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PROGRAM AT A GLANCE (ALL PROGRAMS WILL BE HELD AT BALLROOM LEVEL 3)

DATE/ TIME

FEB 22, 2012

1:00 PMi 8:00 PM
2:00 PM- 6:00 PM
FEB 23, 2012

6:00 AMi 4:00 PM
8:00 AMi 4:00 PM
8:00 AMi 4:00 PM
9:55 AMi 10:25 AM
12:00 PMi 2:00 PM

12:00PM 2:00 PM

3:00 PMi 3:30 PM
5:00 PM

FEB 24, 2012

6:00 AMi 4:00 PM
7:00 AMTi 8:00 AM
8:00 AMT 4:00 PM
8:00 AM1 4:00 PM
8:30 AM1 12:00 PM
9:30 AMi 9:45 AM
12:00 PMi 2:00 PM
12:00PM 2:00 PM
3:50 PMi 4:10 PM
5:00 PM

5:00 PMi 6:00 PM

6:30 PMi 9:00 PM

7:00 PMB 10: 00 PM

FEB 25, 2012

6:00 AMi 4:00 PM
8:00 AMT 4:00 PM
8:00 AMT 4:00 PM
9:55 AMi 10:05 AM
12:00 PMi 2:00 PM
12:00PM 2:00 PM
2:00 PMi 5:00 PM
3:00 PMi 3:50 PM
5:00 PM

6:00 PMi 9:00 PM

EVENT

Registration Desk Opens
BMS Advisory Board (By Invitation Only)

Registration Desk Opens

Exhibit Booths Open

Plenary Session
Coffee Breakl

Lunch Symposium: Celgene (Open to all Delegates)

(By Invitation Only)
Coffee Breakl|

Closing Remarks

Registration Desk Opens

Aplastic Anemia Spotlight Session: Pfizer Oncolo¢

Breakfast Session: Sanofi Oncology

Exhibit Booths Open

Plenary Session

Celgene Advisory Board (By Invitation Only)

Coffee Breakl

Lunch Symposium: BMS (open to all delegates)
ITP Spotlight Session: GSK (By Invitation Only)

Coffee Breakll
Closing Remarks

Poster Session

Dinner Symposium: Millennium Takeda (Open to All)

Gala Dinner (Paid Guests only or by Invitation)

Registration Desk Opens

Exhibit Booths Open
Plenary Session
Coffee Breakl

Lunch Symposium: Novartis (open to all delegates)
ITP Spotlight Session: GSK (By Invitation Only)

Meet The Expert Session: Novartis (By Invite Onl\

Coffee Breakll

Closing Remarks

Onyx Advisory Board (By Invitation Only)
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Queensway/Victoria Room
Aberdeen Room
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Queensway/Victoria Room



MESSAGE FROM CHAIRMEN

DEAR COLLEAGUES,

Thank you for joining us at the 3rd International Hematologic Malignancies Conference
'‘Bridging the Gap 2012 (BTG2012)' to be held in Hong Kong on Februai3522012.

This congress will bring together leading authorities in hematology from across the world,
who will present their latest findings on treatment breakthroughs, including new protocols
and pharmaceutical interventions.

The BTG2012 program is highly interactive and includes unique "Meet the Professor"
sessions, 'Best Abstract’ Oral Presentations, Poster Presentations, Satellite Symposia,
'Spotlight Sessions' and interactive programs dispersed throughout didactic sessions.

Topics will cover the latest advances in the pathophysiology and therapy of leukemias,
myelodysplastic syndromes, myeloproliferative disorders, lymphomas and myeloma. In
addition, special lectures will be dedicated to advancements in the field of Stem Cell
Transplantation.

Four Abstracts will be chosen for $1000 USD cash prize as well as oral presentation at the
meeting.

We look forward to this exciting event and would like to thank the meeting delegates,
faculty and sponsors.

\ Y
Richard Champlin, MD James CS Chim, MD Morton Coleman, MD

EXECUTIVE CHAIRMAN

Zhi-Xiang Shen, MD

BTG2012HK



ABOUT HONG KONG

The bustling city of Hong Kong was just a collection of fishing villages when claimed by Britain

in 1842 following the First Opium War with China. The Kowloon Peninsula was handed over in
1860 and a 99ear lease on the New Territories, comprising the area north of Kowloon up to the
Shenzhen River plus 235 outlying islands, was granted in 1898. Under the unique principle of 'One
Country, Two Systems', Hong Kong returned to Chinese sovereignty on 1 July 1997 as a Special
Administrative Region of the People's Republic of China. This arrangement allows Hong Kong to
enjoy a high degree of autonomy, retaining its capitalist system, independent judiciary and rule of
law, free trade and freedom of speech.

Hong Kong is situated on the southeast coast of China at the mouth of the Pearl River facing the
South China Sea. Covering an area of 1,104 square kilometres (425 square miles), the territory is
made up of Hong Kong Island, the Kowloon Peninsula and the New Territories. At the \¢mre is
toria Harbouy which separates Hong Kong Island from Kowloon and beyond that, the New Terri-
tories that runs up to the boundary with Mainland China. As well as making up the bulk of Hong
Kong's land mass, the New Territories also incorporates 262 outlying islands, including Lantau
where theairportis located.

LANGUAGE

Cantonese is the Chinese dialect spoken by over 88% of the people in Hong Kong. However, Eng-
lish is widely used in the Government and by the legal, professional and business sectors as well as
tourist areas. Most taxi drivers and salespeople are able to communicate in English.

CURRENCY
The legal tender is the Hong Kong dollar (HK$), which is linked to the US dollar at a rate of about
7.80 HKD to 1 USD, although exchange rates may fluctuate slightly.

EMERGENCY NUMBERS
In emergency situations, you can contact the local police, ambulance service, fire department and
other emergency services by callip@O. Lost passpor5277177

TELEPHONE

Telecommunications in Hong Kong are efficient and sophisticated. Local private landline calls are
free and cost only HK$1 for five minutes from public telephones. Hotels usually make a charge.
International Direct Dial (IDD) service to most countries and regions of the world is available at
most of the hotels in Hong Kong.

HOSPITALS

As an international city, Hong Kong has wedldss hospitals providing outstanding care. Visitors
using Accident and Emergency services in Hong Kong public hospitals are charged a set fee of
HK$570 per attendance, but will always be treated even if they cannot pay immediately

TRANSPORT

Hong Kong is geographically compact and boasts one of the world's most efficient, safe, afford-
able and frequent public transport systems. Whether by taxi, ferry, rail, bus or tram, you can get
around easily and catch wonderful glimpses of the city along the way. For convenience, use the
Octopus Card, an electronic stonemlue card that is accepted on most public transport.

HOTEL ADDRESS

JW Marriott

Pacific Place Block 1, Queensway
HONG KONG

Ph: 85228108366
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ABOUT PRESENTERS AND ORGANIZERS:
MD ANDERSON CANCER CENTER

THE UNIVERSITY OF TEXAS The University of Texas MD Anderson Cancer Center is one of the

I\/IDAnderSOn worl dos most respected centers de
(De tient care, research, education and prevention. It is located in central
G&HG@F nter Houston on th&exas Medical Centa@ampus.

Making Cancer History”®

Monroe Dunaway Anderson created a charitable foundation in
1936. After his death, the MD Anderson
Foundation provided funding and land to
build a cancer hospital to serve the citizens
of Texas.

" MD Anderson was created in 1941 as a part

| of The University of Texas Systermhe

i nstitution is one of th
three comprehensive cancer centers

designated by the National Cancer Act of

1971 and is one of 40 National Cancer
Institutedesignated comprehensive cancer

centers today.

In 2011, MD Anderson marked its -§@ar anniversary. U.S. News

& Wor | d fRBeepsotr tHosaeveyiranked MDOANderson as

the top hospital in the nation for cancer care in 2011. It has achieved
this highest ranking eight times in the past 10 years and has ranked
as one of the top two hospitals for

cancer care since the magazine began its annual survey in 1990.

Themissionof The University of Texas MD Anderson Cancer

Center is to eliminate cancer in Texas, the nation, and the world
through outstanding programs that integrate patient care, research
and prevention, and through education for undergraduate and
graduate students, trainees, professionals, employees and the public.

Ourresearchprogram is considered one of the most productive in
the world aimed solely at cancer. MD Anderson cancer center is
ranked first in number of grants awarded and total grant funding
from the National Cancer Institute. The McCombs Institute
comprises seven centers focused on genomics, proteomics,
screening, diagnostic

imaging, proton therapy and drug development.

Almost 7,000 trainees took partedlucational programsin
FY2010 including school of Health Professions and UT Graduate
School of Biomedical Sciences.

To learn more, please visiww.mdanderson.org.

BTG2012HK
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ABOUT PRESENTERS AND ORGANIZERS:
UNIVERSITY OF HONG KONG

The Medical Faculty of the University of Hong Kong (HKU),
Li Ka Shing Faculty of Medicine, is the longest established faculty in
the tertiary education in Hong Kong. It was founded as the Hong Kong
College of Medlcue for Chinese by the London Missionary Society in

@ 1887, and later renamed the Hong Kong
College of Medicine in 1907. Of the College's
early alumni, the most renowned was Dr Sun
Yat-sen, the founder of modern China.

B masmnsiis The Faculty was accorded the position of pre-
mier Faculty when the University was opened

in 1912. The new Medical Faculty Complex at Sassoon Road was inau-

gurated in 2002 and the main teaching hospital, the Queen Mary Hospi-

tal, is just up the road.

Serving Hong Kong for wer a century, the Faculty is a medical school
: | of learning, of innovation, and of enterprising; a
medical school of morals, of vision, and of care.

The Faculty has now become the largest faculty
p———— — of the University with more than 3,300 students,
1,600 honorary teachers and 250 academic staff.

It comprises 17 teaching departments, the School of Chinese Medicine,
the School of Public Health, the Institute of Medical and Health Sci-
ences Education (IMHSE), the Eye Institute, five research centres on
strategic themes and a number of research centres focusing on various
strengths of research of the Faculty. The Faculty is also equipped with
the Laboratory Animal Unit anda Medical Library.

Currently, the Faculty offers four undergraduate
programmes to more than 2,000 students, in-
cluding the Bachelor of Medicine and Bachelor
= of Surgery (MBBS), Bachelor of Nursing
e (BNurs), Bachelor of Chinese Medicine
— . (BChinMed) and Bachelor of Pharmacy
= (BPharm). Moreover, Bachelor of Biomedical
« Sciences (BBiommedSc), a new undergraduate
-, programme, will be launched in September
y 2012.

=S The Faculty is also dedicated to innovative
research with high scientific and translational values, thereby
contributing to the development of Hong Kong into a biomedical re-
search hub of the region. The results of the research work of Faculty
members are published in distinguished international journals.
According to the 2011 1| SI 6daghtlefs sent i
our Faculty members are listed among the top 1% of scientists in their
fields.

BTG2012HK



ABOUT PRESENTERS AND ORGANIZERS:
THE MEDAL GROUP

THE MEDAL GROUP

About The Medal Group

The Medal Group (TMG) is a full service health care communications
company that offers comprehensive network solutions and support to all
levels of your organization. The TMG team is scalable and cost effective in
providing our clients with strategic insight and compliant solutions for the
medical industry. TMG specializes in advisory boards, speaker

bureau, conferences, physiciaendor relations, and support for the
pharmaceutical industry.

The Medal Group provides:

Global speakers bureau

Intellectual property protection of client

Scientific services through key opinion leaders
Account and project management services for clients
Operational management for meetings

Senior strategists for medical marketing

Integration of analytical technology and data research

=A =4 =4 4 -4 -4 A

TMG proposes to bring together leading authorities in the field of medicine
to present the latest ground breaking findings on cutting edge research and
novel treatments. Through the use of social media networking and constant
contact with our subscribers, TMG strives towards excellence in education.

During the conferences, TMG enhances the delegate experience by
providing pre and post conference social networking as well as real time
interaction between opinion leaders and attendees through audience
response systems.

TMG improves the added value for the sponsors by giving them access to

the delegatebds soci al net wor k, crea
ability to send real time event alerts to the delegates. TMG always makes
an extra effort to increase traffic

order to maximize their interaction.

TMG provides post conference data analytics to the sponsors and
educational updates to the delegates through weekly newsletters.

Given the fragmentation of healthcare practices, our endeavor is to provide
a global platform of quality scientific programs that translate the latest
research into clinically relevant information.

Our ultimate mission is to assist in improving the quality of patient care, set
standards of clinical competence for practice and encourage the continuing
scholarship required for professional excellence over a lifetime of service.

BTG2012HK



BTG SERIES

EXECUTIVE SUMMARY

After the great success of BTG2010 and BTG2011, we present‘the&national educational

meeting in Asia devoted to "Hematologic Malignancies: Bridging the Gap 2012" to be held in
Hong Kong, on February 225, 2012. This congress brings together leading authorities in
Hematology Oncology to present the latest ground breaking findings on cutting edge research and
novel treatments. The discussion forums provide an opportunity to integrate the latest
pharmaceutical interventions. The conference targets hematologic malignancies in particular
leukemia, lymphoma, and myeloma.

OVERVIEW

Cancer is a leading cause of death in Central and Southeast Asia. Hematologic malignancies are an
increasing subset of the total cancer incidence rate. In recent years, great improvements in the field
of oncology have taken place with a rapid growth in the number of trained oncologists and cancer
centers. However, since the Asian healthcare community is geographically dispersed, it is often
characterized by a lack of standardization of treatment and different philosophies of care. Given
this fragmentation, there is a need to formalize and integrate conceptual knowledge, disease
understanding, therapeutic agent intervention, supportive care, and management of complications.
Since Hong Kong is a leader in medicine and oncology care, it is an ideal venue for promoting
stronger ties between practitioners and researchers from different countries and providing a
platform for advancing daily clinical practice. This would, in turn, improve overall quality of can-

cer treatment, especially in countries that do not have guaranteed access to the latest
breakthroughs.

Our ultimate goal is to help improve the quality of patient care, set standards of clinical compe-
tence for practice and encourage the continuing scholarship required for professional excellence
over a lifetime of service. This congress will be an important step towards implementing a new
standard of care and uniformity of knowledge which, in turn, will bring dividends to cancer
patients, physicians and future practitioners.

OBJECTIVES

1. Identify the existing need for the current medical education of the practicing hematologists
with an Asian perspective, and build sessions to address the key areas of need.

2. Construct methodology for promoting increased awareness, knowledge and improved practice
in the field of malignant hematology in the Asian sector including practice guidelines and the
latest therapeutic agents.

3. Encourage and provide opportunity for clinical research in the field of malignant hematology.

BRIDGING THE GAP - 2012

This congress will be a productive, interactive and educational experience for the attendees. Top
researchers and practitioners from the world over will meet to discuss the currentagidtéuture
directions- of Hematologic Malignancies in the Asian sector and explore opportunities for
collaborations in order to further the field. The event promises to be a unique medical education
forum for the exchange of critical information as well as analyze the challenges faced by the
practicing clinicians. It will feature didactic presentations and debates, in which experts will
discuss some of the most challenging topics in leukemia, stem cell transplant and mobilization,
myelodysplastic syndrome, lymphoma and myeloma, providing a thorough analysis of research
breakthroughs and emerging data.

TARGET AUDIENCE

This conference is specifically designed for Hematologists, Oncologists, Transplant Oncologists,
Radiation Oncologists, physiciaiis-training, and healthcare professionals (nurses, pharmacists)
involved in and/or interested in hematologic malignancies and their management. Attendees are
expected to be from Southeast and Central Asia, Middle East, Australia, Europe and United States.

BTG2012HK



10
ASIA PACIFIC HEMATOLOGY SOCIETY

The Asia Pacific Hematology Society is the official host of BTG2012 and present§'the 3
International Hematologic Malignancies Conference: Bridging the Gap 2012 with our logistics
partner, The Medal Group. Founded in 2007, the Society is gonafit medical association com-
mitted to promoting discourse about and furthering the research of hematologic malignancies and
is an educational partner of the Fund for Blood and Cancer Research.

The Asia Pacific Hematology Society (APHS) is a professional body concerned with advancing
scientific research and promoting academic discourse about the practice of hematology and
oncology at both clinical and laboratory levels. APHS membership is open to any person with
medical or scientific qualification of good professional standing with active interest in
hematology. APHS active members, worldwide. APHS was founded in 2007 and ispaafdn
medical association committed to promoting discourse about and furthering the research of
hematologic malignancies.

SUCCESS OF BTG2010 and BTG2011

The overwhelming success of BTG2010 with over 400 attendees reinforced the fact that a premier
and diverse level international conference is needed in the Asian sector for the education of the
practicing oncologists, conduct open forum for case discussions and provide a platform for the
attendees to discuss their ongoing endeavors. This conference will basically forge stronger and
more effective lines of communication between Eastern and Western cancer care in a direction that
will yield significant benefits to patients, doctors, and pharmaceutical companies. In the
conference completion survey, 98% of attendees reported that the conference exceeded their
expectation and that they would like to attend a similar conference again. The meeting was well
attended by delegates from different partsSoltheast Asia, the Middle East, Europe and

Australia. In its second year, BTG2011 was once again held in Singapore and was extremely
well-attended with 513 delegates

B Brunei
0.46%

Delegate Distribution by Country = ausrai

2.30%

B Australasia

0.46% B China

B Bangladesh 2 30%

& United States of America 0.25%

5.76% & Vietnam

B United 138%
Kingdom \ B Hong Kong
0.92% 230%

B |ndonesia
346%

B Italy
0.23%

H Japan
0.69%

W Latvia
0.46%

B Manila
0.23%

B Mauritius

B Nyanmar 0.23%

023%

B Romania
0.69%

B Philippines
1.61%
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KEY PERSONNEL

EXECUTIVE CHAIRMAN

Prof Shen Zhixiang, MD

RuiJin Hospital, Shanghai, China

CHAIRPERSONS

Richard Champlin, MD

MD Anderson Cancer Center

Houston, TX, USA

rchampli@mdanderson.org

ORGANIZING COMMITTEE

Simrit Parmar, MD

MD Anderson Cancer Center

Houston, TX, USA

sparmar@mdanderson.org

Kent Walters, MBA

MD Anderson Cancer Center

Houston, TX, USA

kwalters@mdanderson.org

Shashik Vig

The Medal Group
Houston, TX, USA

James CS Chim, MD
University of Hong Kong

Hong Kong, China
jeschim@hku.hk

Swami lyer, MD

Methodist Hospital
Houston, TX, USA
Spiyer@tmhs.org

Pankaj Malhotra, MD

PGIMER
Chandigarh, India
malhotrapankaj@yahoo.com

Ben Nicholson

The Medal Group
Houston, TX, USA

shashik.vig@themedalgroup.com ben.nicholson@themedalgroup.cc

SPEAKERS/ CHAIRS

Richard Champlin, MD

MD Anderson Cancer Center
Houston, TX, USA
rchampli@mdanderson.org

Wing Y Au, MD
Queen Mary Hospital
Hong Kong, China
auwing@hotmail.com

Nai Chi Chan, MD
Macau Society of Hematology
channaichi@yahoo.com

Xiao-Jun Huang M.D., Ph.D

James CS Chim, MD
University of Hong Kong
Hong Kong, China
jeschim@hku.hk

Rodrigo Calado, MD
University of Sao Paolo
Sao Paolo, Brazil
rtcalado@fmrp.usp.br

Gregory Cheng, MD

Chinese University of Hong Kong

gcheng@cuhk.edu.hk

Myron Czuczman, MD

Peking University Institute of HematologyRoswell Park Cancer Center

Beijing, China
xjhrm@medmail.com.cn
Brian G.M. Durie, MD
Cedars Sinai Hospital

Los Angeles, CA, USA
BDurie@myeloma.org

Sergio Giralt, MD

Buffalo, NY, USA

myron.czuczman@roswellpark.org

Rafael Fonseca, MD
Mayo Clinic Scottsdale
Scottsdale, AZ, USA
fonseca.rafael@mayo.edu

Surapol Issaragrisil, MD

Memorial Sloan Kettering Cancer Center Siriraj Hospital

New York, USA
GiraltS@mskcc.org

Thailand
surapolsi@gmail.com
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Morton Coleman, MD
Weill Cornell Medical College

New York, NY, USA

mortoncolemanmd@aol.com

James CS Chim, MD

University of Hong Kong
Hong Kong, China
jeschim@hku.hk

Surapol Issaragrisil, MD

Siriraj Hospital
Bangkok, Thailand
surapolsi@gmail.com

Emily Yau

The Medal Group
Houston, TX, USA
emily.yau@themedalgroup.com

Morton Coleman, MD

Weill Cornell Medical College
New York, NY, USA
mortoncolemanmd@aol.com

John Chan, MD

Queen Elizabeth Hospital
Hong Kong, China
jkcchan@ha.org.hk

Wee Joo Chng, MD
National University Singapore
mdccwj@nus.edu.sg

Marcos deLima, MD

MD Anderson Cancer Center
Houston, TX, USA
mdelima@mdanderson.org

Biju George

CMC Vellore

Vellore, India
biju@cmcvellore.ac.in

Sandeep Jasuja, MD
Sawai Hospital

Jaipur, India
sandeepjasuja@gmail.com
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SPEAKERS/ CHAIRS (CONTINUED)

Ramesh Chandra Joshi, MD
Delhi, India
dr.rcjoshi@gmail.com

Susan O'Brien, MD

MD Anderson Cancer Center
Houston, TX, USA
sobrien@mdanderson.org

Chi Kong Li, MD

Prince of Wales Hospital
Hong Kong, China
ckli@cuhk.edu.hk

Pankaj Malhotra

PGIMER

Chandigarh, India
malhotrapankaj@yahoo.com

Robert Orlowski, MD

MD Anderson Cancer Center
Houston, TX, USA
rorlowsk@mdanderson.org

David Ritchie, MBBS

Peter McCallum Cancer Center
Melbourne, Australia
David.Ritchie @petermac.org

Elizabeth J. Shpall, MD

MD Anderson Cancer Center
Houston, TX USA
eshpall@mdanderson.org

Hwei-Fang Tien, MD
National Taiwan University
hften@ntu.edu.tw

Neelam Varma, MD
PGIMER

Chandigarh, India
varmaneelam@yahoo.com

Michael Wang, MD

MD Anderson Cancer Center
Houston, TX USA
miwang@mdanderson.org

Zhou Daobin, MD

Peking Union Medical College
Hospital (PUMCH)

