner.




Scientific Programme
NATCON-IASO - 2004

Day 1 (24™ September, 2004)

HALL A

08 :00-09:00a.m. Registration

09 : 00 a.m. onwards Lectures,
The Evolution of Breast Cancer Care in The United
Kingdom, Dr. Raghu Pillarisetty, UK
Lymph Node Management in Early Stage Breast Cancer
the Learning Curve and Questions of Relevance
Dr. James Rucinski, USA
Breast Cancer, Dr. Andrew Baildam, UK
Moti Bhai Oration, Health economics on the role of
Aromatase inhibitors in the adjuvant management of
Breast cancer”, Dr. Robert Mansel,
Radha Devi Oration, The Mandible AS Viewed by the
Surgical, Dr. K. S. Gopinath
Pathak memorial oration, “Redefining the Role of the
surgeon in Oncology”,
Dr. P B. Desai
Symposium Quality of life issues in cancer
Moderator: Dr. Manoj Pandey,
Participants : Dr. Sandeep Kumar, Col. L Vohre
Dr. Pankaj Chaturvedi, Dr. Gurpreet Singh, Col. Manomoy
Ganguly, Dr. Rajeev , Dr. SVS Deo, Dr. Harit Chaturvedi

01:00 - 02:00 p.m. Lunch & EBM,

2.00 p.m. onwards Symposium, Carcinoma uterine cervix,
Moderator: Dr. Hemant Tongaonkar & Dr. Mridul Gehlot
Participants: Dr. Urveshi Jha, Dr. Mridul Gehlo?
Dr. M.R. Kamat, Dr. Shrivastva , - Dr. Hemant Tongaonkar
Dr. Rama Joshi
Lectures,
The Essentials of Reach To Recovery International,
Raniit Kaur, Malaysia
Post mastectomy breast reconstruction,
Dr. Gurpreet Singh
Oncoplastic Surgery in Breast Cancer,
Dr. Shailesh Chaturvedi, UK
Lymphadema in Malignancies,
Dr. Ajay Kumar Khanna
Papers
Inauguration followed by Dinner

HALL B

03:00 p.m. onwards Lectures

Molecular Targets in Breast Cancer & Genetic Strategies,
Dr. Raashid 1. Shahbazi, Ireland

Radiguided Occult Lesion Localisation technique for
impalpable breast lesions, Dr. Rana Nadeem UK

Tumor Markers in Breast Cancer, Dr. G. L. Telang

For HER 2 Positive breast cancer, Dr. Hemant Malhotra,
Papers

* Tentative Programme : Subject to change
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LC
20 p.m. onwards Videos, Papers
Day 2 (25" September, 2004)
.1 A
20 a.m. onwards Detroit Papers

Lectures
Transmandibular approach to total maxillectomy,
Dr. Ram Mohan Tiwari
Head & Neck Reconstructions, Dr. Kalra
Dr. N. C. Misra Oration,
Recent advances in head & neck cancer management,
Dr. Jatin Shah, USA
Symposium on Head & Neck cancers (Video)
Moderator: Dr. A. D’Cruz
Lasers - Vocal Cords, Supraglottis - Dr. Deepak Parikh,
Recent Advances in Voice Conservation - Supracricoid
Laryngectomy,NTL - Dr. S A Pradhan, Supraglottic
Laryngectomy - Dr. Sameer Mehta, Total Thyroidectomy -
Dr. Devendra A Chaukar, Extended Thyroid
Resection (Trachea) - Dr. J P Shah, MND - Dr. Kannan,
Tracheal Resection for Tracheal Tumor - Dr. Somesh
Chandra, Marginal Mandible - Dr. Sudhir Bhahadur,
SOHD- Dr. Kiran Kothari, Fibullar bone graft implant -
Dr. Sanjay Kapoor, Parotid surgery - Dr. Ravi Deo,
Deeplobe parotid - Dr. J P Shah, Vertical Partial
Laryngectomy - Dr. Mandar Desphande
Rathi memorial oration,
“Advances in multimodal approach to Gl Malignancies”,
Dr. P. Jagannath

0 - 02:00 p.m. Lunch

S p.m. onwards Panel Discussion, Carcinoma Rectum,
Dr. T.Gunasgaran & Dr. Sanjeev Misra
Lectures
Hepato Bilary Surgery, Dr. Koji Tsurata,Tokyo
Hepato Bilary Surgery, Dr. Hiroyuki Baba,Tokyo
Port Site Metastasis - myth or Reality, Dr. Ravi Kant
Expandable Stents in Gastro Intestinal Tract,
Dr. S. S. Sharma
Papers
Oncoquiz, Dr. Sanjeev Gupta & Dr. Arun Giri
AGM
Banquet at Raj Palace