Beijing, China
daobinzhou@yahoo.com

Ely Benaim, MD

Millenium: The Takeda Oncology
Company, USA
ely.benaim@mpi.com

Chris Kirk, PhD
Onyx, USA
c-kirk@onyx-pharm.com

Elias Jabbour, MD

MD Anderson Cancer Center
Houston, TX, USA
ejabbour@mdanderson.org

Hau C Kwaan, MD
Northwestern University
Chicago, USA
h-kwaan@northwestern.edu

John Wook Lee, MD, PhD

The Catholic University of Korea
Seoul, Korea

jwlee @catholic.ac.kr

DK Mishra, MD

Tata Medical Center
Kolkata, India
mishra_dk@hotmail.com

Swaminathan lyer, MD

The Methodist Cancer Center
Houston, TX, USA
Spiyer@tmhs.org

Steve Rosen, MD
Northwestern University
Chicago, IL USA
srosen@northwestern.edu

Colonel Jasjit Singh, MD
R&R Hospital

New Delhi, India
jisingh64@yahoo.com.in

Anil K. Tripathi, MD

CSM Medical University
Lucknow, India
tripathia2010@hotmail.com

Subhash Varma, MD
PGIMER

Chandigarh, India
suvarma@hotmail.com

Thomas Wan, MD
Queen Elizabeth Hospital
Hong Kong, China
wantsk@hku.hk

Rinette Andreasen, MD, PhD
GlaxoSmithKline

Singapore
rinette.b.andreasen@gsk.com

Jean Caraux, MD
Celgene Corporation
USA
jcaraux@celgene.com

Jane Huang, MD
Genentech, USA
huang.jane_egene.com
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University of Hong Kong
ylkwong@hkucc.hku.hk
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University of Hong Kong
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Stanford University, USA
negrs@stanford.edu

Simrit Parmar, MD

MD Anderson Cancer Center
Houston, TX USA
sparmar@mdanderson.org

Prof Shen Zhixiang, MD
RuiJin Hospital
Shanghai, China
drshenzx@yahoo.com

Martin Tallman, MD

Memorial Sloan Kettering Cancer Ctr

New York, NY, USA
TallmanM@mskcc.org

Koen van Besien, MD

Weill Cornell Medical College
New York, NY, USA
kov9001@med.cornell.edu

Srdan Verstovsek, MD

MD Anderson Cancer Center
Houston, TX USA
sverstov@mdanderson.org

Anas Younes, MD

MD Anderson Cancer Center
Houston, TX USA
ayounes@mdanderson.org

JJ Kiladjian, MD

Service d’hematologie Clinique
France
jeanjacques.kiladjian@sls.aphp.fr

Thomas Jahn, MD
Gilead Sciences, Inc
USA
thomas.jahn@gilead.com

Pritesh Gandhi, PhD
Sanofi Oncology
Pritesh.gandhi@sanofi.com
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SCIENTIFIC SESSION AGENDA: BTG2012

6:00 AM Registration Desk Opens, February23, 2012
8:00 AM- 4:00PM: Exhibit Booths Open, February-25, 2012

Day 1: Feb 23, 2012 (Thursday)Plenary Session at JW Marriott Ballroom, Salon 14

8:00 AM- 8:05 AM

Welcome Note

James Chim, MD
University of Hong Kong

8:05 AM - 8:10 AM

Welcome Note

Richard Champlin, MD
MD Anderson Cancer Center, USA

8:10 AM-8:25 AM

Inaugural Speech

Professor Shen Zhixiang
President, Chinese Society of Hematology

8:25 AM- 8:35 AM

Demographic ARS and housekeeping notes

Morton Coleman, MD
Weill Cornell Medical College, NY, USA

8:35 AM- 9:55 AM

Session: Aplastic Anemia Session

Chair: Subhash Varma, MD
Richard Champlin, MD

8:35 AM- 8:40 AM

Case Presentation and ARS

Session Chair

8:40 AM - 9:00 AM

Does telomere length predict malignant transforma-
tion in AA?

Rodrigo Calado, MD
University of Sao Paolo, Sao Paolo, Brazil

9:00 AM - 9:20 AM

Non-Transplant Options for Aplastic Anemia

Jong Wook Lee MD, PhD
The Catholic University of Korea Seoul, Ko-
rea

9:20 AM - 9:50 AM

Is allo-SCT first line option for AA if sibling donor
available?

Surapol Issaragrisil, MD
Siriraj Hospital, Bangkok, Thailand

9:50 AM - 9:55AM

Q and A/ ARS

9:55 AM-10:25 AM

Coffee Break/ Exhibit Booths

JW Marriott Ballroom Foyer

10:25 AM-11:55AM

Hematology

Chairs: WY Au, MD and
Biju George, MD

10:25 AM- 10:30 AM

Case Presentation and ARS

Session Chair

10:30 AM-10:50 AM

Role of FISH in Hematological Cancers

Thomas Wan, MD
Queen Mary Hospital, Hong Kong

10:50 AM-11:10 AM

Thalassemia Updates: Screening, Chelation and
Transplant!!!

Chi Kong Li, MD
Prince of Wales Hospital, Hong Kong

11:10 AM-11:30 AM

Paroxysmal Nocturnal Hemoglobinuria (PNH): when
to test and treat?

Jong Wook Lee, MD, PhD

St. Mary's Hospital, The Catholic University
of

Korea, Seoul, Korea

11:30 AM-11:50 AM

Thrombosis in Hematologic Malignancies

Hau C. Kwaan, MD
Northwestern University , Chicago, IL, USA

11:50 AM- 11:55 AM

Q and A/ ARS

12:00 PM-2:00 PM

Lunch Session: Celgene (Open to all Delegates)

(JW Ballroom: Salon 5-6)

12:00 PM- 2:00 PM

Aplastic Anemia Spotlight Session: Pfizer Oncology,|
(By Invitation Only)

(Queensway/Victoria Room)

2:00 PM - 3:00 PM

Session: Best Abstract Presentation

Chair: Prof Shen Zhixiang, MD
Robert Negrin, MD

2:00 PM-2:10 PM

Abstract | (Leukemia)

Award Presenter: Martin Tallman, MD

2:10 PM- 2:15 PM Q and A

2:15 PM- 2:25 PM Abstract Il (Multiple Myeloma) Award Presenter: Brian Durie, MD
2:25 PM- 2:30 PM Q and A

2:30 PM- 2:40 PM Abstract Il (Lymphoma) Award Presenter: Steven T Rosen, MD
2:40 PM- 2:45 PM Q and A

2:45 PM- 2:55 PM Abstract IV (Transplant) Award Presenter: EJ Shpall, MD

2:55 PM- 3:00 PM Q and A

3:00 PM - 3:30 PM

Coffee Break / Exhibit Booths

JW Marriott Ballroom Foyer

BTG2012HK
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SCIENTIFIC SESSION AGENDA: BTG2012

Day 1: Feb 23, 2012 (Thursday)Plenary Session at JW Marriott Ballroom, Level 3, Salon 34 (Cont.)

Time

Topic Speaker

3:30 PM-5:00 PM

Session: Stem Cell Transplantation Chair: Raymond Liang, MD and
Sergio Giralt, MD

3:30 PM- 3:35 PM

Introduction and ARS: Session Chair

3:35 PM- 3:55 PM

Haplo-identical Allogenic BMT for Hematologicall Professor Huang Xiadun
Cancers Peking University Institute of
Hematology, Beijing,

3:55 PM- 4:15 PM

Alternate Donor Transplant: Cord Blood vs. Unrq Elizabeth J. Shpall, MD
lated? MD Anderson Cancer Center, USA

4:15 PM- 4:35 PM

Cords and Haplo: Can we find a middle ground?| Koen Van Besien, MD
Weill Cornell Medical College, NY, USA

4:35 PM- 4:55 PM

Graft vs. Host Disease: How far have we come | Robert Negrin, MD
with Prevention Strategies? Stanford University, USA

4:55 PM- 5:00 PM

Qand A

5:00 PM

Closing Remarks

Day 2: Feb 24, 2012 (Friday) Plenary Session:JW Marriott Ballroom, Level 3, Salon 1-4

Time Topic Speaker

7:00 AM - 8:00 AM Breakfast Session (Open to all Delegates) JW Marriott Ballroom: Salon 5 -6
Role of ATG in Allogeneic BMT
Dr LIM Zi Yi

National University Hospital, Singapore

Challenges in Mobilization: Evidence Based Strategies?
Dr Richard Champlin

MD Anderson Cancer Center, USA

8:00 AM-9:25 AM Session: Acute Myeogenous Leukemia Chair: Pankaj Malhotra, MD
Nai Chi Chan, MD
8:00 AM-8:05 AM Case Presentation and ARS Session Chair
8:05 AM-8:25 AM Clinical Implication of Gene Alterations in riskdapted Hwei-Fang Tien, MD
treatment of AML National Taiwan University, Taiwan
8:25 AM- 8:45 AM Treatment Breakthroughs in Acute Myeloid Leukemia Martin Tallman, MD
Memorial Sloan Kettering Cancer Cen-
ter, NY, USA
8:45 AM- 9:05 AM Treatment Breakthroughs for Acute Promyelocytic Professor Shen Zhixiang
Leukemia RuiJin Hospital, Shanghai, China

9:05 AM- 9:25 AM

Should Upfront Allogeneic Stem Cell Transplant be offer] Koen Van Besien, MD

to AML in CR1? Cornell University, USA
9:25 AM- 9:30 AM Qand A
9:30 AM - 9:45 AM Coffee Break / Poster viewing/Exhibit Booths JW Marriott Ballroom Foyer
9:45AM -11:05AM Session: Myeloproliferative Disease Chair: Neelam Varma, MD

Richard Champlin, MD

9:45 AM -9:50 AM

Case Presentation and ARS

9:50 AM-10:10 AM

Treatment Breakthroughs in CML Elias Jabbour, MD
MD Anderson Cancer Center, USA

10:10AM-10:30AM

Rescuing the HJAK-ed clone in MPD! Srdan Verstovsek, MD
MD Anderson Cancer Center, USA

10:30AM-10:50AM

Polycythemia Vera JJ Kiladjian, MD
Service d'hematologie Clinique, Francg

10:50AM-11:10AM

When to Transplant in CML and MPD? Marcos deLima, MD
MD Anderson Cancer Center, USA

11:10AM-11:15AM

Q and A/ ARS

BTG2012HK
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Day 2: Feb 24, 2012 (Friday) Plenary Session:JW Marriott Ballroom, Level 3, Salon 14 (cont)

15

11:15AM-12:05PM

Session: Immune Thrombocytopenia

Chair: DK Mishra, MD
Hau C Kwaan, MD

11:15AM-11:20AM

Case Presentation and ARS

Session Chair

11:20AM-11:40AM

Should Steroids still be the First Choice for Newly Diag
nosed ITP?

Swami P. lyer, MD
Methodist Cancer Ctr, Houston, USA

11:40AM-12:00PM

Role of Thromopoetin Agonsts in Chronic and Refractor|
ITP

y Gregory Cheng, MD
Chinese University of Hong Kong

12:00PM-12:05PM

Q and A/ ARS

12:00 PM-2:00 PM

Lunch Symposium-BMS (open to all Delegates)
Optimizing Outcomes for Patients Newly Diagnosed
With Chronic Phase Chronic Myeloid Leukemia
Chair: Prof. Albert Kwok-WaiLie (Hong Kong)
Speaker: Dr. Elias Jabbour (US) and

Prof. Albert Kwok-WailLie (Hong Kong)

(JW Marriott Ballroom, Salon 5-6)

12:00 PM- 2:00 PM

Spotlight Session: ITP/GSKI (By Invitation Only)

(Queensway/Victoria Room)

2:00 PM - 2:45 PM

Session: Acute Lymphocytic Leukemia

Chair: Martin Tallman, MD
Hwei-Fang Tien, MD

2:00 PM- 2:05 PM

Case Presentation and ARS

Session Chair

2:05 PM- 2:25 PM

Breakthroughs in ALL

Susan O'Brien, MD
MD Anderson Cancer Center, USA

2:25 PM- 2:45 PM

Timing of Allogeneic Stem Cell Transplant in ALL

David Ritchie, MD
PeterMac Cancer Ctr, Melbourne, Au

2:45 PM- 2:50 PM

Q and A/ ARS

2:50PM-3:50PM

Drug Development Sessio+l

Chair: Swami lyer, MD
YL Kwong, MD

2:50PM-3:05PM

Alisertib (MLN8237), an Aurora A kinase oral inhibitor

Ely Benaim, MD

Millennium: TheTakeda Oncology Co.

3:05PM3:20PM

Strategies in the Fight Against Cancer: Update on the
Sanofi Oncology Pipeline

Pritesh Gandhi, PhD
Sanofi Oncology

3:20PM3:35PM

Carfilzomib: An irreversible inhibitor of 20S Proteosomsg]

Chris Kirk, PhD
Onyx

3:35PM-3:50PM

CAL-101/GS1101- Mediated Selective PI3tDelta
Inhibition in Lymphoid Malignancies

Thomas Jahn, MD
Gilead Sciences, Inc

3:50PM-4:10PM

Coffee Break/ Poster viewing / Exhibit Booths

JW Marriott Ballroom Foyer

4:10 PM - 5:00 PM

Session: Drug Development;
New Therapies in Pipelinell

Chair: Michael Wang, MD
Swami lyer, MD

4:10 PM- 4:25 PM

What's new with antCD20's: GA101

Jane Huang, MD
Genentech

4:25 PM- 4:40 PM

Recent advances in the development of IMIDs and inno
tive oral drugs for the therapy of hematological
malignancies. The Celgene pipeline

Jean Caraux, MD
Celgene Corporation

4:40 PM- 4:55 PM

GSK: Medicine Development Strategy Hematology

Rinette Andreasen, MD
Glaxo Smith Kline

4:55 PM- 5:00 PM

Q and A
Closing Remarks

5:00PM-6:00PM

Poster Session/ Wine and Cheese

JW Ballroom Foyer

BTG2012HK
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SCIENTIFIC SESSION AGENDA: BTG2012

Day 2: Feb 24, 2012 (Friday) Dinner Symposium: JW Marriott Ballroom, Level 3, Salon 14 (cont)

6:30PM -9:00 PM | Satellite Dinner Symposium (Open to All Delegates)

(Millennium: The Takeda Oncology Company)

Welcome and introduction:

Zhi-Xiang Shen

Treatment options in CD30 lymphomas: focus on Hodgkin Lymphoma (HL):

Zhi-Xiang Shen

Emerging treatments in CD3&xpressing relapsed/refractory Hodgkin lymphoma (HL): clinical evidence
Anas Younes

Overview of treatment options for patients with CD8%pressing lymphomas: focus on anaplastic large g
lymphoma (ALCL):

Won Seog Kim

Targeting CD30 in anaplastic large cell lymphoma (ALCL): clinical experience

Shang Yi Huang

Future development of CD3targeted treatment:

Anas Younes

Summary and close:

Zhi-Xiang Shen

Day 3: Feb 25, 2012 (Saturday) Plenary Session:JW Marriott Ballroom, Level 3, Salon 14

Time Topic Speaker
8:00 AM-8:05AM Opening Remarks Richard Champlin, MD

MD Anderson Cancer Center, USA
8:05AM-9:55 AM Session: Multiple Myeloma | Chair: Sergio Giralt, MD

Biju George, MD

8:05AM-8:10 AM ARS Session Chair
8:10AM-8:30 AM Gene Expression Profiling in Multiple Myeloma Wee Joo Chng, MD

National University of Singapore
8:30AM-8:50 AM Methylation of microRNAs in Multiple Myeloma James Chim, MD

University of Hong Kong
8:50AM-9:10 AM Newly Diagnosed MM: Doublet vs. Triplet as First Line | Rafael Fonseca, MD

Therapy? Mayo Clinic, Arizona, USA

9:10AM-9:30 AM Relapsed and Refractory MM Robert Orlowski, MD

MD Anderson Cancer Center, USA
9:30AM-9:50 AM Management of POEMS syndrome Prof Zhou Daobin, MD

Peking Union Medical College Hospital
(PUMCH), Beijing, China

9:50AM-9:55 AM Q and A/ ARS
9:55AM-10:05AM Coffee Break/ Poster viewing/Exhibit Booths JW Marriott Ballroom Foyer
10:05AM-11:15AM Session: Multiple Myelomal| Chair: James Chim, MD
Robert Orlowski, MD
10:05AM-10:10AM ARS Session Chair
10:10AM-10:30AM Timing of Transplant in MM and Role of pedransplant | Sergio Giralt, MD
Maintenance Therapy Memorial Sloan Kettering Cancer Center
New York, USA
10:30AM-10:50AM Novel therapies for MM Michael Wang, MD
MD Anderson Cancer Center, USA
10:50AM -11:10AM | Supportive Therapies for MM Brian Durie, MD

Cedars Sinai Hospital, Los Angeles, USA

11:10AM -11:15AM | Q and A/ ARS

BTG2012HK
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SCIENTIFIC SESSION AGENDA: BTG2012

Day 3: Feb 25, 2012 (Saturday) Plenary Session JW Marriott Ballroom, Level 3, Salon 14 (cont)

11:15AM-12:05PM

Session: Lymphomal

Chair: Myron Czuczman, MD and Dao-
bin Zhou, MD

11:15AM-11:20AM

Case Presentation and ARS

11:20AMi 11:40AM

What's New in Lymphoma? Beyond the 2008 WHO
Classification

John Chan, MD
Queen Elizabeth Hospital, Hong Kong

11:40AM-12:00PM

Anti-Angiogenic Therapy in Lymphoma

Morton Coleman, MD
Weill Cornell Medical College, NY, USA

12:00PM12:05PM

Q and A/ ARS

12:05PM-2:00 PM

Lunch Symposium-Novartis (Open to all Delegates)
12:00PM

Welcome SpeechProf. Yok-Lam Kwong

12:10PM

How to optimize the frontline treatment for Chronic
Myeloid Leukaemia: Dr. Gianantonio Rosti

12:40PM

Relevance of targeting the JAK pathway in Myeloprolif-
erative Neoplasms Dr. Jean-Jacques Kiladjian
13:10PM

Treatment goal in Myelofibrosis and significance of the
pivotal COMFORT studies: Dr. Serge Verstovsek
13:40PM

Panel discussion

Prof. Yok-Lam Kwong, Dr. Gianantonio Rosti,

Dr. JeanJacques Kiladjian, Dr. Serge Verstovsek
13:55PM

Wrap up and conclusion by Chairman

(JW Marriott Ballroom: Salon 5-6)

12:05PM-2:00 PM

Spotlight Session: ITP/GSkII (By Invitation Only)

(Queensway/Victoria Room)

2:00PM- 3:25 PM

Session: Lymphomall

Chair: Prof YL Kwong
Steven Rosen, MD

2:00 PM-2:05PM

Case Presentation and ARS

2:05PM-2:25 PM

Strategies Towards MRD in CLL!

Michael Keating, MD
MD Anderson Cancer Center, USA

2:25 PM2:45PM

Treatment of Aggressive Lymphomas in the Era of GEP

Myron Czuczman, MD
Roswell Park Cancer Center, USA

2:45 PM:3:05PM

R Treatment Strategies Improving Survival in Mantle Cel
Lymphoma?

Anas Younes, MD
MD Anderson Cancer Center, USA

3:05PM3:25 PM

Curing Lymphoma by Allogeneic Stem Cell Transplant:
Are We There Yet?

Richard Champlin, MD
MD Anderson Cancer Center, USA

3:25PM-3:30 PM

Qand A

3:30PM-3:50 PM

Coffee Break/ Exhibit Booths

JW Marriott Ballroom Foyer

3:50PM -5:00PM

Session: Lymphomalll

Chair: Morton Coleman, MD
David Ritchie, MD

3:50PM3:55 AM

Case Presentation and ARS

Session Chair

3:55AM-4:15PM

Treatment Updates on NK/T cell Lymphoma: A good rea
son to SMILE!