LB

@ p.m. onwards Lectures

Microsurgical Vascularized double barrel bone transfer
as limb salvage procedures in Osteoclastoma /
Osteogenic Sarcoma & Soft tissue tumors of long bones,
Dr. Ashok Gupta

Database development in Surgical Oncology,

Dr.S. V. S. Deo

Transrectal Ultrasono for ProstateBrachytherapy,

Dr. Sayan Pathak USA

Papers




HALL C

03:50 p.m. onwards Videos, Papers

Day 3 (26™ September, 2004)
HALL A
08:00 a.m onward Papers Lectures,
Chemotherapy and Surgeons, Dr.Purveesh Pareekh
Minimal access surgery in thoracic malignancies,
Dr. Rajesh Mistry
Symposium on Minimal Invasive Surgery
Laparoscopic Videos
Moderator: Dr. C Pallanivellu
Participants: Dr. H. Ramesh,Dr. Ramesh Arthanari,
Dr. Gopinath,Dr. Gaston,Dr. Parthasarathi R.,
Dr. Sendhil Kumar K. Moderator:,
Dr. Kiran Kothari,Dr. Gopinath, Dr. L. Sarangi
Laparoscopic Anterior resection :
Current Trend in Minimal Access Cancer Surgery,Esophagecias
Distal Gastrectomy, Jejunal Pouch formation, TME, Right oms S
colectomy technique, Distal Pancreatectomy, Nephro Uretreciass
Lap. Hepatic Resection
Lectures
Hepatic Resection, Dr. H. Ramesh

What is new in management of Barrett’s esophagus and
esophageal cancer ,

Dr. Pramod Bhonde, Canada
Peritoneal carcinomatosis of colorectal origin, a potentialy
curable disease,

Dr. Frans A. N. Zoetmulder, Netherlands

Imaging guided interventions in the hepatobiliary
malignancies, Dr. Brijendra Rawat, Canada

01:00 - 02:00 p.m. Lunch
2.00 p.m. onwards Videos
Valedictory function

HALL B
08:00 a.m. onwards Papers
11:00 a.m. onwards Lectures

Pegylated Liposomal Doxorubicin in Recurrent Carcinoma
Ovary, Dr. Sanjeev Misra

Pegylated Liposomal Doxorubicin in Metastatic Breast
Cancer, Dr. 1.D. Sharma

HALL C
08:00 a.m. onwards Papers
Videos
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IASO New Members and Associate Members
New Members (01.01.04 to 31.07.04)

Dr. Mohan Gupta,
ASO Number G0038
nd Floor, Twin City Market,

3-4-183t0 199 Moazam Jahi Market,

Syderabad - 500001 .
ele : 040-24745660 (R)
940-24612762 (W)
Mobile : 9848030430
Dr. Nikhil Singh

#50 Number - S0100

Dr. Vinod Chandra Pandey,
IASO Number P0038

61, Tilak Nagar,

Aishbagh, Lucknow (UP)

Tel : 05212-213540 (R)
Mobile : 9415082630

Dr. Jai Dev Wig

IASO Number WO0003
8H/5,Sector 12, PGI Campus,

Chandigarh-160012

"17/H1/212, Pandu Nagar Tel. : 0172-2745234 (R)

Sanpur - 208005 0172-2747369
=l : 0512-2218230

E.Mail : jdwsijni @ hotmail.Com:.
~91-522-2302270 9. Dr. Anil Kumar Mahajan
Wobile : 9415041027 IASO No. M-0052
®r. Navneet Kaur Surgical Specialist
#50 Number K0054 Sub. Divn. Hospital, DEHRA

97, Gagan Vihar Delhi-1 10051

Distt. Kangra (H.P) - 177 101
%= :011-22518435 01 1-2258621 Tel. 01970-233309
obile : 9811727200

E.Mail : arunanita @ yahoo.com.
Mail : drnavkaur@hofmail.com. 10. Dr. Saiket Gupta
or. A.C. Jenamani, IASO Number G0039
SO Number J0014 Flat-B-3/2, Parijat 24 Mardeville
-Ram Nagar, Khurda, Gardens Kolkatta-75001 9
~/Distt.-Khurda. Orissa - 752055 Tel. : 033-24605171 (R)
06755-221001 (R) 033-23585211
'55-220054(W} Mobile : 9831175819
woile : 9861046469