Yok Lam Kwong, MD
University of Hong Kong

4:15PM-4:35PM

Biologic Therapies for CTCL and PTCL

Steven T Rosen, MD
Northwestern University, Chicago, USA

4:35 PM- 4:55PM

Targeted Therapy for Hodgkin's Lymphoma

Anas Younes, MD
MD Anderson Cancer Center, USA

4:55PM-5:00 PM

Qand A

5:00 PM

Closing Remarks
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MEETING ABSTRACTS

CATEGORIES

Leukemia MDS/MPD Lymphoma
Multiple Myeloma Stem Cell Transplantation Miscellaneous
LEUKEMIA

Abstract 001

TITLE: Clinical characteristics and outcomes of leptomeningeal disease in acute myeloid leukemia patients

AUTHORS: Ji Hyun Kwon, Inho Kim, Sung soo Yoon, Dong soon Lee, Seonyang Park, Myoung Hee Park; iByakiKgm

AFFILIATION: Department of Internal Medicine, Seoul National University College of Medicine, Korea, Republic of

E-mail: marioncrepe@gmail.com

ABSTRACT DETAILS: Introduction : Involvement of central nervous system including, leptomenigeal disease is rare in aoiddeuyemia.
We investigated clinical course and outcome of acute myeloid patients with leptomeningeal disease. Method : We revieahmetonddiof the
patients who were diagnosed with acute myeloid leukemia at SNUH, from January 2000 to July 2010. Leptomeningeal diszEasesagsvten
atypical or malignant cell was observed in cerebrospinal fluid. Primary objective was analysis of overall survival aalcendiagnosis of
leptomeningeal disease. Result : Among 654 patients with acute myeloid leukemia, 119 patients (18.2%) got their cefalicbepamlnation,
and leptomeningeal disease was confirmed in thimge patients (5.2%). Median age was 46 years old and 21 patients (61r&%)ale Twelve
patients (35.3%) had normal karyotype. Abnormality of t(8;21) was observed in 4 patients (11.8%), inv(16) in 4 patiés)ts(@3L 1) in 2
patients (5.9%), t(9;11) in 3 patients (8.8%), and myelodysplastic syndebated changes in 4 patients (11.8%). Ten pati{@8€%) had ex-
tramedullary disease excluding central nervous system, and fourteen patients (41.2%) had observable lesions in braarcr Bpelae patients
(35.4%) discovered leptomeningeal disease at the first diagnosis of leukemia, while 22 patients (64.6%) diagnosedditréiepimeTwenty
nine patients (85.3%) received intrathecal chemotherapy and Wieiferadiotherapy was performed in 10 patients (29.4%). &teeof complete
remission after the first induction chemotherapy was 67.6%, and allogeneic hematopoietic stem cell transplantationmeip&é&qratients
(35.5%). Median overall survival was 10.8 months. WHmwkin radiotherapy and complete remission after the first inductionatherapy were
independent prognostic factors in multivariate analysis. Median survival after diagnosis of leptomeningeal disease ws 4ridrtiee patients
who received intrathecal chemotherapy or whatgin radiotherapy had significantly longer survival. Conclusion : Leptomenidigegise in acute
myeloid leukemia is rare and lethal condition. WHotain radiotherapy and complete remission after first induction chemoyhsesp good
prognostic factor. Active treatment using intrathecal chemotherapy and radiotherapy might be helpful improving their survival
KEYWORDS: Acute myeloid leukemia, leptomeningeal disease, overall survival

Abstract 002

TITLE: Lineage infidelity in acute leukemias

AUTHORS: Tuphan Kanti Dolai, Natraj KS, Barnali Chakraborty, Prakas Kumar Mandal, A/Prof.Shyamali Dutta, Basab Bagclu,S8haadee
Debasis Banerjee, Prof. Maitryee Bhattacharyya, Prof. Malay Kumar Ghosh

AFFILIATION: Hematology Department, NRS Medical College, Kolkata

E-mail: tkdolai@hotmail.com

ABSTRACT DETAILS: Lineage infidelity in acute leukemias. Introduction: Discovery of flow cytometry has revolutionized thgememnt of
acute leukemias in the current era. It is commonly used even in third world countries as a standard diagnostic proaedyementrof acute
leukemias. Aims and objectives: To study the profile of immunophenotying in patients with acute leukemias, and expabssimt ahtigens in
different leukemias. Materials and methods: Serially from January 2008 till November 2011, samples were collected fromithadiagnosis of
acute leukemia attending Hematology services of NRS medical College Hospital, Kolkata, India; and the expressions ofeemtgetied. The
antigens profile tested were as per guidelines for diagnosis of acute leukemias published by BCSH. Either bone maptoawabbloer was the
source of blast cells. CD 45/SSC scatter plot were drawn. Gating and analysis were done in the samples and findingdedle@rdé&n cMPO,
CD 117, CD13,CD14, CD15, CD33, cCD 79a, CD 19, CD10, CD20, cCD3, sCD3, CD 5, CD7, CD34, HLA DR antigens expressions were re-
corded in all samples, depending on the requirement for sub analysis CD 4, CD8, slg M, Kappa, lambda and TdT were esdtsdédtaRof
144 leukemia patients attending Leukemia clinic of hematology division were included. 59 patients had AML, ¥LhadBhadT-ALL and 7
had mixed lineage leukemias. Among AML patients, cMPO was expressed in 89% of patients, CD 117 in 94%, CD 33 in 97%Q®Bdf3 in
patients. Aberrant expressions were common 30% of AML patients expressed CD7, 11.8% CD 4, 5% CD 19, CD 10 35.71%, c%DCZBa 28.4
13 & 33 14.2%, CD 117 7.14% were aberrantly expressed. Mixed lineage leukemias were not common 2 of them aberrantipigeessed
Conclusion: 1. Aberrant expressions are common. 2. 30% of AML, 18.75% of B cell ALL, 35.71% of T Cell ALL and 28.5% difveage
leukemias have aberrant expressions 3. AML and T cell leukemias commonly express aberrant antigens.

KEYWORDS: flow cytometry, acute leukemias, expression of aberrant antigens

Abstract 003

TITLE: Detection of the common chimeric fusion transcripts in Acute Leukemia cases using a single multiplex revers¢asapstyiperase
chain reaction

AUTHORS: Dr. Prateek Bhatia, Jogeshwar Binota, Prof. Neelam Varma, A/Prof.Deepak Bansal, A/Prof. Amita Trehan, Pankajiviailhotr
Subhash Varma

AFFILIATION: Department Of Pediatrics, APC, PGIMER

E-mail: prateekbhatia@rediffmail.com

ABSTRACT DETAILS: Background: Chromosomal abnormalities identify prognostically relevant subgrougelinlBute lymphoblastieuke-
mia (ALL) and Acute Myeloid Leukemia (AML). Many western studies quote the incidence of these fusion transcripts36%er8B-ALL and
around 4845% in AML. However the data from Indian Sabntinent is limited. Aims& Objectives: The aim of the present pilotysisitib detect
and note the incidence of common Chimeric fusion transcripts of t(12;21), t(9;22), t(1;19), t(4;11), t(8;21), t(15;1myX&6)dri(adult and
pediatric BALL and AML cases using a single Multiplex FACR assay. Methods: This prospective study carried out over a pkdod gear
included 95 BALL cases and 56 AML cases diagnosed on bone marrow (BM) examination and flowcytometric Immunophenotyptig) (FCM
analysis. A single Multiplex RFPCR assay was carried out using primers specific to the fusion transcripts. Results: O85d&-#id_ cases
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enrolled in the study, 56 (59.0%) were pediatric and 39 (41.0%) adult cases. A total of 29/95 cases (30.52%) showetbptsiivarious
fusion transcripts with 15/56 (26.8%) pediatric and 14/39 (35.9%) adult cases. Of the fifteen positive pediatric c§3687/H6vere positive
for TEL-AML1 transcript, 3/56 (5.35%) for BGRRBL transcript, 2/56 (3.5%) for MLEAF4 transcript and 1/56 (1.79%) for EZ2BX transcript.
Out offourteen positive adult cases, 10/39 (25.64%) were positive forBBIRtranscript, 2/39 (5.12%) were positive for TAML1 transcript
and 1/39 (2.56%) each for EZPBX transcript and MLEAF4 transcript. Of the total 56 AML cases, 44 (78.5%) were adult AML cased2
(21.5%) pediatric cases. A total of 27/56 (48%) AML cases showed positivity for various fusion transcripts of which ¥8yae(é@dult AML
cases and 9/12 (75%) pediatric cases. Of the 18 positive adult cases, 8/44 (18%) each were positive for t (8;21) pautt Z14641(4.5%) for t
(inv 16). In the 9 positive pediatric cases, 5/12 (42%) were positive for t (8;21), 2/12 (16%) each for t (15;17) d®). tGonclusion: Our study
results show that TEIAML1 and AML1-ETO transcripts are the most common fusion transcripts seen in pediditic & AML cases and BCR
ABL and AML1-ETO & PML-RARA in adult BALL & AML cases respectively. The incidence of the above common fusion transcripts in our
pilot study is in accordance with that described in western studies. It is important to identify these transcripts@sdbeyspful prognostic in-
formation to the treating clinician.

KEYWORDS: acute lymphoblastic leukemia, acute Myeloid leukemia, adult, immunophenotyping, pediatric.

Abstract 004

TITLE: Metalloporyphyrin controls the differentiation of human promyelocytic leukemic cells

AUTHORS: Jinny Park, EuiMi Noh, YoungRae Lee, EwKyung Lee, Junshik Hong Hong, Jae Hoon Lee, Jouak Kim

AFFILIATION: Gachon University of Medicine and Science, Gil Hospital, Chonbuk National University Medical School, Gacherstyraf/
Medicine and Science, Gil Hospital,

E-mail: jhagnes@hananet.net

ABSTRACT DETAILS: Backgroud: Heme oxygenade(HO-1) is an inducible cytoprotective molecule, which displays antioxidantapoptotic
and antiinflammatory effects. HEl is well induced in leukemia. However, there is no report about role ef HQeukemia. Ains: We investi-
gated the involvement of HD in the differentiation of HI60 cells. Methods: HQ expression was measured by western blot ealtime PCR.
Differentiation of HL-60 cells was determined by CD11b expression through flow cytometric analysis. Results: Dimethylsuiebed® (a
representative differentiation inducer of 46D cells, induced completely decrease-H@xpression in a timdependent mannerubincrease
CD11b, indicating that HQ might have negative function in DMS@duced differentiation of H60 cells. Zinc protoporphyrin (&P), a strong
inhibitor of HO-1, induced differentiation of H60 cells, as evidenced by a marked increase in the expression of CD11b fplfmMR treatment.
In contrast, treatment with cobalt protoporphyrin (CoPP), an activator df ,H®creased CD11b expression. ZnPP induced -deyutation of HO
-1 protein expression in HBO cells, while CoPP induced wpgulation. In addition, ZnPP treatment caused a decrease in pRicindD1 ex-
pression and an increase in p21 and p27 expression. Conclusions: These results suggestréguldtom of HG1 might be neessary for
DMSG-induced HL-60 differentiation. This study provides the first evidence thatlHilays an important role in DMSididuced diferentiation of
HL-60 cells.

KEYWORDS: Heme oxygenasé ,HL-60 cells,differentiation ,DMSO

Abstract 005

TITLE: Mechanism of acquired nemsponsiveness to sorafenib in FLIMD+ acute myeloid leukemia: emergence of novel clonesshiftlin
survival pathway

AUTHORS: Cheuk Him Man, Tsz kan Fung, Christa Ho, Heron HC Han, Howard CH Chow, Alvin CH Ma, William WL Choi, Yok Lam Kwong,
Anskar YH Leung

AFFILIATION: Department of Medicine, the University of Hong Kong,

E-mail: csman2021@yahoo.com.hk

ABSTRACT DETAILS: Acute myeloid leukemia (AML) is characterized by an abnormal increase of myeloblasts in bone marrowd(&M) an
peripheral blood (PB). Internal tandem duplication (ITD) mutation oflfkestyrosine kinase 3 (FLT3) is commonly found in abonethird of
AML and it confers an inferior clinical prognosis. Thirteen relapsed or chefractory FLT3ITD+ AML patients were treated vtita multi tyro-
sine kinase inhibitor, sorafenib (400mg twice daily). Twelve patients showed clearance or near clearance of bone mamyeofBas}s after 27
(range 2184) days with evidence of hematopoietic differentiation. Despite continuous treatment, the sorafenib response wastgsitients
after 72 (range 5487) days with frank progression of diseases. To obtain mechanistic insights to leukemia progression?BMenedprospec-
tively collected before sorafenib treatment and at subsequent relapse. Gene expression profiling and multiple proethametyteat leukemia
cells at relapse exhibited #rpgulation of VLDLR, ALDH1A1, JAK3, TBXA2R and MMP15 as well as p38 and RPS6, whose functionsimvere
known in AML. Intriguingly, at comparable percentages of myeloblasts in the samples, FLT3 and its downstream signaliysvpatsignifi-
cantly downregulated. Xenogeneic transplantation of human leukemia cells int€R&g22primed NOD/SCID mice recapitulated tbknical
results. Leukemic cells at relapse exhibited superior leukemia initiation cell (LIC) activity in mice and inferior anitwal due to overwhelming
leukemic engraftment. Furthermore, clones carrying double ITD and tykisiase domain (TKD) mutations at D835, which wereatadtable
before sorafenib treatment, emerged in the engrafting LIC as well as from primary samples obtained at relapse. Thygestdtthaiti new
clones with double mutations could account for clinical resistance to sorafenib. They were independent of FLT3 sigpaésensed a new
target for therapeutic intervention in this group of patients. Acknowledgments: SK Yee Medical Foundation (210213; 2@@3bdafénib is
partially provided by Bayer Healthcare.

KEYWORDS: acute myeloid leumemai, FLT3, sorafenib
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TITLE: Effector mechanisms of sunitininduced G1 cell cycle arrest, differentiation and apoptosis in human acute myeloiehiéakalls
AUTHORS: ChingMing Chang, WerLi Hwang, ShihLan Hsu, ChieH.in Teng

AFFILIATION: Taichung Veterans General Hospital, Taiwan

E-mail: drteng@vghtc.gov.tw

ABSTRACT DETAILS: Acute myeloid leukaemia (AML) is a heterogeneous disease with dismal outcome. Sunitinib is an orallyh#utiveof
multiple tyrosine kinase receptors approved for renal cell carcinoma and gastrointestinal stromal tumour that hastaldiedé&andvL in
several clinical trials. However, the precise mechanism of sunitinib action against AML remains unclear and requiresésttation. For this
purpose, this study was conducted using human AML cell lines (HL60 ani KG and AML pati ent sd mawmedGicl eat ed ¢
phase arrest associated with decreased cyclin D1, cyclin D3, and Cdk2 and increased p27Kipl, pRb1, and p130/Rb2 exphesgiborgtated
activation of protein kinase C alpha and beta (P{CSelective PK@- inhibitor treatment abolished sunitiréicited AML differentiation, sug-
gesting that PK&- may underlie sunitintinduced monocytic differentiation. Furthermore, sunitinib increasedpoptotic matcule expression
(Bax, Bak, PUMA, Fas, FasL, DR4, and DR5) and decrease@jmypitotic molecule expression (Btlnd Mctl), resulting in casp®2, 3, 8, and
9 activation and both death receptor and mitochordfgendent apoptosis. Taken together, these findings provide evidersmenitiaib targets
AML cells through both differentiation and apoptosis pathways. More clinical studies are urgently needed to demongtiraia itfrocal appli-
cations in AML.

KEYWORDS: Sunitinib; Differentiation; Apoptosis; PKC; B2l
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Abstract 007

TITLE: Clofarabine in Acute Myeloid Leukemia in Adults. A Retrospective Study in Spain

AUTHORS: Adolfo de la Fuente, G Deben, C Bethencourt, T Olave, J Bergua, L Garcia Sanchis, M Calabuig, S Solorzanm, DFVilarifas
AFFILIATION: MD Anderson CC Madrid, CHU A Corufia, HRU Carlos Haya, HCU Lozano Blesa, San Pedro de Alcantara, H. C. Uiénde Va
cia, 4CHU Santiago de Compostela

E-mail: afuente@mdanderson.es

ABSTRACT DETAILS: Introduction: The potential and limitations of the standardized cytotoxic chemotherapy (AraC plus Ang&acychcute
Myeloid Leukaemia (AML) in adult patients have been assessed in different trials. Further progress would require th®naftaternative
approaches for relapsed and refractory patients as well as unfit patients. Clofarabine is a second generation pudeanaldgagproved by
FDA and EMA in refractory pediatric ALL patients. Phase | and Il studies have reported Clofarabine activity in AML. Airaisn Difi¢his study
is to evaluate the experience in Spain with Clofarabine in the treatment of adult AML patients, analyzing effectiveorisityapdofile. Meth-
ods: Eighteen Spanish centers participated in this multicenter retrospective study on AML adult patients treated whineCtyfaxampassionate
use. Clinical records were reviewed collecting demographic date and the use of Clofarabine. Main points were comptei@sdiMBsi2003
criteria and toxicity as CTCAE v3.0 of NCl scale. Results: Between July 2007 and April 2011 a total of 76 AML adultypetgetmesated with
Clofarabine based chemotherapy in Spain. We obtained clinical data from 67 cases. Median age at Clofarabine treatmes{i.8r.8)y#&ale/
Female: 31/33. Previous Myelodisplastic syndrome 12 (18%). Cytogenetic data was available in 61 patients (91%), and 281 dfiteisk
cytogenetic. Ten of these patients had had a previous ALOtransplant. Clofarabine treatment: 59 patients received Qjeftresaayv@4 in
AML relapse and 35 in refractory disease), median previous lineg' &hd the remaining 8 patients were untreated. Clofazakés adminis-
tered in combination with AraC in 94% patients and 91% received a five days schedule. The most frequent Clofarabineetesd@ayg/m2/
day (41 patients), 30 mg/m2/day (11 patients), and 20 mg/m2/day (10 patients). Response and outcome: Twenty one (Bfs bzt
complete remission and 34 (50.7%) had resistant disease. The statistical analysis shows a significant difference ta bietw@@rrdirst line
therapy (CR 82%) and savage therapy in relapsed (CR 47%) and salvage therapy in refractory (CR 21%), (p0.012). Neithgpgedretis nor
previous MDS and previous Alo transplant did influence CR rate (p0.56, p0.54 and p0.53 respectively). Toxicity: Aljppeterted grade IV
hematological toxicity with grade IV neuthopenia, grade IV trombopenia and transfusion depend anemia. The incidenbemhtogical

toxic effects were low, creatinine >3 mg/dL: 4 cases (5%); bilirubin > 3mg/dL: 9 cases (13%). Eleven (16%) patients\died dction.
Conclusions: The revised experience in Spain with Clofarabine as compassionate use in adult AML patients confirmyémesffetClofara-
bine as a salvage regimen. Of note was that, Clofarabine could potentially overcome some adverse known factors ascytogenetic
KEYWORDS: Leukemia,Clofarabine
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TITLE: Changing APL Natural History

AUTHORS: Wing Y Au

AFFILIATION: University of Hong Kong

E-mail: auwing@hotmail.com

ABSTRACT DETAILS: Oral arsenic trioxide (A8; Arsenol™) has been used for the treatment of relapsed APL in Hong Kong since 1999, and
replaced iv arsenic and BMT. A total of 52 consecutive adults in R1 (N=45) and R2 (N=7) were treated. In R1 cases resassi@ved in

44/45 cases and 64% remained in CR2 at median of 36 months. Three CR2 patients died of unrelated causes. kO3 3gtesseAémedian 22
months) retreatment gave CR3 in 12/13 cases but 9/12 relapsed again. For cases at R2, CR3 was achieved in 6/7 cases atilli83%R at

116 months. The-8ear and 5/ear OS were 79% and 66% and only age > 40 years had inferior OS (p=0.01) and EFS (p=0.0#¢ndadd
pediatric patients (agé 64) were also treated (total A3 dose 282100 mg) and were in CR at 126180) months with no adverse effects. Oral
As,Ozwas also used for maintenance in CR1 (n=79). At a median faifpef 24 (1115) months, there were 8 relapses. The these LFS, EFS

and OS were 87.7%, 83.7%, and 90.6% respectively. Adverse prognostic factors included male for LFS and unrelated ©&imeradoage,

WCC and PIt count. Among all 132 &3; patients, CNS relapse was the main problem and 8 (7 men, 1 woman, median age 49 years) developed
CNS leukemia, at a median of 44 §B) months. All had a history of elevated peak WCC (median 69.5 (raing@®6x 10/L) and 3 patients died.
CNS relapse was more common in male (RR 6.8, p=0.001) and high WCC (for WCC ¥115RF08.4, p=0.004). A complete epidemiological
survey of 408 cases of APL from 192001 (four Syear cohorts: 198 men, 210 women, median ageiB9§3/ears) further showeld arsenic
impact. They included 318 CR and 88 induction deaths (2 case no data). Induction death were higher in earlier coh&sl{ertaga

(p<0.001), high WCC (p<0.001) and male (p=0.06). THye &lapse rate (108 cases) fell from 54% to 16% (p<0.001) due to nainterRelapse
was less with ATO (n=88) than ATRA (n=110, 17% vs. 38%, p=0.008) maintenance. Other relapse risk factors were age (gOMAT) h
(p=0.023) and male (p=0.056). Salvage ATRA (since 1993) and oral ATO (since 1999) imps@adds from CR1 from 67% to 96%

(p=0.006). Post CR1 deaths included relapse (n=35), cancer (n=8), BMT (abandoned after 1999, n=7), chemotherapy (et3¢dwduses

(n=6). No APL related death after CR1 occurred after 2006. Reduced induction death and relapse prevention / salvageymi$dvech 44%

to 80% in HK. Headache, dyspepsia, reversible liver function derangement and herpes zoster reactivation were y&padedrse effects. QTc
prolongation and arrhythmias were NOT encountered. Prolongeds@} maintenance was feasible and safe, and resulted in favorable outcomes
for relapse prevention and salvage at all ages. It has changed the natural history of APL in Hong Kong.

Changing APL natural history
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Abstract 009

TITLE: Study on the Expression of T&f in Hyperleukocytic Acute Myeloid Leukemia
AUTHORS: Liru Wang, Min Wang, Jianying Cui,

AFFILIATION: Chinese society of hematology

E-mail: wanglirumail@yahoo.com.cn

ABSTRACT DETAILS: Backgrounds Hyperleukocytic acute myeloid leukemia (AML), which has an extremely high white blood cell count in
peripheral blood, is associated with a high early mortality. The mechanisms for Hyperleukocytic AML have not yet bdeadaligce TGFb is
one of the most potent negative regulator of proliferation, its role in the occurrence of Hyperleukocytic AML is stillhu#insnTo investigate

the role of TGFb 1n pathogenesis of Hyperleukocytic AML by detecting the mRNA transcription and protein expression of transforming growth
factorb 1TGEF-b 1in bone marrow cells and serum levels of FiBHN hyperleukocytic and nehyperleukocytic AML patients. Methods: Bone
marrow aspirate samples from 17 hyperleukocytic AML, 21-imgwerleukocytic AML patients, and 17 normal controls were colledied mRNA
transcriptional levels of TGB Wwvere detected by retime fluorescence quantitative polymerase chain reactionRRR). The protein expression
levels of intracellular TG Were analyzed by flow cytometry. T&F lserum levels were measured by dotdoiibody sandwich enzymimked
immunosorbent assay (DABSLISA). Results: (1) The transcriptional levels of T8FLThe median levels of TGE InRNA in hyperleukocytic

AML, non-hyperleukocytic AML, and normal control group were 0.0135, 0.0259, and 0.0155, respectively, no statistical diffeserizserved
among these three groups (P>0.05). (2) The protein expression of intracellutér TGfe mean fluorescence intensity of T6Fin hyperleuko-
cytic AML, norrhyperleukocytic AML, and normal control group were 178+79, 160+54, and 98118, respectivelfs. E&pression in both hy-
perleukocytic AML and nomyperleukocytic AML group were significantly higher than that in normal control group (P<0.05). Howere was

no significant difference between the hyperleukocytic andhygerleukocytic AML group (P>0.05). The mean fluorescence inteaSTGRb 1

in AML patients was 168+66, which was significantly higher than that of in normal controls (P<0.05). (3) Serum levelbot TigFserum

levels of TGFb In hyperleukocytic, nomyperleukocytic AML, and normal control group were 10.70+6.43, 8.20+6.34, and 27.97+14.55ng/ml,
respectively. Serum levels of T&F in both hyperleukocytic and ndnyperleukocytic AML group were significantly lower than that in normal
control group (P<0.05). There was no difference between hyperleukocytic afmypenfeukocytic AML patients (P>0.05). Conclusi@l) This

study show that there exists a deregulation of serum TGB 1evel in hyperleukocytic and nemyperleukocytic AML patients, suggesting that
TGRb becreted by leukemia cells in AML patients is reduced, so the negative regulation functionfofBiGEukemia cells is diminished. (2)
The transcriptional levels of TGE In hyperleukocytic and nehyperleukocytic AML patients had no differences with normal controls. However,
the expression levels of intracellular T®FIn these patients were increased, with the levels of extracellulasbT®Ftuced. The results indicate
that there may exist abnormality in the process of -BGEecreting outside of cells. (3) The intracellular and serum levels ofiT ®Etween
hyperleukocytic and nehyperleukocytic AML patients have no significant differences. The results show thaéd Tsla s n 6t an i mport ant
on pathogenesis of hyperleukocytic AML.

KEYWORDS: Hyperleukocytic, AML, TG 1
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TITLE: Immunophenotypic profile of Acute Myeloid Leukemia with t(15;17) and t(8;21)

AUTHORS: Shano Naseem, Neelam Varma, Prateek Bhatia, Man Updesh Sachdeva, Jogeshwar Binota, Pankaj Malhotra, Ram Kamnar Marwah
Subhash Varma

AFFILIATION: Postgraduate Institute of Medical Education and Research

E-mail: shanonaseem@yahoo.co.in

ABSTRACT DETAILS: Introduction FrenctAmericanBritish (FAB) classified acute myeloid leukemia (AML) according to morphology and
cytochemistry. FABM2 and M3 categories now correspond to World Health Organization (WHO) subcategory of AML with t(8;21batit) t(
respectively. WHO in its latest 2008 classification, includes a separate category of AML with balanced translocatiam, imktsicomprises of
7 categories characterized by characteristic genetic abnormalities [ i) t(8;21); ii) t(15;17); iii) inv16; iv) t(9;18;)vyil(inv3; vii) t(1;22)] and 2
provisional entities [mutated NPM1 and mutated CEBPA]. It has increasingly been found that, many of these geneticafiylijstings in AML
possess distinctive immunophenotypic profiles, which can be correlated with underlying specific cytogenetic/moleculdndefestsidy we
evaluated the immunophenotypic profile of AML cases with t(8;21) and AML cases with t(15;17) and analyzed its usefdertigrig ithe
corresponding subgroup. Material and Methods Immunophenotypic profile of cases of AML with t(15;17) and t(8;21) were &naljzedes,
bone marrow morphologic and cytochemical examination for myeloperoxidase (MPO), periodic acid Schiff (PAS) and Perimsteipheno-
typing and molecular genetic testing was done. Results From August28d@mber 2011, molecular testing for t(15;17) and 1(Byas done in
80 cases of AML. Of these, 13 cases were positive for t(15;17) and 17 cases for £(8;21). Immunophenotyping resultsileria &vedlses with t
(15;17) and 15 cases with t(8;21). Cases in which immunophenotyping was done were analyzed. AML with Tfi&hégian age gresenta-
tion was 21 years (range=64 years), male: female ratio= 1:1. All cases were strongly positive for MPO cytochemically. Infrenoiyping
revealed CD33 and MR®right positive; CD34 and HLADR- negative; Blymphoid and Hlymphoid markersnegative in all cases. CDE3d
CD117 were also positive in all cases tested, however the intensity varied form dim to moderate. AML withTt{&;#igdian ag of presentation
was 32 years (range=3b years), male: female ratio= 1:2.5. All cases showed moderate to strong positivity for MPO cytobheédmidgaimuno-
phenotyping, positivity for CD13, CD117, CD33 and MPO were seen in all cases, however, the intensity varied from dim@»BAgind HLA
-DR were bright positive in all cases, except 1 where it was dim to moderate. Of the lymphoid markers, CD19 was pastige (B bright
positive, t dim), CD7 and CD4 in 5 cases eachl{fight positive, 3dim each) and CD56 bright positive in 2 cases. Conclsdiothe present
study, we analyzed the immunophenotypic profile of AML with t(15;17) and t(8;21). We found, the immunophenotyic prdfilvofgifoups to
be clearly distinctive. All cases with t(15;17) were negative for CD34 and-BRAhowever, these were positive in all casel wit
KEYWORDS: acute myeloid leukemia, t(15;17), t(8;21), immunophenotyping
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AUTHORS:Seung Hwan Oh, Ja Young Lee, Minung Lee, Hye Ran Kim, Tae Sung Park,

AFFILIATION: Inje University College of Medicine, Busatorea

E-mail: paracelsus@daum.net

ABSTRACT DETAILS: Acute myeloid leukemia (AML) with t(6;9)(p23;934) is a rare but distinct disease of which incidenceeerifedf and
4% among AML cases. The chromosomal aberration of t(6;9)(p23;934) causes a chimeric fusion g&fieH2EK. DEKNUP214 fusion tn-
scripts act as an aberrant transcription factor and alter translational activities. Its breakpoint has been knowrerahia @ussigle specific in-
tron on each chromosome 6 and 9. It has been also known to be associated-vétatédgyrosine kinasda8ternal tandem dupdation (FLT3
ITD) mutation and poor prognosis. Currently, it is considered as a separate clinical entity because only allogeneitratesplaethtion may
improve overall survival. Here, we demonstrate the phenotypic and genetic characterization UBEK4 rearrangement in twapresentative
Korean cases and the incidences of recurrent genetic abnormalities among 122 consecutive acute leukemia cases titisimglering two
years.

KEYWORDS: DEKNUP214, acute myeloid leukemia, translocation
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Table 1.Frequencies of recurrent abnormalities in acute myelogenous leukemia in a single institution for two years

Recurrent abnormalities N Karyotypes

t(8;21)(922;922) 7 (5.7%) 45,X-Y,1(8;21)(q22;922)[11]/46,XY,del(16)(q22)[5]/46,XY[5]
46,XX,1(8;21)(922;922)[7]
46,XX,t(8;21)(9q22;922)[20]
46,XY,1(8;21)(922;922)[12]/45,idenrY[8]
45,X-Y,1(8;21)(q22;922)[13]/46,XY[7]
45,X-X,t(8;21)(q22;q22),del(9)(922)[11]
46,XX[9]46,XY,1(8;21)(q22;q22)[20]

inv(16)(p13.1;922) or t(16;16)(p13.1;,q22) 3 (2.5%) 46,XY,1(16;16)(p13.1;q22)[4]/47 ,idem,+8[15]/46,XY[4]
46,XY,inv(16)(p13.1922)[16]
46,XY,inv(16)(p13.1922)[17]/47 ,idem,+22[3]

t(15;17)(g22;912) 9 (7.4%) 46,XY,t(15;17)(q22;921)[20]
46,XX,t(15;17)(q22;921)[15] / 46,XX[5]
46,XX,1(15;17)(q22;q12)[3]/48,idem,+2mar[6]/46,XX[11]
46,XX,t(15;17)(q22;912)[18]/46,XX[2]
46,XX,t(15;17)(q22;912)[18]/46,XX[2]
46,XY,inv(1)(p22932),t(15;17)(q22;921)[3)/
46,XY,inv(1)(p22932),der(15)t(15;17)(q22;921),ider(17)(q10)t(15;17)[17]
46,XY,t(15;17)(922;912)[9]
46,XY, t(15;17)(922;921)[20]
46,XY,t(15;17)(q22;912)[13]/46,XY[7]

t(9;11)(g22;g923) 1 (0.8%) 46,XX,t(9;11)(p22;923)[13]

t(6;9)(923;0934) 2 (1.6%) 46,XY,1(6;9)(p23;q34)[20]
45,XX,1(6;9)(p23;034),del(14)(932),add(16)(q24),[20]

inv(3)(g21;926.2) or t(3;3)(021,926.2) 1 (0.8%) 44~46,XY,inv(3)(q21926),del(4)(q31),+mar[cpl7]

Others 39 (32.0%)

Normal karyotype 54 (44.3%)

Not assessed 6 (4.90%)

Total 122 (100.0%)

Figure 1. Sequence analysis of the reverse transcrigiakenerase chain reaction products.
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TITLE: Study on the Expression of BELin Hyperleukocytic Acute Leukemia

AUTHORS: Min Wang, Liru Wang, Jianying

AFFILIATION: Fuxing Hospital, Capital Medical University

E-mail: wangmin812@yahoo.com.cn

ABSTRACT DETAILS: Background: Hyperleukocytic acute leukemia (HAL) has a very high early mortality rate due to the leuksstasho-
genesis is not clear, which bring difficult to effective treatment. HeelBymphoma 2 (BeR) promotes cell survival and iraps apoptosis, which
is a critical step in development of various cancers. However, what is the role &f BGlathogenesis of HAL is unknown? AinWe aim to
detect the protein expression levels and serum levels € BcHAL patients, and to investigate the role of BZin pathogeesis of HAL. Meth-
ods: Bone marrow samples from 25 HAL (22 AML and 3 ALL), 29-hgperleukocytic acute leukemia (NHAL) (26 AML and 3 ALL), and 19
normal controls (NC) were collected. The protein expression levels <f ®efe analyzed by flow cytometry (FCM). Serum samfrtas 14 HAL
(10 AML and 4 ALL), 39 NHAL (31 AML and 8 ALL), and 16 NC were collected. Serum levels of-B@lere measured by enzysieked im-
munosorbent assay (ELISA). Informed consent was obtained for all specimen collections. Results: (1) The protein exglessi@tl?: The
mean fluorescence intensity (MFI) of BZlamong HAL (89+26), NHAL (93+21), and NC group (92+33) were not statistically diff¢Peid.05).
The MFI among hyperleukocytic AML (HAML) (90£27), ndwyperleukocytic AML (NHAML) (93+21), and NC group (92+33) were not statist
cally different (P>0.05). The MFI between hyperleukocytic ALL (HALL) (78+5) and HAML group (90+27) were not statisticthgmtif
(P>0.05). (2) Serum levels of B2t Serum levels (ng/ml) of B& in NHAL group [1.70 (0.13~28.65)] were significantly highearn that in NC
group [1.20 (0.13~20.63)] (P<0.017). Serum levels ofBiel HAL group [1.63 (0.10~31.05)] show a rising trend compared withithNC. There
was no difference between HAL and NHAL patients (P>0.017). Serum levels-gfiBdoth HAML and NHAML groups [1.87 (1.38~31)02.06
(0.77~28.65)] were significantly higher than that in NC group [1.20 (0.13~20.63)] (P<0.017). There was no differenceH#deand

NHAML patients (P>0.017). The serum levels in HALL group [0.57 (0.10~1.54)] was significantly lower than that in HAMLLB8&(.05)]
(P<0.05). Summary: (1) The experimental results of FCM indicate that the cytoplasi® B@l in AL patients is not significdgtchanged, and
its level has no obvious relationship with the white blood cell count and the different cell types either myelocyte aytgm{@)dhe experimen-
tal results of ELISA indicate that the leukemic cells in AL patients especially in AML patients produce and secrete ®0lx2ichhich inhibite
the apoptosis of leukemic cells and involved in the pathogenesis of the disease dB&4 not participate in the pathogenesfs HAL or it
independent impact factor of the pathogenesis. The serum levels®fiBEIALL patients is significantly lower than that in WA patients,

which suggest that the aratpoptotic effect of BeR in HALL patients is weaker than that in HAML patients. However, the saaiple of HALL
patients may affect the result.

KEYWORDS: Hyperleukocytic, acute leukemia, BQL
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ABSTRACT DETAILS: Humans may carry up to seventeen distinct Kdil Immunoglobulinlike Receptor (KIR) genes, which are lted on
chromosome 199q13.4 in a region called fiLeukocyt e R etctailfpashom. Theo mpl ex 0.
genes are highly polymorphic. They encode proteins that are expressed as receptors on the surface of Natural Killeai i§) sidiset of anti-
genexperienced CD8+ T cells. Of the fifteen KIR genes, nine encode inhibitory, and six encode activating receptors. TR gkties do not
encode any protein and act as pseudogenes. The KIR receptors regulate functional activities of NK and CD8+ T cellg.imttreshadjard, the
activating KIR genes (KIR2DS1, KIR2DS2, KIR2DS3, KIR2DS4, KIR2DS5 and KIR3DS1) encode the receptors with short cytopleismic ta
lacking inhibitory motifs. When stimulated, they induce activating signals to the immune cells. In addition to gene palymkiBhhaplotypes
vary from one another with respect to their contents of different activating KIR genes. Each KIR haplotype may carrg fooanfarcomple-
ment of the six activating KIR genes. Consequently, human genomes may carry none to six different activating KIR geN&scé&iaaae
known to kill tumor cells, we hypothesized that activating KIR genes may provide resistance to the development of ledhiErea.io test
this hypothesis, we performed a casatrol study in which we determined the frequencies of each of the six activating KiRigehédren suf-
fering from Acute Lymphoblastic Leukemia of B or T cell origin&BL) or T-ALL vis-avis healthy controls. Here we show for first time that
the inheritance of activating KIR genes is associated with a significantly reduced risk forAbtha®d T-ALL in children. Irterestingly, the risk
decreased progressively as the number of activating KIR genes increased in the genome of the individual. In adjustqehvahadgsts the
associations were as low as 1.14%10he results suggest that activating KIR genes decrease risk for developing leukeiridaein. dhis recep-
tor/ligand system may serve as molecular targets for developing novkdid@imia drugs.The study was supported by a resgaach (2010
700554) from the Canadian Cancer Society Research Institute (CCSRI).
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ABSTRACT DETAILS: Background:3cell acute lymphoblastic leukemia-@LL) is one of the commonly occurring type of leukemiasnidia.

The percentage of-ALL in India is very high (2044%) when compared to the Western countriesZQ%).Although 6070% of the ptents
achieve remission, later oni3% of the patients relapse due to the persistence of clonogenic residual leukemic cellseduniegmt Detection

of MRD remains one of the major goals in the treatmeatafe lymphoblastic leukem{ALL). Clonal markers identified at diagsis may be

used as targets for monitoring and quantitating the minimal residual disease (MRD) and can provide prognostic infothegiatieofs. It has
been reported that immunoglobulin (Ig) anadll receptor (TCR) gene rearrangements are excellent papentfic targets foclonality studies

and monitoring of acute lymphoblastic leukerAd.L). AIM :To evaluate the incidence of particular gene rearrangements andeladtration of
rearrangement profile at diagnosis of ALL and subsequent relESE-HODS Bone marrow samples from 26 patients at presentation and at follow
up were analyzed by polymerase chain reaction (PCR) in which junctional region of rearranged IgH, TCRG genes has isetamdrtipif
heteroduplex analysisas performed by polyacrylamide gRESULTS:Bone marrow samples from 26ALL patients available at presentation
and at regular intervals for follow up were analyzed. It was observed that the FE@Rangement involving 16/26 cases (61.53%) was present in
one patient at presentation in witho J 14.1,,4(6.25%) and in six patients withd-Jo 1 1,3,5(37.5%), in four patients with ¥lll-Jo 1 1.3,k
(25.01%)and in five patients with MV -J 1;.3,,k(31.25%). All these clonal markers were used to monitor MRD in remission/relapse bone mar-
row samples for periods ranging from 6 to 36 months after diagnosis. It was found that patients who relapsed and freteatetiexdcontinuous
PCR HD positivity in their clinical remission bone marrow samples. Moreover, in this study , HD analysis established idegriostid clone at
relapse. Patients who are in letggm clinical and morphological remission achieved PER negativity in their 812 months boa marrow re-
mission samples and continue to be PER negative. All patients were PCRD positive at the end of induction therapy even wihey were
reported to be in clinical and morphological remission. One patient in six months clinical and morphological remissiBE RIS positive and

is being followed up. MRD monitored in six patients with two diagnosticiP{IRpositive clonal markers reveal an identical pat@Ensuring
circumvention of false positive and negative res@®NCLUSIONThe results of this study suggested that PCR followed by HD analysis is a
useful technique to monitor MRD in remission/relapse samples in ALL patients.
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ABSTRACT DETAILS: Background: India has intermediate endemicity of Hepatitis B infection, with Hepatitis B surface arligag)(pteva-
lence between 2% and 10%. Children with acute lymphoblastic leukemia (ALL) are at increased risk of hepatitis B infestsuit & both their
underlying condition, and their treatment. Moreover, considering that safe blood is not universally available in Indackioé toutine nucleic
acid testing (NAT) facilities in blood banks for donor screening, the risk is increased manifold during the initial petesife chemotherapy
when the requirement of blood product transfusion is highest. Objective: To find whether hepatitis B vaccine adminisighettdsive phase of
chemotherapy in previously unimmunized children with ALL renders protection against hepatitis B infection. Methodolaggirgl&tenter
study, we screened 55 consecutive ALL patients of age < 18 years for HBsAg and Hepatitis B core antibaBg)Yanthe timeof diagnosis. In
every instance, an attempt was made to check t he c himmdniaionishowauni zat i o
ing the exact dates of vaccinations was accepted as valid. In children with documented prior vaccinatiBs, tdatiwas mesured. Individuals
were considered immune if they had completed a series of hepatitis B vaccine and had Hepatitis B surface anttiBdyt{tamt> 10 IU/L. All
the unimmunized children were given three doses of Hepatitis B vaccine at 0, 1, and 6 months during the intensivecplmasetpftte first dose
being administered before starting corticosteroid induction. The-#Btititer was not routinely tested after vaccination. €heko remained sero-
negative for HBsAg were revaccinated with three doses of vaccine after completion of 2 years of maintenance chemothksa@utRES5
patients, only 2 patients (3.6%) had documented hepatitis B vaccination; both of themh#isaitér > 10 IU/L at diagnosidone were HBsAg
reactive, and three children who were reactive forlBi were started on Lamivudine from day 1 of induction therapy tiletiteof maintenance
therapy. Of the 53 unimmunized patients, 10 children (18.2%) subsequently became HBsAg reactive, mostly in the reionensificetinte-
nance phases. All of them had evidence of HBV replication and were started on antiviral treatment. Conclusion: Inspiesfhad unimmu-
nized children with ALL vaccinated during intensive phase of chemotherapy may not mount an optimum immune responsis & Vegtie,
the authors feel that this strategy may provide vital protection from transtuaimmitted HBV infection during the period aithey need the
maximum blood product transfusion. Further studies are essential to provide maximum protection of-thdk bigip from a vecine
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preventable infection like hepatitis B.
KEYWORDS: ALL, Hepatitis B, immunization, vaccine
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TITLE: A study on the expression of BEABL transcript in Mixed Phenotype acute leukemia (MPAL) cases using the Reverse ptasscri
polymerase reaction
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AFFILIATION: Department Of Pediatrics, APC, PGIMER, India, Senior Lab Technician
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ABSTRACT DETAILS: Introduction: The MPAL comprise%b of all acute leukemia. The present WHO 2008 classification has sepamted
groups in MPAL based on t(9;22) positivity and MLL rearrangement. Aims & Objectives: The aim of the present pilot stndy iincidence
of BCR-ABL transcript in MPAL cases using the FPICR assay and to correlate the status with hematological remission posbimddetierials
& Methods: A total of 10 MPAL cases classified on Hoytometry based on the current WHO 2008 criteria were enrolled. Ireatbifes Bone
marrow or peripheral blood sample in EDTA was processed for molecular studies andRd&RR&action carried out using primsepecific to the
t (9;22) and t(4;11) translocation. The post induction check marrow slides were also reviewed. Results: Out of theRdtalcH3&8, 7/10 (70%)
were adult and 3/10 (30%) pediatric cases. A total of 4/10 (40%) cases showed positivity for the t(9;22) transcriptfand(ddrg. Of the 4
positive cases, 3/10(30%) were adult cases and 1/10(10%) pediatric case. FA®B@Rnscript type in adult cases was b3a21@2n 2/3

(66%) and ela2 (p190) in 1/3 (33.3%) case. The single pediatric case was positive for b3a2 transcript. Discussion & Gahitiesiopositive
MPAL cases presented with high TLC and low platelet count (p<0.05). The positive cases also showed hematological re@ossgicluetion
check marrow (blasts<5%). This could partly be explained due to good response to the imatinib added to the treatment protocol
KEYWORDS: Adult, MPAL, Pediatric, R"PCR, Transcript
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ABSTRACT DETAILS: We previously demonstrated that targeting drugs via small molecule carriers with high affinity to seoejpiget can-
cer cells overcomes the propensity of chemotherapy to induce the selection, development, and outgrowth of drug resogiaieticerancer
clones. However, fulfilling the clinical potential of such targeted drug delivery (TDD) approaches also depends on tleesygtehe used to
prepare the carrietrug conjugates. The ability to conjugate several and differertantier drugs to a cell targeting cari@ appropriate linkers
would enhance current approaches to develop catmigy conjugates with improved therapeutic efficacy. Moreover, the pogsdfiingineering
deviations in time release of different drug moieties from such +tariiugates suggests that employing dendrimeric linkers mitltiple attach-
ment and controlled release capabilities may represent a significantly improved architecture for ddirgkingitmulti-releagd properties in
TDD. As a first step towards preparing such conjugates, we useepbalsg synthesis to prepare mdltig conjugates and tedtéheir cytotoxic
potential.. For this purpose, a 13mer peptide derived from the Myelin Basic Protein (pMBP) was used as the carriertpggidehiorambucil
(Chlor) to murine MBP Ecell leukemic cells bearing specific antibodies to pMBP. Initially, MBP cells as well as a diffecetiti@kemic cell
line (BCL-1) were both resistant to Chlor. However, exposure of the cells to a bioconjugate of@iNtBRompletely and spedifally reversed the
resistance of MBP cells but not that of BClcells. These results highlight the possibility that bioconjugates comprisinggeefatrgeted to-Bell
leukemic cells could allow for more effective use of drugs with a proven clinical history in hematological cancer. Wenffassddbe dose re-
sponse curves of MBP cells exposed to bioconjugates carrying single {gMIBP1) or multiple (pMBRChlor-2 or pMBRChlor-4) copies of
Chlor. At equivalent doses of Chlor, there was a statistically significant enhancement in cytotoxic activity-dfugudbpyconjugates versus
singledrug copy conjugates. These data suggest that the increased efficacy-dbsrittonjugates is not only related topbéential amount of
drug that might be delivered to the cell but also to the mode of delivery. Delivering the same dose of drug througmestsetbendocytosis is
more efficient and efficacious than delivery of free drug throughspewific cell uptake. In conclusion, the results of thislg demonstrate that
the use of multifunctional dendrone linkers that bear several covalently bound cytotoxic agents to one carrier moletitnbeadeefficacy for B
-cell hematological cancer cells.