Fax : 033235851 98
}.‘gf};qienqmani@yohoclcom‘in. E.Mail : shcikafag@hofmail.com
- Manish Mandal 11

- Dr. Ramesh C. Bharti
S0 No. M-0051 MDH 1/6, IASO Number B0041
MS Campus, Sheikhpura Blessington Estate
Bna - 800014 (Bihar) Near Revoli Theatre
0612 - 2624874 (R) Shimla - 170 001
#12-2287099 - Extn. 238 Tel : 0177-2652322 (R)
oile : 09431014874

0177-2883339 (W)
oil: drmcnishmandol@yohoo.com, Mobile : 9816033999
Sirshendu Roy

E.Mail:mmeshbhaﬁi@ rediffmail.com.

SO Number-R003] 12. Dr. Samir Gupta

S, Bank Colony, IASO Number G0040
bakuria, Kolkata-700 03] Command Hospital (CC),
=t Bengal) Lucknow. (UP)-226002.

033-24736007 & Tel. : 0522-2483672 (R)
290640 (R) 0522-2296578 (W)

e:9831122093 E.Mail : samirgupta 1967 2 yahoo.com.
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E_ Associate Members (01.01.04 to 31.07.04)

1. Dr. G.D. Anandgiri, 8. Dr. S. B. Srivastava

Associate Number-IASO-34 Associate Number-IASO-41
C/o Dr. Dhirubhai A.Gosai D/503, Old TB Quarters No. 20
Kedar flat Opp. Rajasthan Hospital, M.P Shah Cancer Hospital
Shahibaug, Ahmedabad-4 Civil Hospital Campur,
Tel. : 079-2884747 (R) 079-2860122 Ahmedabad-380016.
Mobile : 9825064530 Tel l;cl)79;)242266883288]584(0R)
Mobile :
$ ADSr;(.)’ClSOfeV;fJ?T:,bueC:ﬂASO-?)S E.Mail : drsapanbsrivasfcvo@yohoo.coh‘
E/24, Shaum Apartment Shahibaug Bih 9. Dr. A.'P"" Mishra
- ) Associate Number-IASO-42
Rajasthan Hospital Ahmedabad RMO
g Quarter No.6,
Tel. : 079-22292158 Gui C dRr h Instl
Mobile : 9825447341 vlarat Lancer and.Research Insfitutie
New Civil Hospital Campus,
3. Dr. B.A. Patel,

Ahmedabad - 380016
Mobile : +919426341576
E.Mail : drarpanmishra@yahoo.com

Associate Number-IASO-36
39, Old PK. Hostel, New Civil Hospital,

Asarawa, Ahmedabad - 380016 10.Dr. Sunil Dharnia
Tel : 02763-220255 Associate Number-1ASO-43
Mobile : 9825252173 V ¢ 105 Jai Narayan Vyas Colony
4. Dr.S.Y. Kulgod Bikaner (Rajasthan)
Associate Number-IASO-37 Tel : 0151-2232405 (R)
R.No. 15, Research Hostel s ?_;‘Ot;l/le :k94263‘8;194|1(4
Gujarat Cancer -Ur. Venkatachala K.
Research Institute (GCRI), Ahmedabad Associate Number-IASO-44
Mobile : 079-31007625 ;ogrghNa.gZ, Ne\:{ Resiairch Hoste
: -2 Shah Cancer Hospital,
S. Dr.S.(;. Rameshbhai Civil Hospital Campus, Asarwa
Associate Number-IASO-38 Ahmedabad — 380016
85, Premchand Nagar, : Tel : 080-23206280 (R) 078-2268145
Judges Bungalow Road, Satellite Mobile : 079-31043010
Ahmedabad-380015 E.Mail : drvankat-24@rediffmail.com.
Tel : 079-26747832 (R) 12.Dr. Ashutosh Gupta
079',2268]45] (W) Associate Number-IASO-45
Mobx_le 3 9824062590 Room No. 12, Research Hostel
E.Mail : chaitanyashroff@yahoo.com GCRI, Ahmedabad (Guijrat)
6. Dr. P. J. Shah

Mobile : 079-31051177
Associate Number-IASO-39 13.Dr. D. R. Rajde,

15/A, Raghunath Park, Nawa Vadaj, Associate Number-IASO-46

Ahmedabad - 380018 4, Ratandeep Apartment, Shahibaug
Tel : 079-27640869 (R) 079-22681451 Ahmedabad (Gujarat)-380017.
Mobile : 079-31030083 Mobile : 9824240302

E.Mail : pinjshah@yahood.co.in. 14.Dr. Chandramohan K.