KEYWORD: B-cell leukemia, targeted drug delivery, drug resistance
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TITLE: Assessment of clinicchematological characteristics and outcome of chronic lymphocytic leukemia patients: A Singlédnsstudy
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ABSTRACT DETAIL: Background: Chronic lymphocytic leukemia (CLL) is the most common lymphoproliferative disorder, nearly &D% o
leukemia in the West. In India it accounts feés% of all adult leukemia. There is paucity of data on CLL from India. Methidusclinico
hematological profile, treatment outcome and prognostic factors for survival were assessed in 285 patients seen at AD&E, dlarge terti-
ary referral centre, over a period of 11 years. Results: There were 209 males and 76 females. The median age was8Qyea).(28
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One hundred fourteen patients (40%) were aged 55 years or less (young CLL patients). The common presenting featurémderapgthp
61%, splenomegaly 51%, hepatomegaly 40% fatigue 23% and fever 17%. Median total leucocyte count at presentation wasGhxXaDB/ai
stage distribution was: stage 0%, stage 1 16%, stage | 33%, stage 11120 % and stage IV21%. Sixty three patient22%) were asympto-
matic and diagnosed incidentally during routine physical examination. ZAP 70 and CD 38 was evaluated by flowcyotongigrpatients.
Fifty percent of patients received treatment at presentation. Ninety seven received Chlorambucil bast@P40BR 3%) and 27gpients received
Fludarabine based (OR88%, CR44%) chemotherapy. Median overall survival (OS) and event free survival (EFS) was 5.1 yeasyaads4
respectively, with median follow up period of 2.9 years. Fludarabine was more toxic as half of patients developed fetpé@ineand various
infections. Advanced clinical stage (Rai lll and IV) was associated with poor OS [HR 2.46 (95%-6I11.)1p =0.001] and EF$IR 2.78 (95%
Cl 1.744.46) p <0.001]. Conclusion: Majority of patients presented with advanced stage. Young population were more aadl direiphersis
were less. Fludarabine is less commonly used as first line therapy. Advanced clinical stage (Rai lll and IV) was astopebed8 and EFS.
ZAP 70 and CD 38 did not correlate with disease progression.

KEYWORDS: CLL, chronic lymphocytic leukemia,survival analysis
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ABSTRACT DETAILS: This study analyzed the frequency of Regulatory T cells (Tregs) in chronic lymphocytic leukemia (CLL) by
multiparameter flow cytometric immunophenotyping. Treg enumeration was done using whole blood lysis and cell sepahtigndbyahd T
lymphocyte enrichment set on 20 CLL patients and 10 ayg sexmatched controls. Antibodies used were CD4PerCPCy5.5, CD25APC,
CD127PE, and FoxP3AlexaFluor488. Patients showed significantly increased frequencies of Tregs (21.42%16.44%) as campaled to ¢
(2.23%+0.5%%, p=0.0001), a significantly higher percentage than that identified by previous studies, possibly indif@iiegtadignosis of
CLL in different parts of the world and more precisely, a worse prognosis of CLL in the Indian population. A higher freflieggy was also
seen in advanced stage of disease (p =0.001) with significantly reduced frequencies of Tregs in CLL patients after ph¢p=itttp

A significant proportion of CD127lowFoxP3+ Tregs expressed only low levels of CD25 (21.68%+3.59% in cases and 19.46%+3.3680is).
Thus, CD127 appears to be a better marker than CD25 for the identification of CD4+FoxP3+ T cells distinguishing up t@638488%r: cases)
and 4.15%+2.22% (in controls) (p<0.0001) of CD4+ T cells as potential Tregs. Our results suggest that the specific#fjiatydosen
CD4+CD127lowf cells is comparable to that of CD4+FoxP3+ which is the gold standard and can be used as an alternativel. fldvis nove
cytometric antibody panel with a fewer number of antibodies iseféesttive and can be used to enumerate Tregs in the cofiteegource limita-
tion.

KEYWORDS: Chronic Lymphocytic Leukemia, Regulatory T cell, FoxP3, CD4, CD127|&@25high.

Table 1:Patient Characteristics Table 2 : Sensitivity, specificity, positive predictive value and negative predictive value for various
combinations of markers which can be used as screening test for assessing Regulatory T cells
Marker combination Sensitivity Specificity (%) | Positive Pre- Negative Pre-
Characteristics No. of (%) (95% ClI) dictive Value dictive Value
Pts (%) (95% ClI) (%) (%)
Rai clinical stage (95% ClI) (95% CI)
e} 0 (0) CD4+FoxP3+ 95 (73.199.7) | 95(73.199.7) 95 (73.199.7) 95 (73.199.7)
I 5 (25)
I 3(15) CD4+CD25+ CD127low/ 80 (55.793.4) | 80(55.793.4) | 80 (55.793.4) | 80 (55.793.4)
1 6 (30)
\Y 1(5) CD4+CD25+ CD127lowFoxP3+ | 90 (66.998.2) | 90 (66.998.2) 90 (66.998.2) 90 (66.998.2)
Not available
ZAP-70 expres- CD4+ CD127low/ 90 (66.998.2) | 90 (66.998.2) 90 (66.998.2) 90 (66.998.2)
sion (cutoff
20%)( CD4+ CD127lowfFoxP3+ 90 (66.998.2) | 90 (66.998.2) 90 (66.998.2) 90 (66.998.2)
Positive 10 (50)
Negative 7 (35) CD4+CD25+ 65 (40.983.7) | 65 (40.983.7) 65 (40.983.7) 65 (40.983.7)
Not available 3 (15)
CD38 expression CD4+CD25+ FoxP3+ 85 (61.196) 85 (61.196) 85 (61.196) 85 (61.196)
(cut-off 20%)
Positive
Negative 4 (20)
Not available 13 (65)
3(15)
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TITLE: Regulatory Fcells in Bcell Chronic Lymphocytic Leukemia: Role in disease progression and autoimmune cytopenias

AUTHORS: Deepesh Lad, Subhash Varma, Neelam Varma, Pankaj Malhotra, Man Updesh Singh Sachdeva, Parveen Bose

AFFILIATION: Post Graduate Institute of Medical Education and Research, Chandigarh, India

E-mail: deepesh.kem@gmail.com
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Introduction : Regulatory T-cells (Treg) have been shown to be important for balance of tolerance, autoimmunity and oncogenesis. la-autoimm
nity, a decrease in Treg correlates with severity of disease. Increased frequency of Treg cells have been correlatatpvatiréasion in various
cancers including chronic lymphocytic leukemia (CLL). CLL is unique in that way to be at the crossroads of oncogenédsisnamahity. In-

creased formation and survival of CD4+CD25highFOXP3zells (Treg) has been shown in previous studies in CLL. Furthermoresioene-

trasting data to show that Treg cells are associated with good prognosis in some lymphomas. The exact role of Tiegctielsaipresentation

and progression of disease in CLL is still unclear.

Aims and Objectives To define the role of Tregs in clinical presentation, disease progression and autoimmune cytopenias in CLL.

Materials and Methods 32 treatment naive CLL patients and 10 normal healthy volunteers were evaluated in this prospective study. Investigations
included clinical examination, biochemical tests, complete blood counts, bone marrow examination and multicolor flowAGMgtiviore
stringently defined specific markers (CD4+CD25highCD127low FoxP3+) were used to enumerate Tregs. FCM analysis was peR&G8ed o
Calibur flowrcytometer (BD Biosciences) using CellQuest® software. Diagnosis of autoimmune hemolytic anemia (AIHA), autoimmune
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thrombocytopenia (ITP) and pure red cell aplasia (PRCA) was made according to standard criteria.

Results Study group included 20 male and 12 female CLL patients. The mean age was 64.2 years; with 8/32 (25%) patients kmind #32 ye
(53.12%) patients were categorized to Binet stage A and 20/32 (62.5%) were asymptomatic at diagnosis. 25 patientsatomplgtéaviestiga-
tions at 6 months. Disease progression as assessed d¢@Q@uidelines, occurred in 12/25 (48%) patients. Autoimmune cytopeodasred in
8/32(25%) patients. 3 of them at disease presentation and remaining 5 were diagnosed-omp féllél was diagnosed in one,Tin 4 and
PRCA in 3 patients. Mean Tregs % was lower in CLL patients (0.98+0.94) as compared to the controls (2.89+1.46) (p=0n&326)CHb
patients had significantly higher absolute Treg cell count than the controls (581.63+734.5 vs. 83.89+55.45) (p=0.0006).Méaile% Treg
increased by 46% (not significant, p >0.05) from stages A and B (early CLL) to stage C (advanced CLL). The increasdgdutediey count
was significantly higher 384% (p<0.005). Absolute Treg count was significantly higher in patients having autoimmune sygpesintation as
well as on followup. Mean absolute Treg counts were not significantly different between ZAP70 positive and negative CL4 (pafdeh), as

well as between CD38 positive and negative CLL (p=0.15). There was a strong inverse correlation between lymphocyténeabtingpisolute
Treg count (p=0.03) as well as lymphocyte doubling time and % Treg cells (p=0.006).

Conclusiort Absolute Treg cell counts (rather than % Treg) are increased in CLL patients compared to controls and also increasedgewith dis
severity. Absolute Treg counts may be more important than % Tregs in CLL pathogenesis. Tregs also have a strong iomerith hgtapho-
cyte doubling time, also indirectly confirming the role of Tregs in disease progression. We also found Tregs to beimpeaased with autoim-
mune cytopenias. Autoimmune cytopenias may be viewed as a continuum of CLL disease itself rather than a complicatioedufiselsa

Key words: Chronic lymphocytic leukemia, Regulatoryc€lls, Lymphocyte doubling time, Disease progression, Autoimmune cytopenia
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ABSTRACT DETAILS: INTRODUCTION Introduction: White transverse paired lines initially described to be associated with kewgce ¢
hypoalbuminemia, renal disease and sickle cell anemia pursuant to abnormality in vascular bed of nail. Herein we sbBRhar-naskym-
phoblastic leukemia who developed these lines and did not have any contributing factors attributed thus far. Was is@latasedn a possible
link exist? On surfing of literature we did not come a across a report of association in a manner akin to our case. @3s85yean old male
with morphological and marker evidence of CALLA +ive ALL and cytogenetic evidence of being Ph +ive, 98% positivity by &8tt, on
modified BFM 90 with upfront Imitinib 400 mg per day. After completion of Day 35 , marrow was in remission and Bcr/ablPgiR®as in the
range of 0.967%. Patient receiving chemo as per protocol , transplant option explored, offered and as of now workepdhiuthdetway, si-
multaneously received intensification part of protocol also. Resident on round presented a finding in nail bed ofgrewelisétlines involving
nails of both hands with normal appearing nail bed in between , which he suggested to be fungal unlikely, though evahettivas also done
and ruled out.(photograph of index case attached) As a curiosity literature was reviewed. Review of literature: MueHeslceilfies!

paired ,narrow, white transverse lines in a series of 65 patients with severe chronic hypoalbuminemia , further astbaatieralwconditions
including Hodgkins disease,pallegra, renal failure, sickle cell anaemia or nail damage from paraquat as well standnapoeeadduced lines
tend to be more linear. Further illumination of nail is achieved with penlight placed against finger pulp shining uphleraigHf discolouration
is in matrix or soft tissue, its exact position is identified, howover if upon illumination , discolouration disappgansretlikely to be in vascular
bed. Nail changes associated with systemic disease as opposed to trauma often occur in the matrix and time at wisdhauitiaired can be
deduced by measuring distance from cuticle to leading edge of pigmentation with rate of nail S—

receiving therapy with Procarbazine hydrochloride,vincritine sulphate and carmustine,deve
broad white bands on proximal half of nail three months later. Schwartz and Vickerman rep
appearance of paired, white ,transverse lines on nails of a woman with squamous cell carc
left main bronchus. She was treated with a combination of cisplatinum,doxorubicin,vincritin
cyclohexylchoroethylnitrosurea(CCNU) These lines were referred by them as Muehrcke
lines.Within one day of noticing these lines, her serum albumin level was at 3.4 g/dI(-&/ 3.
dl) James and Odom reported a case of a 75 year old woman who developed horizontal b
all 10 fingernails while being treated with a combination ofcyclophosphamide, doxorubicin
vincristine for Histiocytic lymphoma. Renal parameters and serum albumin was in referenc
range. Imitinib amongst other well described sideeffects is known to cause hyperpigmentat
which is surely in contrast to what description these lines

KEYWORD:CML,IMITINIB,HYPOPROTENEMIA,PIGMENTATION
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ABSTRACT DETAILS: Background Chronic Myeloid Leukemia (CML) is a clonal hematopoietic stem cell disorder. It was thélifjrsames
found to be associated with a recurring chromosomal emdcmaterialal i t
from one chromosome to another to form fusion gene (BCR/ABL) and it was the first disease in which the fusion gene vzad scgiying rise

to an abnormal fusion protein fundamental in the pathogenesis of the disease. It is now the first disorder in whicht thgempématinib

BTG2012HK

growth being about 0-0.15mm/d. Nixon in 1976 reported a patient with globlastoma who wa L o
. ): e g

o



mailto:aleem.athar@yahoo.comt
mailto:mohamadomar79@hotmail.com

27

Mesyl ate fAGlIliveco has been designed to specificalltgalthadinicaandt he mol ec
laboratory data regarding this interesting type of chronic leukemia. 2) Classify CML cases into various prognostic sisk tfteugasis of inter-
national Sokal scoring system. 3) Availability and source of Glivec and what other options of treatments are offerededism@lavailable
Patients and methods Descriptive study was conducted at Nanakaly and Hiwa hospitals in Erbil and Sulaimaniya respedstalfBrecember,
2008 to 30th of June, 2009. A total of 100 CML patients were selected randomly. The study was retrospective and p@ismeatiegamination
and laboratory investigations were performed for all included patients and they were subjected to international Solabstawriide results
were compared with other studies. Results: The mean age of the group was 42.8 + 13.23 years, ranging between 15 arie 87: Feat was
(1:1.08). The commonest symptoms at onset were easy fatigability, weight loss and abdominal fullness. At presentationtiite oedlecount
was 164,000/uL. At presentation the mean percentage of blast cells in peripheral blood was 3% and 4% in marrow. Ph chronBssRrd L
was available for 18 cases and was positive for all of them. According to International Sokal scoring system the patéantsed@r to 3
groups: group A CML patients with good prognosis (91%), group B moderate prognosis (7%) and group C poor prognosis (286en<dhe
mean age of presentation of CML patients in this study is lower than documented in developed countries. The most contingrigakees of
this group were easy fatigability, weight loss and abdominal fullness. Majority of cases in this study were belongeddoiskeggoup 91%.
Seven percent were moderate risk group and 2% poor risk group. The significant prognostic indicators among the groatdeernenp] pe-
ripheral and marrow blast cells percentage. Patients with poor prognosis were associated with high platelet count)éigrapdriparrow blast
cells percentage.

KEYWORD: CML, Leukemia, Philadelphia chromosome, Sokal score
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ABSTRACT DETAILS: Backgrounds Treatment with nilotinib or dasatinib, highly potent-BBR kinase inhibitors, has resulted irghirates of
complete cytogenetic response and progressamsurvival among patients with chronic myeloid leukemia (CML) in the chromiseplafter fail-
ure of imatinib treatment. We compared the efficacy and safety of nilotinib and dasatinib for the 2nd line treatmentfipatimatinib-
resistant chroniphase (CP) CML, retrospectively. Methods In this Korean multicenter study, 104 patients with imatinibt I€BisTAML were
treated by dasatinib (71 patients; 100 mg, 52 patients; 140 mg, 19 patients) or nilotinib (33 patients; 800 mg, 38Qiatients;patient). The
purpose of this study was to compare rates of cytogenetic response, major molecular response (MMR), pfeggessianal (FS) and overall
survival, and toxicities of nilotinib and dasatinib treatment of imatinib resistant or intolerable patients wit 2NResult$-or dasatinib and
nilotinib group, median ages (52 years old vs. 54), median durations of CML (22 months vs. 16) before receiving damiatiimit and Sokal
scores were comparable. After median foloprdurations of 18.3 months of dasatinib group and 24.2 months of nilotinib greupfés of MMR
were 46.5% for dasatinib group and 54.6% for nilotinib group (p=NS) and the rates of major cytogenetic response rate€ BOgeeF7 7%
for dasatinib group and 73% for nilotinib group (p=NS). There was no difference in progressions to accelerated or badtedtasent, includ-
ing clonal evolution, in both groups (@donths PFS; dasatinib 79%, nilotinib 84%; p=0.395). And overall survival rates wealparable in
both treatment groups (d6onths OS; dasatinib 81%, nilotinib 79%; p=0.866). The safety profiles of the two treatments wexsedo@perall,
all grades pleural effusion events occurred in 14% of dasatinib group and 1.4% of nilotinib group and all grades lorealfmocthality events
(AST, ALT and bilirubin elevations) occurred in 7% of dasatinib group and 24.2% of nilotinib group. Grade 3 or 4 nelbrigéiEs were more
common in dasatinib group (21.1%) compared with nilotinib group (9.1%). Conclusions Nilotinib and dasatinib showed smita rates and
survival rates in the treatment of imatinib resistant GOR, but toxicity profiles were different.

KEYWORD: CML, Nilotinib, Dasatinib
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TITLE: Growth inhibition and induction of apoptosis in K562 human chronic leukemic cells by abnobaVISCUM Flaxini, migthetcts é&om
ash tree

AUTHORS: Young Rok Do, YtKyung Park, Byeonghurl Jang, Jin Young Kim, Ki Young Kwon

AFFILIATION: Dongsan Medical Center, Keimyung University, Korea, Republic of, Department of Medical Genetic Engineerisign Dfvi
Hemateoncology, Department of Medicine

E-mail: dyr1160@dsmc.or.kr

ABSTRACT DETAILS: Evidence suggests that extracts from mistletoe (Viscum album L.) havoamedi effects on many human cascéittle
is known about the relationship between mistletoe extracts and hematological malignancies. In this study, we investifgtedftabnobaVIS-
CUM Flaxini, a commercially available mistletoe extracts from ash tree, on growth of K562 human chronic leukemic ceafReldount and
DNA fragmentation assays demonstrated that there was strong growth suppression and induction of apoptosis in K562eztiseftarith
abnobaVISCUM Flaxini at 2 ug/ml for 8 h. Western blot andFOR analyses revealed that abnobaVISCUM Flaxini treatment altw detiva-
tion of caspas® and-3 and PARP cleavage, but had no effect on expression of death receptdr dBdR} in K562 cells. Expresion of Bak and
Bax was not changed, but that of Mcprotein was strongly repressed in abnobaVISCUM Flaxasited K562 cells. Moreover, waitreatment
with abnobaVISCUM Flaxini decreased phosphorylation of ERRKand PKB, it stimulated phosphorylation of HIR and p38 MAPK irk562
cells. Importantly, pharmacological inhibition studies demonstrated that treatmentWAD Zmk (a pancaspase inhibitor), butot SP600125 (a
JNK-1/2 inhibitor) or SB203580 (a p38 MAPK inhibitor), suppressed abnobaVISCUM Fiaxinced loss of survival and apoptosi«ize2 cells,
and zVAD-fmk also blocked abnobaVISCUM Flaxiimiduced Mcil protein dowrregulation. Induction of ER stress was also seebiimbaVIS-
CUM Flaxini-treated K562 cells, as judged by increased phosphorylation-@Rd expression of GRP78 and CHOP, three known ER stress
sensors. Collectively, these findings provide the first evidence of abnobaVISCUM Hieedimted antsurvival and apoptosisducing effects on
K562 cells via activation of caspases, Mallownregulation, and triggering ER stress.

KEYWORDS: mistletoe extract; apoptosis; caspases: MER stress; K562
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TITLE: Does CML present at younger age in Asian population; implications;decade long tertiary center experience.

AUTHORS: Aleem Jan, Samoon Jeelani, Sajad Geelani, Sushil Sharma, Yasir Bashir, Khurshid Ahmad, Aejaz Aziz
AFFILIATION: SKIMS

E-mail: aleem_maleem@yaho0.co.in

ABSTRACT DETAILS: chronic myeloid leukemia, a clonal expansion of haematopiotic progenitor cells charecterised by myeloid
hyperplasia, leuucocytosis with basophilia and splenomegaly. Phasic disease comprising of chronic phase, acclerated phase and
blast crisis.Eversince discovery by Nowel and Hungerford in 1960 of Ph. chromosome t(9;22)(g34;g11) with abl oncogene from
chromosome 9 and Bcr on chromosome 22 coupled with era of targetted therapy with TKI and there subsequent generations trans-
formed the outlook of this disease. Transplant and TKI, Imitinib in particular going neck to neck as initial choice @nelregsn
unfavourable prognostic score not sufficient enough to justify stem cell allograft without Imitinib trial. The same stilrreridss
ground yet difficulty surfaces when good proportion of cases present at younger age , which we have experienced iowIr series
a decade. How to weigh a risk versus benefit ratiewis transplant related morbidity or mortality with that of life long,usss

of response/ mutation accural at some stage .In order to generate a debate for uniform guidelines in this group ofibafses is s

this abstract. Notwithstanding the fact that despite some recent recommendations of upfront 2nd generation TKI liké Dasatinib
Nilotinib. Comparative observations: CML constitutes2i®4 of leukemias in adults, slight male preponderance, median age 50
years approximately, exposure to radiation only known risk factor and no familial predisposition.our data reveals alhnaglieequa
female ratio, 56.4% were in 200 year age group and out of this 31.07% were eB@§ears old.one of our female patient while

on Imitinib had concieved and delivered a normal baby. Bony pains more frequent in female patients while weight gain more fre-
qguently seen in male patients. In consonance with set guidelines ,our patients would undergo CBC/biochemical analy8is every 4
weeks, cytogenetic at presentation and then once a year while molecular assaf ®RMRTSH at diagnosis then 6 monthly
KEYWORDS: TKI, Imitinib, Transplant, dasatinib, nilotinib
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TITLE: TP53 codon 72 polymorphism in Indian Chronic myeloid leukemia patients: AIIMS Experience
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AFFILIATION: All India Institute of Medical Sciences,New Dellmdia
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ABSTRACT DETAILS: INTRODUCTION: It has been reported that TP 53 gene is an important factor in the genesis of several
tumors. Alteration of this gene or even certain polymorphisms is considered as risk factors for the population as nelgatids neo
disease. This is because the TP53 is a tumor suppressor gene that is mutated in almost all human cancers. The tumor suppresso
genes have a role in negatively controlling cell proliferation and survival . The TP53 gene, which encodes the k6 presar

protein, is characterized by a single nucleotide polymorphism at codon 72, which results in either proline (Pro72, atlale Al)
ginine (Arg72, allele A2) at aminacid position 72. The Pro72 variant of the p53 protein has a markedly reduced capacitgéo ind
apoptosisStudies on TP53 gene in Chronic Myeloid Leukemia are very limited. In view of this, we looked for the association of 72
codon polymorphism with CML development. AIM: To look for the association of 72 codon polymorphism with CML develop-
ment. MATERIAL & METHODSDNA was extracted from peripheral blood samples of the CML patients and healthy controls.
TP53 polymorphism was detected with a thermocycling protocol separately for Arginine and Proline-BfFPEERchnique

using the restriction enzynigstUl. RESULTS: In the test group we analyzed a total of two hundred and four CML patients aged
between 3 and 65 years (mean 31.5 years) 132 males and 72 females. Two hundred healthy subjects were analyzed in the control
group, aged 18 to 52 years (mean 27.5 years) Allele A1 homozygous for Proline was more frequent in CML patients than in con-
trols (3.92% vs. 0.5% respectively, p< 0.03). The prevalence of proline allele was found to be 5.5% in patients with @ithesnced

but was not statistically significant (5.5% vs 0.5%,p<0.06). Allele A2 homozygous for Arginine was seen in 75.4% of CML pa-
tients and 69.5% in controls. Allele A1/A2 heterozygous for Proline and arginine was seen in 36.7% of CML patients and in 30%
controls. Furthermore, Proline allele was not found in the responders. CONCLUSION: These findings suggest that the higher fre-
quency of the Pro/Pro phenotype of codon 72 p53 may represent a risk factor for the development of CML. Individuals who are
homozygous for Pro p53 allele might benefit from high doses of imatinib or alternative therapeutic options at clinical onset.
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TITLE : Masquerading Essential Thrombocytosis: A tell tale event unmasked by splenectomy

AUTHORS: Aleem Jan, Samoon Jeelani, Khurshid Ahmed, Sajad Geelani, Umar Javeed, Aejaz Aziz.

AFFILIATION: SKIMS, Srinagar, Jammu and Kashmir, India

Email: aleem_maleem@yahoo.co.in

ABSTRACT DETAILS : Essential Thrombocytosis is a chronic myeloproliferative disorder characterised by sustained proliferation of megakaryo-
cytes, which leads to increased number of circulating platelets. Characteristics: Sustained platelet count > 6 lac/dB&nefaarrow megakar-
yocytic hyperplasia and splenomegaly. Clinical course punctuated by haemorrhage/thrombotic episodes or both. Appraématefiics2.4
patients/100,000 population. Affects primarily middle aged people with average age at diagnosis-66iggds8. No gender mfigection ,no
specific geographic distribution. Genetic transmission unusual, though several families with multiple members beinglemdlved in litera-
ture.Patients of ET have normal or near normal platelet survival time and thrombocytosis is due to increased platétet ipyadagakaryocytes
to the tune of 10 fold. PVSG 2008 revised guidelines facilitate diagnosis. Case Description: 20 year old student in peseR@ad with dull
boring left upper quadrant abdominal discomfort of one year duration. No history of jaundice, fever, weight loss, pPteciien@arkable ex-
cept 6 cm. BCM splenomegaly. Investigations but for platelet count in the range of 5 lac/ul were in reference rangeald$ @artgkvein re-
placed bythick walled channels and spleen of 24 cms,-GBBim. Rest of evaluation noncontributory. CT portovenography (phptogtéached)
highly suggestive of Extra hepatic portal hypertension with complete cavernamatous transformation of portal vein anédfitoroded splenic
vein.,main portal vein completely replaced by cavernoma vessels. Mesentric vein draining into cavernoma through médiséetaisc 8pleen
massively enlarged(28cms) Since patient was symptomatic for splenomegaly,it was undertaken after vaccination. Opeggivergnuiassively
enlarged spleen with adhesions and dilated tortuous vessels. Microscopy showed foci of extramedullary hematopiosisreitmprgsiiPatient
remained asymptomatic for one year and reported to A/E in April 2011 with hemetemsis, malena and shock, received supporivaged as
varicel bleed and was further evaluated. Serial platelet count : 1650,1760,2060,1670 was recorded. Though initialty badikght teactive
(postsplenectomy phenomenon with concomitant iron deficiency) further evaluation to rule out ET was done which includsedl BNKAZBX
and diagnosis clinched. Bottom line: This patient had Essential thrombocytosis. Portal vein thrombosis was a manifEdtafibroofbocytosis
was masked by splenomegaly and got unmasked after splenectomy. Perhaps preoperative catch of increased plateletdunhichSdaa odd
feature in portal hypertension, moreso in our population got overlooked. Currently patient is on hydroxyurea and prdpirzgaiel).

KEY WORDS: Essential thrombocytosis(ET), PVSG; Polycythemia vera study group, PHT, Portal hypertension.
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TITLE: Longterm Disease FreBurvival of One Advanced ldiopathic Myelofibrosis underwent Redirmtetsity Conditioning (RIC) Allogerie
Transplantation of

AUTHORS: zhisheng Jiang, Luo Wenda, Gunyi Guol, Qingli Jiang, Chungna He

AFFILIATION: Taizhou Hospital of Zhejiang Province,Wenzhou Medical College, Wenzhou Medical College, Wenzhou Medical Raltege,
Hospital,Nafeng Medical College, Goungdong Province Traditional Hospital, Guongzhou Traditional University, Linghai ciy, Chin

E-mail: zsjianghe@yahoo.com.cn

ABSTRACT DETAILS: Abstract:A man, Chinese, 37 yrs, had aggressive anemia and on dependent transfusion and was diagthsed idiop
MMM according to bone marrow biopsy. He was hospitalized on May 10, 2007. Physical exam showed severe pale, pencytopigrepayith
tosplenomegaly. There were some tearesbaped red cells on peripheral blood. His Hb was 37g/L, WBC 5.9x 109/L, PIt 33x1@@/Aaap-
peared every time of bone marrow aspiration. The biopsy sample with silver staining showed the marrow cellular hypaplgsiafianokis
degree 4 of reticulin fibers. The total volume of transfusion of backed red cell was about 8400ml. His serum Ferrlgndeaeba 10 (reference
22-322) ng/ml. He received pteansplantation infusion of deferoxamine 2.0 a day for 20 days. Than he underwent allogengiatammrtbans-
plantation of the bone marrow and peripheral blood stem cells from his old brothers. He had received the ABfilsmgjtmheddonor A and
receptor B ), HLAfull matched (HLAA 02 XX, 11XX; HLA-B 15XX, 46 XX; HLA-DRB1 13XX,15XX) peripheral progenitor cells
[mononuclear cel(MNC) 4.25x108, CD34+ cell 8.36x106],and bone marrow cells (MNC 2.04 x 108, CD34+ 10.45x106)/kg of bedipient
weight on May 23, and 24, 2007. The conditional regimen consisted of total body irradiation,Fludabin and cyclophosphadhidéduldef pre-
vent against GVHD consisted CsA,MTX and MMF. The level of antibody A in receptor was 1:8. We moved red cells from hisroanglooa
and remained mononuclear cells for transplantation. His graft was at +11d posttransplantation(WBC 5.79x109/L, PIt Z4e&b@@/lone time of
epilepsy because high serum level of Cyclosporin A (690ng/ml). Complete chimera was observed at +31d after transpiahtatieas H29g/L,
WBC 6.6x109/L, PIt 278x109/L at +76d. There was notdfybone marrow aspiration again. The boiopsy showed there is myelisfititbsvith
cellular improving. Discussion: Current diagnosis is based on morphologic assessment of bone marrow histology for M\phdalTtieniyal
manifestations includes progressive anemiaitapyof bone marrow, teardrop shape red cells on blood smearssdiing boe marrow reticular
fiber although without hepatosplenomegaly. Rondelli D reported the 16 of 21 MMM who undergone allogeneic transplantatalpdiad
spleen.Traditional allogeneic stem cell transplantation associates significant morbidity and mortality. His engraftniehtisyass Fhe fast en-
graftment may be resulted from of combination transplantion of peripheral blood stem cells and bone marrow stromalreejoasd be-
fore.Recently study showed iron overload related posttransplantion liver toxicity such as chronic diseasesatligereodsease. We given the
patient Desferrin 120mg/kg.d for 20d préransplantation. We also constitute to monitor and give treated by desferrin.

KEY WORD: Longterm Disease Fre8urvival of One Advanced Idiopathic Myelofibrosis underwent Allogeneic stem cell Transplantatio
Myeloid Myeloaplasia
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TITLE: Pilot study on combination of azacitidine and idase cytarabine for patients with refractory anemia with excess blast

AUTHORS: Sang Kyun Sohn, Joon Ho Moon, Soo Jung Lee, Yoo Jin Lee, Byung Woog Kang, Yee Soo Chae, Jong Gwang Kim, Jang Soo Suh
AFFILIATION: Kyungpook National University Hospital, Daegu, Korea, Republic of
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ABSTRACT DETAIL: This study analyzed the outcomes of the combination of azacitidine asttbf®icytarabine in patients newlyadnosed
with refractory anemia with excess blast (RAEB). Patients were treated with azacitidine 75 mg/m2 for 7 days subcutashegtasbare 20 mg/
m2 intravenously for 7 days every 28 days. The assigned regimen was repeated for 2 cycles, then the patients treatguiweraboree until
progression or allogeneic stem cell transplantation-&@d). Eighteen patients with 5 RAEBand 13 RAER2 were enrolled intte current study.
After 2 cycles of the combination therapy, responses were achieved in 9 patients (50.0%): 4 CR (22.2%), 1 PR (5.6%). A a2 he-
matologic improvement (11.1%). Four patients (22.2%) progressed to acute leukemia during 2 cycles of the combinatidméhexagay. overall
survival (OS) was 87.5% for the early response group (responses at 2 cycles) and 0% for the late response group (@esmieses=dl.042).
Plus, the median survival time was 476 days (rangélB7days) for the early response group and 221 days (rangz23fys) ér the late
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response group. Theykar OS was 100% for the patients who underwent3(ld and 73.4% for those without alBCT. In summarythe combi-
nation therapy showed promising response rate when compared to treatment with azacitidine alone. However, it waslimsteé pneventing
leukemic transformation. AlkKSCT would seem to be the only available treatment that can alter disease progression.

KEYWORDS: Myelodysplastic syndrome, Refractory anemia with excess blast, Azacitidine, Cytarabine, Epigenetic therapy
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TITLE: Study of the clinical characteristics associated with JAK2V617F mutation in the patients with myeloproliferatissmeopl

AUTHORS: Nae Yu Kim, Jund\e Lee
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ABSTRACT DETAILS: Purpose : The purpose of this study was to investigate the incidence of JAK2 mutation and its clieiagarcanith

other clinical variables in Korean patients with myeloproliferative neoplasm. Material and methods : The medical retargslop®liferative
neoplasm patients between March 2006 and June 2011 was reviewed. JAK2 mutation analysis was performed on genomic DpAefadm per
blood or bone marrow aspiration of these patients using-afteleific PCR. We analyzed clinical characteristics to find el with JAK2
mutation. Results : Data for 21 patients were analyzed. 15 patients (71.4%) showed JAK2 mutation positivity (JAK2 nsitizdtgn pof 4
patients in polycythemia vera, 12 of 15 patients in essential thrombocytosis, 1 of 2 in primary myelofibrosis). The wfdidermbosis was
higher in JAK2 positive group (66.7%(10/15) vs 33.3%(2/6)). But this mutation was not correlated with sex, white bloedicplatelet count
and splenomegaly. Patients who had two or more cardiovascular risk factors showed higher incidence of thrombosis (p=8&jeA$ who
had experience thrombosis was sifgnificantly higher compared wittmombosis group (67.7 vs 54.8 ;p=0.04). Conclusion :yelaprolifera-
tive neoplasm, JAK2 mutation status have the possibility to show a correlation with thrombotic complications, accompaage@mdtcardiovas-
cular risk factors. JAK2 mutation will be used in predict prognosis and JAK2 target treatment.

KEYWORDS: Myeloproliferative neoplasm, Polycythemia vera, Idiopathic primary myelofibrosis, Essential thrombocytosis, J&i¢a mu
Thrombosis
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TITLE: Is it manageable that adverse event in patients with myelodysplastic syndromes treated with hypomethylating agents?
AUTHORS: Han Jo Kim, Kyoung Ha Kim, SeHyung Kim, Hyun Jung Jun, Myung Hee Chang, Jee Hyun Kong,

AFFILIATION: Soonchunhyang University Cheonan Hospital, Soonchunhyang University Seoul Hospital, Soonchunhyang Univhesity Buc
Hospital, Myonggi Hospital, National Health Insurance Corporation llsan Hospital, Wonju Christian Hospital Yonsei Unevcafledicine
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ABSTRACT DETAILS: Background DNA hypomethylating agents (azacitidine and decitabine) are commonly used for the treaatientsof p
with myelodysplastic syndrome (MDS). In several studies, the adverse events were mainly hematologic abnormalities, nmigtnenritopenia
or thrombocytopenia. However, in large randomized trials hematologic adverse events, most frequently observed dudatneatlgycles,
decreased during subsequent cycles and were usually managed with dosing delays. We retrospectively analyzed the gistientsywémb the
treatment due to adverse events. Patients and Methods We retrospectively reviewed the medical records of MDS patentsdiiypamethy-
lating agents. Between 2006 and 2011 clinical data were collected from Soonchunhyang university hospitals. Resultsetetytsiwere in-
cluded in this study and 49 of entire patients were adequate for analysis. Twenty nine of 49 patients were received amhifigiatients were
decitabine. The median number of cycles administered per patient was four (radyed Total of 23 (46.9%) patients receiveds than 4 cycles
of treatment; 7 (14%) patients received more than six cycles. Fourteen patients (28.6%) discontinued treatment dueteradwandel 2 (12/14,
85.7%) patients received less than 4 cycles. Twelve of 14 patients died and 7 of 12 patients died during the treatm&ht (ofithie last treat-
ment). Causes of death were infection with neutropenia (n=5) and bleeding associated thrombocytopenia (n=2). Conclugith&\fihblished
experience suggested that cytopenias were manageable, we observed more severe hematological toxicites in our patiEtshaVelsigans
should be concern to the onset, duration and management of adverse event.

KEYWORDS: MDS, hypomethylating agents, toxicity
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ABSTRACT DETAILS: Background: Along with hydroxyurea, anagrelide has been widely used for the treatment of myeloprolifamalkhsens
(MPNs). Renal insufficiency as a complication of anagrelide treamtent is not well recognized. Some studies suggestgdittehasa possible
relationship to renal failure, especially in the patients with preexisting renal diseases. In the present study, wedthesingedence and the
characteristics of renal impairment in anagretigated patients with MPNs. Methods: Total 335 patients with thrombocythemi@ d1PNs who
showed normal renal function before starting treatment were enrolled. They were serially assessed renal function ateksiarariepels. Treat-
ment modalities such as anagrelide, hydroxyurea, phlebotomy or combination were decided by the characteristics ofcptesisraing patients\'
tolerability. Results: Of total enrolled 335 patients, 54.0% with ET, 33.4% with polycythemia vera (PV), 3.3% with prielafiprogis, 0.6%
with chronic neutrophilic leukemia (CNL), and 6.6% with MPN, unclassifiable. Others were diseases categorized as a rag&E¢tBa)/MPN
(1.5% with atypical chronic myeloid leukemia and 0.6% with chronic myelomonocytic leukemia). In terms of treatment m&aalites/ere
anagrelide group (anagrelide alone, anagrelide+hydrocyurea, and anagrelide+phlebotomy), whereas 32.3%negnelids groughydroxyurea
alone and hydoryxurea+phlebotomy). The median age of anagrelid group was 61 years (re8@gsal® and neanagrelide groupvas 57 years
(ranges: 1484 years). In anagrelide group, the median serum creatinine levels before starting treatment was 0.8 mg/dL%h8gesydL). In
non-anagrelid group, median serum creatinine was 0.9 mg/dL (rangek:30mg/dL). After addressing the treatment, fesiy (24.2%) of ana-
grelide group revealed increases of serum creatinine (median: 1.5 mg/dL, ran@e3:rigidL) above the normal reference randéedian esti-
mated glomerular filtration rate (eGFR) using the Modification of Diet in Renal Disease (MDRD) equation in these pat&f&miasnin/1.73
m2 (ranges; 21:686.0 mL/min/1.73 m2). On the other hand, in faoragrelide group, only 7.6% showed increases of serum creafinedian 1.5
mg/dL, ranges: 12.0 mg/dL) and decreases in eGFR (median; 43 mL/min/1.73 m2, range3:m2/min/1.73 m2) (P=0.000). The ative risk
ratio (RR) for renal impairment of anagrelide use was 3.89 (C.1.:7L&8) (P=0.000). Median time to develop renal failurenftbe start of ana-
grelide was 13.8 months (ranges;-824 months). In anagrelide group, 8.4% have diagnosed as diabetes mellitus (DM) beifogettsteana-
grelide, however, the preexisting DM was not significantly related to the development of renal failure (RR=1.26, P=0t@&49)180datients who
showed renal impairment after anagrelide use, mild to moderate proteinuria (grade 1 or 2) were revealed in ten pa&tgriEsighermore, nine
patients (19.6%) showed the features of hyperkalemic renal tubular acidosis which was charaterized by metabolic aeittal@sjihygnd low
transtubular potassium gradient (TTKG < 5). Conclusions: In the present study, we suggested the possible casual belateershipagrelide
therapy and renal impairment. Although large randomized studies and more detailed analyses to find the underlying metlibeisvasranted

BTG2012HK


mailto:naeyu46@eulji.ac.kr
mailto:hzmd@schmc.ac.kr
mailto:kimcnuh@naver.com

31

Abstract 33

TITLE: The effect of cyclinAl antisense oligodexynudeotide on proliferation regulation of myelodysplastic syndrome cells
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E-mail: jiajinsong@163.com

ABSTRACT DETAILS: Objective: To investigate the effect of cyclinAl antisense oligodeoxynudeotide(ASODN) on mediatingapoolitgr
myelodysplastic syndrome cells(MUTH. Methods: CyclinA1 ASODN that complementary to the transcriptional initiation of cychmRNA
were used in vitro culture MUTFZ cell study. The protein and mRNA expression levels of cyclinAl were detected by immunohistathe
method and RTPPCR et al. The cell apoptosis was detected by several methods: Electron microscopy, In site cell apoptosiskidef#ds gel
electrophoresis and FCM . Results: In ASODN group, the protein or mRNA expression levels of cyclinAl were significaitély thaibthose in
control group (p<0.01). The ratio of MUTZ cell proliferation and CFUTZ-1 were significantly inhibited. Moreover, the inhiniy ratio was

significantly increasing as the dose of ASODN increased. The apoptosis$atio9 7 N0 in 8SO%N group was significantly higher than con-

trol groug’ 1 . 8 1 N0 (PF0D2h The morphologic study of MUTEZcells in ASODN group showed smaller nuclei, few cytoplasm, lesser
mitotic figure and lasser degree of atypia compared to the control group. The electron micrographs df b8l the ASODNyroup showed

the characteristics of apoptdsithe apoptosis body: the chromatin condensed in masses at the periphery of nucleus, leaving the center filled with

an electrormpaque material with mitochondria pyknosis in cytoplasm, and the nuclear fragmentation were seen, and the estaoplasivas

slightly extended in the condensed cytoplasm, but they were not seen in control group. We could also detect the DNAS&disrgnoup.

Conclusion: CyclinA1 ASODN with liposomal transfection has high inhibit the proliferation efficiency to the MWEHs in vito and has effect

to induce the myelodysplastic syndrome cells to apoapwelbasthsleukett can sp
mia cell proliferations, which effect depends upon the concentration of ASODN. CyclinAl have been demonstrated to pletaatrivtein

some biological phenomena such as proliferation and apoptosis, so cyclinAl maybe a potential target for gene theragygpastyesyn-

drome.

KEYWORDS: CyclinAl, Antisense oligodeoxynudeotide, Myelodysplastic syndrome, Proliferation
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ABSTRACT DETAILS: Aim: We performed a comparative analysis on the telomerase activity (TA) in myeloproliferative neopl&hihg{M
cluding BCR/ABL negative MPN and myelodysplastic syndromes (MDS). The relationships between TA and important progncstiaviacto
also been studied. Materials and Methods: Telomeric repeat amplification protocol (TRAP) was performed with BM aspi@fesfroal con-
trols, 61 newly diagnosed MPN and 40 MDS. Result: TA showed decreasing tendency with aighg6§8x+10240, R2=0.0059) in cooit
group. TA was higher in MPN than in normal controls (12614.86 vs. 7762.48, p=0.015). ET showed markedly elevated TA (228882588,
p=0.030), particularly ET with extreme thrombocytosis rather than those without extreme thrombocytosis (34522.19 vsp€B03I)1,TA in
CML, CP, PV and PMF were 10193.89 (p=0.325), 8401.89 (p=0.831) and 5938.40 (p=0.508), respectively. MDS showed simitam@aA to
controls (7578.50 vs. 7762.48, p=0.915). TA in RA or RCMD, RAE&hd RAEB2 were 7417.41 (p=0.882), 6963.78 (p=0.787) and &&15.
(p=0.817). Conclusion: TA was markedly elevated in MPN but borderline in MDS, probably due to the difference in thealisea&éenated
TA in ET, especially those with extreme thrombocytosis suggests thatlantierase strategy could be beneficial in the prémemtf thrombohem-
orrhagic complications in ET.