7. Dr. Yathish Kumar H.M. Associate Number-IASO-47
Associate Number-IASO-40 RM.O Quarters No. 3,
Room No. 3, Research Hostel, GU|arcf Cancer and Research Centre
Gujrat Cancer and Research Institute, New Civil Campus, Asarva
Ahmedabad — 380 016 Ahmedabad - 380016
Mobile : 079-31066308 Mobile : 079-31038323
E.Mail- ;/ashiyo@yohoo — E.Mail : dremohank@rediffmail.com

drcmohan @ yahoo.com.
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= Dr. MY, Chikkanarasaiah

16.Dr, Anshuman Kumar
Associate Number-lASO-48 Associate Number-lASO-49
38, PG Hostel, Gujarat Cancer & Room No. 20, Old TB Quarter,
Research Institute Civil Hospital Cancer Hospital, Civil Hospital
Campus, Asarwa, Ahmedabud-]é Campus Asarwa,
Tel : 079-2681451 (W) Ahmedabad - 380016,
Mobile : 079-31038330 Mobile : 09426561717
£ Mail : Madhuyc @ yahoo.com E.Mai

Mail : r.anshurich @ yahoo.com.
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Laughter the Best Medicine

Marriage Programme

This is what a guy wrote to a Systems Analyst (Marriage Programme);

Dear Systems Department,

I'am desperate for some help! | recently upgraded my program from Girlfriend 7.0 %
Wife 1.0 and found that the new program began unexpected child processing and also took
up a lot of space and valuable resources. This wasn't mentioned in the product brochure. s

addition Wife 1.0 installs itself into all other programs and launches during systems initializatios
and then it monitors all other system activities.

Applications such as “Boys’ Night out 2.5" and “Golf 5.3"” no longer run, and crashes

the system whenever selected. Attempting to operate selected “Saturday Rugby 6.3” always
fails and “Saturday Shopping 7.1” runs instead.

I cannot seem to keep Wife 1.0 in the background whilst attempting to run any of my

favourite applications. Be it online or offline. | am thinking of going back to “Girlfriend7.0"
but uninstall doesn’t work on this program. Can you please help?

AND THIS WHAT THE ANALYST SAID:

Dear Customer,

This is a very common problem resulting from a basic misunderstanding of the functions
of the wife 1.0 program.

Many customers upgrade from Girlfriend 7.0 to Wife 1.0 thinking that Wife 1.0 is merely
a UTILITY AND ENTERTAINMENT PROGRAM.

Actually, Wife 1.0 is an OPERATING
You are unlikely to be able to purge Wife
1.0 was not designed to do this and it is i
files from the system once it is installed.
Wife 2.0 but have ended up with even
Support and Solicitors’ Fees).
and deal with the difficulties as

SYSTEM designed by it's creator to run everything.
1.0 and still convert back to Girlfriend 7.0, as Wife
mpossible to uninstall, delete or purge the program
Some people have tried to install Girlfriend 8.0 or
more problems. (See manual under Alimony/Child
Having Wife 1.0 installed, | recommend you keep it installed

best as you can. When any faults or problems occur, whatever
you think has caused them, you must run the C:\APOLOGIZE\FORGIVE_ME program and
avoid attempting to use the Es

c-key for it wili freeze the entire system. It may be necessary to
run C:\APOLOGIZE\FORGIVE_ME a number of times, and eventually hope that the operating
system will return to normal. Wife 1.0, although a very high maintenance programme, can
be very rewarding. To get the most out of it, consider buying additional software such as
“Flowers 2.0” and “Chocolates 5.0” or "HUGS\KISSES 600.0” or TENDERNESS)
UNDERSTANDING 1000.0", or even “Eating Out Without the Kids 7.2.1" (if child processing
has already started). DO NOT under any circumstances install “Secreta

ry 2.1” (Short Skirt
Version) or “One Nightstand 3.2 (Any Mood Version)

, as this is not a supported application
for Wife 1.0 and the system will almost certainly CRASH.
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