KEYWORDS: telomerase, MPN, ET, extreme thrombocytosis, MDS
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ABSTRACT DETAILS: Background Myelodysplastic syndromes (MDSs) are clonal hematologic disorders that frequently repnesemedit i
ate disease stage before progression to acute myeloid leukemia (AML). Although several cytogenetic abnormalities hsoéabesrvil this
heterogenous disorder little is known about what genetic changes are responsible for the disease. Deregulated epigeisatis anedikely
involved in the pathogenesis of MDS. It has been shown that the loss of FHIT expression has been found in many turivtorésseesthe
deletion and mutation of FHIT gene and aberrant transcripts has also been detected in many primary cancer sampleal stmbrascezwical,
gastric, lung, breast, pancreatic origins. These evidences support that FHIT gene functions as tumor suppressor andlityeofBitiT gene
has close relationship with the development and progression of carcinoma .Besides solid tumors, abnormalities of FHiZuyerrese also
been observed in hematopoietic tumors such as AML, acute lymphoblastic leukemia (ALL), chronic myeloid leukemia (CML)pmoldem@tive
disease (MPD) and MDS. In view of this , we evaluated the FHIT methylation frequency in 100 MDS patients and corréldte pregno-
sisAim of thestudy To investigate the frequency of FHIT gene methylation and its correlation with the prognosis in MDS attendslogy
Total genomic DNA was extracted from bone marrow /peripheral blood leucocytes of MDS patients. Bisulphite treatment of piarweed.
Bisulphite modified DNA was amplified by methylation specific PCR. All the baseline hematological and clinical parametensrelated with
the FHIT methylation status. Resulfstotal of 100 MDS patients were analyzed. There were 67 (67%) male and 33 (33%) female patients
(M:F::2:1) with age ranging from 9 to 84 years diagnosed as having primary MDS according to the WHO criteria. Meansegtatibpreas 46
years and median was 48 years. Out of 100 cases analyzed forty three patients (43%) showed methylation. There wag Isiginifreguiency
of patients with RAER? in methylated group (P<0.02). Cytogenetic study was successfully carried out in 51 out of 100 MRS patlemme-
thylated group cytogenetics was available in 33 patients. Out of these, 12 patients (36%) presented karyotypes whjgkstier@tugood
karyotype, 04 patients (12%) presented karyotypes suggestive of intermediate karyotypes, and 7 patients (21%) hadlzgggstiygeof poor
karyotype. On comparing the methylation status with other prognostic factors, FHIT gene methylation was inversely agtotata/HO risk
(p<0.006).0ut of 43 patients with methylated FHIT gdisease progression was observed in 16 (37%) patients while 5 patients (8%) had FHIT
gene unmethylated. This difference was statistically significant (P<0.002) .The overall survival (4 years) was sigsifaceantiy patients with
methylated FHITgene when compared to the patients with unmethylated §étié. (P<0.005) .ConclusidiThese results suggested that aberrant
methylation of the FHIT gene might be one of molecular events involved in the disease progression of MDS and be arogovetisdgmtor in
MDS.
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caution and serial followsp of renal function should be indicated in MPN patients with anagrelide treatment.
KEYWORDS: Anagrelide, Myeloproliferative neoplams, renal insufficiency
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Myelodysplastic syndrome (MDS) is a disease of the elderly, but can also affect younger people. Age is known to berapinogrwttic factor
in MDS but age variable is not included in most prognostic scoring systems because it is not thought asrelalisdaseiate. Many reports
have showed that MDS is seen one to two decades earlier in Far Eastern countries than Western countries. We retrosgtigarety the dif-
ferences in biologic features and clinical outcomes according to different age groups in Korean patients with MDS. Hrpoiatg efour study
were overall survival (OS) and progressioge survival (PFS). PFS was defined as time from diagnosis to AML progressioritorAtezaut one
third of the patients received intensive treatment including chemotherapy, hypomethylating treatment or hematopcaetjolaethtion. There-
fore, all survival data were censored at the start of intensive treatment to eliminate the influence of the treatméoa outotimes. A total of

403 patients, 248 males and 155 females, were included in this study. Median age was 54 years. We divided the phteentsamtge gr oup s :

years (n=181), 51 to 60 (n=81), and over 60 (n=141). Baseline biologic features were significantly different accoréisag® ¢inoups: with
increasing age, more male preponderance (P=0.009), more BM blast percentage (P<0.001), more advanced WHO subtypedRerGQo@aidrh

tion of high risk cytogenetic features (P=0.052; O6O0riskgsoup >60, P=0.
accol

(P=0.019). Fivey ear survival probabilities were si gn6@0f¥si>68;08 &8 vd R&5%es ent
12.2%, P<0001; PFS, 58.5% vs. 37.9% vs. 12.3%, P<0.001). Survivals were also significantly different according to agégtiolpSS Low/
INT-1 (P<0.001 for OS, P=0.001 for PFS) and IPSS-B¥High risk group (P=0.026 for OS, P=0.069 for PFS). Cox proportionalderzwdels

05 ¢

01

al so demonstrated that age group was an-60iamdd 6% @3 RR2B{(P=(0AndRR46t i ¢ facto

(P<0.001); PFS, RR 1.3 (P=0.449) and RR 2.0 (P=0.012).

Conclusion: Biologic features and clinical outcomes were significantly different among age groups in MDS. Clinical outcomes wene better i
younger age group independently of biologic features. Survivals (OS & PFS) were better in younger age group and snmives diff age
groups were observed in both lower and higher risk MDS, suggesting that age stratification should be considered inlé@sitmenmtd clinical
trial design.

Keywords: myelodysplastic syndrome, age, prognosis
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ABSTRACT DETAILS: Background : Fluorin&8-fluorodeoxyglucose (FDG) positron emission tomography (PET) scan has been known as a
useful modality for response assessment in malignant lymphoma. However, FDG is neggaaific and can be false positive ilammatory

Il esions. To overcome these | i mi t-dedxy3cd8BfluorotnymidieerFLP)BAich shoveedasercorrela-hy mi di ne

tion with tumor cell proliferation, was introduced recently. we performed a prospective trial to evaluate the feadthilitfP&T in prediction for
treatment outcomes in patients with Adadgkin lymphoma (NHL). Methods : Severftye patients newly diagnosed with NHL weregpec-
tively enrolled at National Cancer Center, Korea, from Oct 2005 to Oct 2008. Patients were evaluated-WHT Rt Daseline (F0), after 1
cycle of chemotherapy (FLT1, interim), and after completion of the 1st line chemotherapy (FLTE)ERL/Esults were assessed@ding to the
International Workshop Criteria (IWC). Maximum standardized uptake values (SUVmax) of ea¢tEHLWere calculated to evaluate ¢orrela-
tion with the clinical characteristics and treatment outcome. Results : Of the 75 enrolled patients, 63 (84%) hadgéifdsselldymphoma.
Median age at diagnosis was 57 years (rang®&729Twentyeight (37.3%) presented with stage Il or IV diseases and 20 (26i¥&hed more
than 3 IPI scores. Median follow up duration was 4.5 years (rangg,&.5-ive (6.7%) patients underwent hematopoietic sedhtransplantation
at last. Thregear PFS and OS rates for all enrolled patients were 68% and 76.0%. Shveat@7.3%) had their FLPET at baeline, 69 (92%)
after 1 cycle of chemotherapy, and 66 (88%) at the end of the 1st line treatment. By IWC, 50 (66.7%) patients achietercotsgie (CR) on
FLT1 and 56 (74.7%) had CR on FLTE. Positive predictive values (PPV) of residual uptake on FLT1 and FLTE for relapseorogdisession
were 75.0% (95%Cl 47-81.7) and 77.8% (95%CI 4096.1), respectively. Negative predictive values (NPV) of them were 88.5%00B3H
95.2) and 83% (95%CI 6991.5). Sensitivity and specificity were 66.7% (48%26) and 92.0% (79:97.4) for FLT1 and 43.8% (28-69.4) and
95.7% (84.099.2) for FLTE, respectively. Complete disappearance of uptake on FLT1 was significantly associated with betiepBFes to
residual uptake on FLT1 (3FS rates, 87.5% and 12.2%, p<0.001). Hyesr OS rates according to CR achievement on FLT1 96605 and
27.8%, significantly lower in patients with residual disease after 1 cycle of chemotherapy (p<0.001). SUVmax of FLTédwitfel2DH level
significantly (p=0.044), but not with age (p=0.214);6d index (p=0.073), IPI score (p=0.270), and Ann Arbor stage (p=0.88%max of FLTO
were not associated with survival outcomes, however, residual SUVmax of FLT1 reflecting early response to treatmerficaatiysagsociated
with poor survival outcome (PFS, HR 1.31, 95%CI 11188; OS, HR 1.28, 95%CI 1.41246). In multivariate analysis, SUVmax of FLre-
mained as an independent predictive factor for PFS (HR 1.54, 95%G2.04)6and for OS (HR 1.52, 95%CI 1:24€4). Conclusion Response
assessment in cooperation with FPET provided accurate prediction for clinical outcome including PFS and OS in patientHkitfEdpecially,
early FLT-PET result after 1 cycle of chemotherapy was an independent predictive factor for survival as well as relapse pratisession, with
comparable performance with enfitreatment FLTPET.

KEYWORDS: NorHodgkin's lymphoma, PET, Response
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TITLE: The effect of an oral iron chelator deferasirox in human malignant lymphoma cells
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ABSTRACT DETAILS: Background: Iron is an essential component for cell proliferation and viability, and it has been rbptirteddepletion
by a chelator inhibits the proliferation of cancer cells, including hepatomas, neuroblastomas, and leukemia. Defenasiraxatieon chelator,
and few reports exist regarding the effects of deferasirox on lymphoma cells. The goal of this study is to clarifyirbdéfasaanticancer effect
in malignant lymphoma cell lines and to furthermore define the underlying molecular pathways. Methods: Three human Igmafipoama cell
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lines (NCI H28:N78, Ramos, Jiyoye) were used. Deferasirox was added to final concentrations of 20, 50 and 100 uM e€&itbprobl evalu-
ated by MTT assay. Cell cycle and apoptosis were analyzed by flow cytometry. Western blot analysis was used to degggnat{s)tirevolved

in the apoptotic pathways. The role of caspases in the induction of apoptosis by deferasirox was investigated by atlassaneséirexperi-
ments were repeated at least three times. Results: MTT assay showed that deferasirox had cytotoxic effect on alhtstetscedirly as day 1,
cell proliferation started being suppressed in the deferasieaxed group (p<0.001), and this suppression effect contindiédulture day 3. This
antiproliferative effect was dostependent. Cell cycle analysis revealed thatGifraction increased in a dedependent fdson. Early apoptosis
was also confirmed by Annexin V and Pl staining. The percentage of Annexin V{-p#li§ was increased significantly by defgirox treatment.
Western blot analysis revealed that the expression of cleaved PARP, éxspadeaspas@ was increased, indicating involvemef caspasé/-9
pathways in deferasireinduced apoptosis. The Bax protein and p53 protein also showed increase. Increased activities ¥/¢asphsaspase
pathways were also confirmed by a colorimetric assay. Conclusion: We demonstrated that a newabralkitiog agent deferasi induced apop-
tosis in human malignant lymphoma cells and apoptotic effect was dependent on theasgpss® pathway. Our results sugded that de-
ferasirox may be beneficial for irepverloaded patients with lymphoma, not only as an iron chelator, but also to reduce liee oiymphoma
cells.

KEYWORDS: iron chelation, deferasirox, lymphoma
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ABSTRACT DETAILS: Aim: Etoposide is one of the effective mobilizing agentsindand gk i nds | ymphoma ( dveness, but
of high dose etoposide followed by@SF is not well defined. We conducted a retrospective study to evaluate the efficady diddegetoposide
plus GCSF compared with other mobilizing agents in peripheral blood stem cell (PBSC) mobilization. Method: A total of #5vaitiedHL
who were treated only with CHOP (cyclophosphamide, doxorubicin, vincristine, prednisolone) + Rituximab and sequentiatyiuPBESC
mobilization between 2006 and 2011 were analyzed. Twenty two patients received etoposide 500mg/m? at day 1,2,3 (VHbEagaup).
other patients received ICE (ifosfamide, carboplatin, etoposide) or DHAP (cisplatin, cytarabine, dexamethasone) or GhkDiak &iid 2 pa-
tients received & SF only (others group). All of chemo mobilization patients administer€@6E 1@ Kg/day until apheresis completed. Result: In
the VP16 group, a median total CD34+cells collected was 15.79x106cells/kg (rand®B.4&1), 77% of all patients having adergugr2.0x106
cells/kg) CD34+ collections after first day of apheresis compared with a median in the others group of 4.1x106cellsk@Z128:06)
(P<0.001), with 41% having adequate collection after first day (P=0.015). None of 22 patients (0%) in VP16 group afti4®fi?dthers
group failed to collect sufficient CD34+ cells (<2.0 x 106 cells/kg) (P=0.038). Neutropenic fever developed in 14 pé¥entstie VP16
groups, none of which were fatal, and 3 patients (14%) in the others group (P=0.05). Conclusion: High dose etoposidthergifevixgeness of
mobilization with more than threfelds higher stem cell yield compared with other mobilizing agents. Considering no moritalit&gropenic
fever, high dose etoposide plusGSF is a highly effective mobilizing agent with acceptable toxicity in NHL who were previtaated with
CHOP # Rituximab.

KEYWORDS: High dose etoposide, mobilization agent, NHL, CHOP * Rituximab
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ABSTRACT DETAILS: 45 year old female admitted with complaints of fever, anaemia, splenomegaly. Prior to that she wasd stedieusti
health until approximately 8 months before admission, she lost her appetite and fatigue developed, followed by edem&ohldgsf fever 101
-103 F with chills and sweating, left upper quadrant fullness, early satiety and dyspnoea on exertion.Past and perngova histemarkable and
there was no history of travel outside state.Positive findings were , pallor,pedal edema,submandibular palpable ralgeebitdteffu-
sion,splenomegaly 10 cms BCM,Hepatomeghlyms BCM, features of ascites, ankle areflexia. Investigations:Pancytopenia witicthoomic
normocytic red cells, low serum proteins,albumin, very high LDH& ALP serum GGT as well raised. Negative for HIV,HCV,HBVRaMITB
Negative as well.BM aspiration aparticulate while biopsy revealed moderate cellularity with normal myeloid series,egyigsaidcso and mega-
loblastic hyperplasia, Megakaryocytic series normal marrow fibrosis 2+, no evidence of infiltration. Further ANA, APLégdise.rHemolytic
profile revealed high reiculocyte count,High ALP,LDH,Plasma hemoglobin levels, hemosiderinuria, normal coagulation aed@Hati
ICT.with investigations illustrated thus far pointed towards a lymphomatous pathology, yet evidence not conclusive,WisSafaoreéed FNAC
of spleenic lesion was undertaken which again did not make us wiser, liver biopsy performed which revealed normal hiépetticeano infarct
or necrosis,portal triad showed mild lymphocytic infiltration. Howover treating unit still could not lay hands on coraliggnee in favour of
lymphoma/tuberculosis.As patient was treading a downhill course , diagnostic splenectomy was contemplated and perfuat@daafter
tion.Operative findings: spleen massively enlarged with perisplenic nodes,omentum studded with nodules.At this stadeelsl@ndhbiopsy
which is obviously final diagnosis clinched the same. Academic curiosity of presenting case perhaps is its present&éng oatsome, un-
doubtedly away from routine.

KEYWORDS: splenomegaly, marginal zone lymphoma,AIHA
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ABSTRACT DETAILS: Composite lymphoma is defined by the coexistence of two morphologically and phenotypically distindtltypesaid
neoplasms, occurring within the same organ or tissue. Such cases appear rare(1~2% of lymphoma) but may be underessetatedibgnasis
of these cases requires a multidisciplinary approach encompassing histopathology, cytomorphology, immunophenotype; samhogerodticular
analysis. We experienced a interesting cas#e2ibld man with stage IlIA peripheral T lymphoma was treated with CHOP and responsive during
the initial 3 cycles. But a progressive lymphadenopathy with PET FDG positive was noticed at one site and the biopsyastipDéd n Re-
view of initial and second biopsy with molecular work was revealed asd B cell composite lymphoma finally. We had difficpin choosing a
regimen, but decided to add just Rituximab to CHORCHOP) and the patient showed complete response after 2 cycles and 3noyelegere
given. The response has maintained over 5 years and the disease seems to be cured. Rituximab alone or combination igith leHfBative
against CHOResistant B cell ymphoma.

KEYWORDS:Composite Tand Bcell ymphoma, Rituximab, CHOP
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ABSTRACT DETAILS: Background : Primary adrenal lymphoma is extremely rare and accounts for <1% oftalbndrg k i n6s IL.mphoma ( N
The treatment outcome has been known to be very poor despite of chemotherapy. The objective of this study was tacdéféaeurtysi treat-
ment outcomes of primary adrenal diffuse large B cell ymphoma (DLBCL). Methods : A total of 31 patients diagnosed wittagrenal
DLBCL treated with RCHOP between January 1998 and December 2010 at 13 Korean institutions were included in this studyredases we
cluded pathologically confirmed, dominant disease presentation within the adrenal gland. Results : The median agesatabatyhgsars (range
36-78). There were male to female ratio 2.8:1. Most common presenting symptom was an abdominal pain (n= 13, 41.9%) witip&Behi¥ o
presenting with bilateral disease. Lactate dehydrogenase was elevated in 24 of 28 (85.7%) patients. With the regtemhatidnallfPrognostic
Index (IPI) score, 1 (3.2%), 7 (22.6%), 11 (35.5%), 12 (38.7%) patients had lowtEwediate, higlintermediate, high scaserespectively.
Complete remission (CR) was 58.0% and overall response rate was 87.0%. Four patients were relapsed after CR and twreoéidpsadwat
CNS. The median follow up was 18.0 months. The estimated median overall survival (OS) and disease free survival wasl mopatiacis
with R-CHOP chemotherapy during follow up period. Ann arbor staging and IPI scoring system did not show survival differeefiecd/aew
staging system like Lugano staging and modified number of extranodal involvement. Those factors showed significantfdiff©@med?
CHOP treated primary adrenal DLBCL (p=0.04, p=0.008). Conclusion : This study suggested that treatment outcome of pric&ty&dt
treated with RCHOP was not poor. To predict theGHOP response, new staging system should be considered. CNS relapse bskigayin
PAL like other primary extranodal NHL. CNS prophylaxis added to initial treatment should be considered in PAL.

KEYWORDS: primary adrenal lymphoma, stagingCRIOP
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ABSTRACT DETAILS: Introduction Primary mediastinatdll lymphoma (PMBL) has distinct clinical and pathological features yttilttoday
the optimal management is debatable. Objective 1) To review the clinical features of PMBL in Sarawak. 2) Assess thetaegiemnand
outcome of PMBL. Methodology Review of 103 consecutive newly diagnosed lymphoma in Sarawak General Hospital (SGH) 20h12009
identify cases diagnosed as PMBL according to the WHO 2008 criteria. Results 10 patients (M:F= 7:3) were identifiechvaijh afr@B.5 years
old ( 1654 yo), predominantly indigenous race of Sarawak. All presented with bulky mediastinal mass( >50% had adjaceitistroigement),
ABO sympt oms a+l.dAll pgatiems prefehtedgsodhe hospitad with difficulty of breathing as a majority stayedhmaar3 hours from
SGH, with the average symptoms occurrirg B1onths ago. 40% of patient required ICU care , needing assistance with veridkiofiollow up
was 16 months (26 months). 9 patients received chemotherapy with rituximab. Although radiation were recommended for dits&adleyonly 3
patient completed radiation. All responders used rituximab combination chemotherapy where 50% patients achieved camngete resp
(unconfirmed) with 3 patient with partial remission. Discussion Patients with PMBL lymphoma in Sarawak presented latethadhdbpital,
needing intensive care for ventilatory support. Hence patient awareness for early treatment should be instilled as ths digeasl prognosis.
In Sarawak, it is rather peculiar that the male sex is frequently affected, unlike other published reports. Thereasdengictie optimum
treatment to achieve a best response with minimal toxicity. Rituximab in combination with CHOP are efficacious in trezitimgé Ktuximab is
safe to be combined with more intensive methotrexate based chemotherapy. A longenfiaBaveeded to look at treatment outeofor this
disease .

KEYWORDS: clinical presentation, primary mediastinal lymphoma, rituximab

Age | Sex | ICU LDH > nor Treatment Outcome
1 20 M Y 1691 IV Cyclo/Dexa prephase No Death
2 16 F Y 385 IV Cyclo/Dexa ,RCHOP x 6 | No CRu
3 18 M N 669 RCHOP x6 ;refused futher R] Yes 25# Relapsed
4 18 M Y 1752 IV Cyclo/Dexa prephase ; No CRu
RCHOPx3
R+block A/B x2
5 17 F N 1239 IV Cyclo/Dexa prephase Yes 25# CRu
RCHOPx8 +IT
6 54 M N 1486 RCHOP x 8 No PR
Heart failure
7 17 F Y 5500 Prephase IV Cyclo/Dexa No Death
progressive ds
8 30 M N 2521 RCHOPXx6 Yes 25# PR
9 28 M N 1460 RHCOP X6 No CRu
10 |17 |m |N 1448 RCHOP X8 No CRu
Abstract 44
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ABSTRACT DETAILS: There are different chemotherapy proiseasedbny avail ab
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of these are ifosfamide based. Here we report our limited experience with ICE protocol at a tertiary care pediatrie cestrede constrained
setting. A total of three patients (2 relapse and one refractory disease) received the ICE (Ifosfamide, Carboplatirsalechlétngavith Granulo-
cyte-colony stimulating factor) protocol. There were 2 males and one female with a median age of eleverlgegeard. 2 gtients had previ-
ously received 6 cycles of ABVD each and the third patient had received 6cycles of ABVD and 3 cycles of COPP. The mtaialfafiseewas
three years. Two patients received 4 cycles of ICE each, while the third patient received 3 cycles. A PET CT donechthiesenycles re-
vealed no active disease in two patients, while the third patient had viable residual disease in the cervical and rmedisshisalamily refused
any further treatment due to financial and social constraints. One patient relapsed three months later and the thindessdmntn remission
with a seven months followp. There were two episodes of febrile neutropenia that were observe in these patients andoamtsigndositis or
other sideeffects were seen.

In resource poor countries, where autologous transplant may not be an option for the majority of the patients, ICEapimacstd as a salvage
therapy.

Abstract 45
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ABSTRACT DETAILS: Purpose The role of high dose therapy (HDT) followed by autologous stem cell transplantation (ASCT)ias fieer-

apy in the high risk aggressivenbho d gk i n6s | ymphoma (NHL) patients i s stadthédfficaayomatter of
HDT in preRituximab era. Since Rituximab added to CHOP chemotherapy, OS and PFS were significantly improved. Therefoysedemnal
compare conventional chemotherapy with HDT followed by ASCT in aggressive NHL iRjtosimab era. Patients and Methods Weasec-

tively reviewed the medical records of (') patients with primary diagnosed aggressive NHL from January 2002 to Decenfreo2@@em, we
select patients who achieved to complete or part.i afdodicirelenilR)si on after
scores or stage , kK . Among () patients, 43 patients younger than 65 years were enrolled and categorized to two groups : conventional chemo-
therapy group (n=33, 77%) and HDT followed by ASTC group (n=10, 23%). Results The median age at the time of diagnogesrad=ange,

15-64). Diffuse large BCell ymphoma (DLBLC, 47%), Tell lymphoma (32%), lymphoblastic lymphoma (7%) were included. The propaf
Rituximab including regimen for induction chemotherapy were 49%. Theyéige survival rate(xSD) was not significantly differ&etween two

groups ( 00+0 percent in chemotherapy group vs. 00+0 percent in HDT group, P=). And the estimated progression freefiverywatsawas not
significantly different between two groups ( 00+0 percent in chemotherapy group vs. 00+0 percent in HDT group, P=).1Cohelefficacy of

HDT followed by ASTC during firstine treatment in patients with aggressive NHL does not improve the outcome-Rifpod&mnabera and

should be evaluated in randomized trilas.
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ABSTRACT DETAILS: Introduction: Lymphomatous meningitis (LM) in patients with Diffuse Large B Cell Lymphoma (DLBCL) isyuawall
early complication and with poor prognosis. Risk factors have been previously identified for this complication. DepoGtensled released
liposomal cytarabine formulation (LC) which has demonstrated better efficacy compared to standard cytarabine for theotriglsltineone
randomized clinical trial. Aims: The aim of this study is to evaluate efficacy and safety of intrathecal LC as prophlyMxiis BLBCL patients
at high risk of CNS involvement. Methods: A retrospective study was carried out on 26 Spanish sites including patiesesvdra@®BCL and
atriskofLMidef i ned by the presence of at | east one of t htebrafoododecamd ng: retr
testicular involvement; LDH more than twice the upper normal limit; bone marrow involvement > 30% and serology VIH-+er pati re-
ceived LC as IT prophylaxis for LM in the period April 2003une 2011. Main endpoints were effectiveness (leptomeningearémvenht rate)
and safety of the IT prophylaxis. Results: Data from 135 patients were analyzed. Baseline characteristics were: Medb ggarS{range: 18
80 years). Males/Female: 89/46; Ann Arbor stage IV 71%. Systemic chemotherapy was the standard of the different hapjitaiisgabased
regimens, being &REHOP the most frequent one (96%). LC was administered as intrathecal prophylactic treatment for LM entdlipatbses of
50 mg. 124 patients completed the IT prophylaxis treatment with a mean of 2,6 + 0,9 (r&pgdnfinistrations of LC (11 patits died before
finish prophylaxis), and with a median follow up of 19 months (rangi Bonths) we reported no cases of LM. Just two pat{2ri%) had CNS
progression, both developed CNS parenchymal mass at the same time of systemic progression. We reported no advers@g#gmiatie3as.
All adverse events were reversible, being headache the most common toxic effect 39 (29%) cases, and only 10% of gedintt badv
toxicity. Chemical arachnoiditis prophylaxis was given to 107 patients. Conclusions: This retrospective study showsprauth@ldss with
intrathecal LC in DLBCL patients at high risk of CNS involvement is effective and well tolerated.

KEYWORDS: Lymphoma,CNSprophylaxis,cytarabine
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TITLE: THE CLINICAL UTILITY OF FDG PET-CT IN EVALUATION OF BONE MARROW INVOLVEMENT BY DIFFUSE LARGE B
CELL LYMPHOMA
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Cheolwon Suh,

AFFILIATION: Hallym University Sacred Heart Hospital, Asan Medical Center, University of Ulsan
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ABSTRACT DETAILS: Background. In lymphoma, bone marrow (BM) involvement is a sign of extensive disease and BM biopsylésda sta
method in the evaluation of BM infiltration by disease. Because of patchy BM involvement pattern by lymphoma, the regsmtechilateral
involvement in bilateral biopsies range from 10% to 50%. However BM biopsy is an invasive and painful procedure. Thenkterafversus
bilateral BM biopsy remains controversial. Fluorodeoxyglucose positron emission tomegeemppyted tomography (FDG PEJT) is anoninva-
sive imaging technique and currently it shows potential to detect BM involvement by lymphoma. Aims: We assess the &BIGIEEGFCT to
ascertain the presence of BM involvement in diffuse large B cell ymphoma (DLBCL) patients and to define the possibilayetahiBM biop-
sies could be replaced by unilateral biopsy for DLBCL staging workup. Methods. We retrospectively reviewed medical testoligimally
proven DLBCL patients from 2004 through 2010. All patients were examined by FD&PERd bilateral BM biopsy at both posterilaaic
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crests for initial staging workup. Data were expressed in terms of sensitivity, specificity, positive predictive valian(PRryative predictive
value (NPV) for FDG PETCT in evaluation of BM involvement by DLBCL, using BM biopsy as the reference standard. Two set& (gfght
biopsy site) of pathologic and imaging data were analyzed separately. Results. Study population comprised 478 patieate (fledange 17
85 years; 269 male) with newly diagnosed DLBCL. Ann Arbor stage |, Il, Il and IV patients were 96, 120, 40 and 22/algsatrall, BM
involvement by DLBCL that confirmed by BM biopsy occurred in 63 patients (13.2%, 15, 12, and 36 at right, left and bidhssideespec-
tively). From the data of right side biopsy and FDG REITimages, comparison of the former and the later results revealeddamigpositive
findings in 22 cases (4.6%) and concordant negative findings in another 418 cases (87.4%). In 29 patients (6.1%) in WEIRCFD&urned
findings of normal marrow, iliac crest BM biopsy revealed lymphomatous infiltration. On the other hand, in 9 patients (@8%%) bilateral
iliac crest BM biopsy had failed to reveal any abnormality, FDG-BETEhowed increased uptake. The calculated values for FOOIGCHEN
evaluation of right BM infiltration were 43.1% (22/51) of sensitivity, 97.9% (418/427) of specificity, 71% (22/31) of PRS.5#0(418/447) of
NPV. Conclusions. This study has the largest DLBCL cases among ever reported articles, and demonstrates not exceitigif $EDGItPET
CT against the results of BM biopsy for the detection of BM involvement in DLBCL patients. BM biopsy could not be comgplately with
FDG PETFCT. But it has relatively good PPV, FDG PET will be a useful tool for imagguided biopsy for DLBCL staging. And irady prac-
tice, clinicians could consider the possibility to do efficient unilateral BM biopsy for DLBCL patients who have incresigéat fiac crest FDG
uptake, instead of bilateral biopsy.

KEYWORDS: lymphoma, FDG PET CT, BM biopsy
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ABSTRACT DETAILS: Introduction: T cell ymphomas constitute approximateh2@® of al NonrHod gki nés Lymphoma ( NHL). G
they are considered to have worse outcomes than B cell Lymphomas. There is limited information on the outcomes of Aooe! tyeafment
from India. Methods: We retrospectively analyzed the outcomes of adult (>14 years)T cell lymphomas (Non lymphobladti)tire&ancer
Institute, Adyar, Chennai in the period 262007. Diagnosis and subtyping was done by immunohistochemical expression ah#irkells on the
biopsy material. Data on presentation, treatment and follow up was obtained from patient records. Event Free Sunvirak {EfRSinitiating
treatment till progression/ relapse/ death from any cause) and Overall survival (OS) were calculated using the Kaplathitieggrchdifferences
between subtypes were analyzed using the log rank test. Results: Among the 507 patients of NHL treated during thig1¥6paa85T cell
phenotype (30 lymphoblastic and 55 Agmphoblastic). The baseline characeteristics of the 55 patients were as follows: kgelghyears (14
62), Males 36 ( 66%), B symptoms 24 (44%), primary extranodal presentation 13 (24%), stages | and II: 15 (27%), sthbesAl &18%), age
adjusted IPI (aalPI) low risk 18 (33%), Intermediate 29 (53%) and high risk 8 (14%), subtype: peripheral T cell lymphama&@#2%),
Anaplastic Large Cell Lymphoma (ALCL):22(40%), Cutaneous T cell ymphoma:2(3.6%), Extranodal NK T cell Lymphoma, nasgl 8fbe;
Adult T cell Lymphoma: 1 (1.8%). Majority (except CTCL) were treated with chemotherapy (CHOP like regimes) with use mfrRadettran-
odal sites.The median EFS and OS for the entire cohort was 13mon®&)%ud 31 mo respectively. EFS in the three most consmbtypes was
-ALCL:44mos vs PTCL: 7.8 mos vs NK T cell 6.5 mos (p<0.001) for the comparison. Conclusions: T cell ymphomas have powes itzic
the B cell ymphomas treated during the same period. Among the most common types of T cell ymphomas seen at our cemgrheligast
outcome followed by PTCL and finally NK T cell lymphoma. The results are similar to those reported from other cent®voit the
KEYWORDS: T cell lymphoma, India, Survival
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ABSTRACT DETAILS: Although high dose chemotherapy with hematopoietic stem cell support is the current standard for jjhtiefgpsed
orrefractoryNorHodgki ndéds | ymphoma (NHL), all patients are ncestrefractory@i bl e for t
relapsing disease after first salvage. However there are few data for treatment outcomes in this group of patieetsodpehbts/e analysis we
evaluated the efficacy of ifosfamide, etoposide, cytarabine, methotrexate plus dexamethasone (IVAMdex) regimen in 2(8idsaheg)geetting
and analyzed the pretreatment factors for patients who would be beneficial for this 2nd salvage regimen. A total a4iithatéapsed or
refractory NHL after 1st salvage chemotherapy were analyzed. All patients were treated with IVAMdex regimen which cbifesfeatdide
(1500 mg/m2 daily from day 1 to day 5), mesna (1500 mg/m2 daily from day 1 to day 5), etoposide (150 mg/m2 daily frondaie$)1dytara-
bine (100 mg/m2 daily from day 1 to day 3), methotrexate (3 g/m2 on day 5), leucovorin rescue (100 mg/m2 daily frondaigg)5and dexa-
methasone (40mg on day 1 to day 3). The response rate was assessed after a minimum of two courses of chemotherapy siliictyaere
analyzed in all patients. The median age was 51 years. Performarared® was 56% and 44%, respectively. 28 evaluable matiempleted
more than 2 cycles. 13 patients were not evaluated due to early death (n=10), death without response evaluation (fov2)yprast (n=1),
respectively. The overall response was as follows: 9 complete remission (32%), 4 partial remission (14%), 2 stabl&giseabéProgressive
disease (46%). The median overall and progredsamsurvival was 185 days (95% confidence interval, 84 days to 285 days)%dedys (95%
confidence interval, 30 days to 207 days), respectively (Figure 1). Univariate analysis of pretreatment factors famevetalhewed increased
LDH (p=0.001), presence of B symptom (p=0.001), chemosensitive disease to prior regimen (p=0.044), performande(stiu®3), and low/
low-intermediate IP1 group (p=0.017) were significant. Multivariate analysis by Cox regression method showed that incre§sed.0P8{ harad
ratio 3.47, 95% confidence interval 1.147 to 10.526) and performance sth{@s-0.041, hazard ratio 0.35, 95% confidenceruatie0.13 to 0.96)
were independently significant factor for overall survival. Treatmelated mortality (TRM) was reported in 16 patients (38%) the cause of all
TRMs was infection associated with febrile neutropenia. Of these, 10 deaths (63%) occurred within 30 days after irgtiatiosttedrapy (early
death). Univariate analysis of pretreatment factors for early death showed increased LDH (p=0.011) and presence of ps§rap®mere
significant. However multivariate analysis by {oank test did not show any independently significant factors for early dedltfis study salvage
chemotherapy with IVAMdex regimen in 3rd line setting showed moderate response with high toxicities. However, we dibedtheseiright
be subgroup of patients who can benefit from this regimen and serum LDH level and presesgmpfdsns may be useful indicatdn differen-
tiating these patients. However, considering high toxicities, the strategy to prevent early death associated withtfepeleastould be re-
quired. It might include prophylactic-GSF and antimicrobial agent administration. To draw the conclusion, validation shawdrbeted in
prospective trial with large scale.

KEYWORDS:NonHodgki nés | ymphoma, salvage chemotherapy, Il VAMdex regi men
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AFFILIATION: CHA Bundang Medical Center, CHA University

E-mail: sychong@cha.ac.kr

ABSTRACT DETAILS: Management of elderly patients with aggressive nonhodgkins lymphoma(NHL) who do not want intensive ciygmothe
is a difficult problem. We have experienced leegn symptom contol with low dose prednisolone in two elderly patients whotlidant chemo-
therapy dispite of lymphoma symptoms. Ap¢arold female patient suffered from recurrent pleural effusion, was diagnosed herpas virus 8
(HHV8) unrelated primary effusion lymphoriize lymphoma. After discontinuation of 9 months treatment of low dose prednistiene was no
recurrence of pleural effusion over 1 year. Anothey&4rold female patient showed multiple skin nodules with intense psuaitd pleural effu-
sion. Her Skin biopsy showed high graded| lymphoma. She is on ledose prednisolone for 23 months with partial symptoneatitol. Low

dose steroid treatment can be used in symptomatic elderly NHL patients.

KEYWORDS: low dose prednisolone, elderly patients,-hodgkins lymphoma
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TITLE: Rhus verniciflua Stokes Extract for the Treatment of Autologous Hematopoietic Cell Transplantation RecipientsdifxpAdgenessive
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Min An, Won Cheol Choi
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ABSTRACT DETAILS: The poor outcomes in patients with extranodal Ne&r lymphoma, nasal type after conventional chemotheriamea
have generated interest in the use of autologous hematopoietic cell transplantation (HCT) as consolidation therapyelynfoeaineent of
patients who relapse after HCT is generally palliative. The same is true for diffuse large B cell ymphoma (DLBCL), jptimiahtherapy for the
autologous HCT recipients experiencing relapse remains unknown. Here, we report 2 aggressive lymphoma patients, wiresercisfatiow-
ing autologous HCT, but obtained a prolonged disease control after treatment with Rhus verniciflua Stokes (RVS) exitartabiorean herb.
Case 1. A 38earold man was diagnosed with staged IIE extranodal NK/T cell lymphoma, nasal type, and had been treatedtioiitthachpy
and CHOP chemotherapy. After attaining partial response, he underwent autologous HCT. At 8 months after transplaetapised frethe
nasal cavity. He refused further conventional treatment, and treatment with RVS extreray 4&0sules orally three times a degs commenced
after informed consent. The treatment was scheduled to continue until disease progression. Twelve months after trdatneenteadaled reso-
lution of enhancing mass in the nasal cavity, while minimal residual FDG uptake in left side nasal mucosa area wasl¢€dnsicaREmnaging.
Twentytwo months after treatment, no residual FDG uptake was seen in nasal cavity on a PET/CT scan. Cagedofl6@omanwas diag-
nosed with stage 1IIB DLBCL, and had been treated with CHOP with Bortezomib. Following relapse, ESHAP chemotherapy wa=dcmohen
after attaining partial response, autologous HCT was performed. Twelve months later, she relapsed, and she was seliedateslddiCT.
However, she refused further conventional treatment, and treatment with RVS extrang 48psules orally three times a day wasymenced
after informed consent. The treatment was scheduled to continue until disease progression. She had stable diseasecraRy/shexs living
without signs of disease progression for over 23 months after starting the treatment.

KEYWORDS: Lymphoma, Rhus verniciflua Stokes Extract, Alternative Therapy
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ABSTRACT DETAILS: Background: High serum concentrations of macrophage cestonylating factor (MCSF) have been implicated vari-
ous malignant diseases such as Hodgkin lymphomasmati cell lung cancer, prostate cancer, colorectal cancer, and ovarian. ddre aim of
this study is to evaluate the correlation between serum levels@sMand baseline clinical characteristics in patients witlelBlymphoma.
Methods: A total of 100 patients with&ll lymphoma and 48 healthy control subjects were enrolled in this study. Sefg8FNbncentrations
were measured by enzyrieked immunosorbent assay (ELISA). Results: The 95 percentile reference range for s€8mwas 48.-873.0 pg/
mL. This study showed that mean®@®5F level in the patient group was significantly higher than that of the healthy contro(28&up + 271.6
vs. 97.3 + 34.6 pg/mL, P<0.001). MeanG&F level of the group with clinical stage Ill and IV was significantly elevated corhpéite that of the
group with clinical stage | and Il (410.1 + 342.3 vs. 188.6 + 107.6 pg/mL, P<0.001). M&8R\evel was significantly highen the patients with
bone marrow involvement than in the patients without bone marrow involvement (432.7 + 472.2 vs. 265.1 + 212.8 pg/mL, GaicQ&8Ins:
These findings indicate an association between seru@SM level and aggressive behavior e€@l lymphoma. Therefore, serum-@ISF may be
a useful indicator for predicting prognosis in patients witte lymphoma.

KEYWORDS: macrophage colorstimulating factor, Bcell lymphoma, marker
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TITLE: Which is better to find monoclonal gammopathy?: capillary electrophoresis vs free light chain ratio
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AFFILIATION: School of Medicine, Kyung Hee University, Sedtbrea
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ABSTRACT DETAILS: The method of choice for the detection of paraproteins is EP on an agarose gel, and IFE is then ctedify tub
monoclonal components. However, because these techniques asiatabsive and timeonsuming, capillary electrophoresis andriunotyping
(CE/NT) has emerged as a useful alternative method due to the automation, fastness, and high reproducibility. Thevialesukgathe detec-
tion of the M protein using CE has been reported in 5% of samples, and the sensitivity is slightly less than that @inebgekekectrophoresis,
especially for small molecules and low concentrations of targeted molecules. It has been proposed that the monoclomlcooidpeseape
from the detection by CE when it is made up solely of FLCs. A recently developed serum assay for free light chainsi(eFiL@pgfobulins is
becoming widely used, and reported to be about 100 times more sensitive than immunofixation electrophoresis (IFEYifog igle@tih serum.
Therefore, sFLC assay can detect an abnormal protein in patients with plasma cell dyscrasias who secrete small quamniitlesaifprotein in
the serum. However, Uljon et al reported that sFLC does not detect changes in disease status earlier than electrsplieratzafurements in
patients with intact immunoglobulin myelom. Moreover, sFLC assay is not specific for monoclonal FLC but also measureal palgclave
previously reported about 3 unusual cases that recently occurred in our laboratory, which showed 2 false positive tefalgts meghtive case in
capillary electrophoresis to detect monoclonal components. In this study, we planned to investigate the distributlhbthaia ratio in known
monoclonal gammopathy and exam the concordance rate between FLC and CE/IT in the detection of monoclonal componédst® ingegien
monoclonal component with kappa or lambda light chain, and investigate the reason of discordant results. From Septéoiidey 2014, 51
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through the admissions department and outpatient clinic. The 320 specimens from these 50 patients were investigatedgd loé timepatients
was 59.54.0 years (rangei&@ yrs) and the male to female ratio was 19:31. Serum free light chain ratio (reference rany&5).&6owed the
range from 0.001 to 1157.024. In the total specimens, 34.38 % (110/320) from 28 individuals presented the free lighd wlithin the refer-
ence range. In the further study, we will review results of capillary electrophoresis to confirm if monoclonal peakfieel itespiecimens with
normal free light chain ratio or not. We also have the plan to evaluate data in urine specimen. Because the significahspeoitmens showed
the free light chain ratio within the reference range, based on previous reports and this study, we carefully suggésti¢haethodological
modalities, such as electrophoresis and free light chain assay, should be combined for diagnosing and monitoring péaptaaroaind related
disorders.

KEYWORDS: monoclonal component, free light chain, capillary electrophoresis
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ABSTRACT DETAILS: Plasma cell myeloma is a malignant hematologic disorder characterized by the proliferation of a sendia glmsma
cell, originating from a bone marrow B cell, and the production of large amounts of a monoclonal immunoglobulin or parEprdegitify
monoclonal components, capillary electrophoresis is increasingly used in clinical laboratories, because it is betteethanata@el electropho-
resis in throughput, speed, and technical convenience. We recently experienced plasma cell myeloma showing 2 disdrtppedlight chain
in capillary electrophoresis. A #farold Korean female with clavicle fracture was admitted to our hospital, and increapedligap chain was
only identified without plasmacytosis in bone marrow and monocloncal components in electrophoresis at that point. Arftitns 10 micial
evaluation, she presented bone marrow plasmacytosis (12.2%, Fig. 1) and 2 discrete peaks of Kappa light chain inoptioeesisctvhich were
confirmed to the same Kappa components withldappa antibody in immunotyping (Fig.2). It is a rare case to show the samef @ridht chain
peaks which was not identified in initial diagnosis and found in the falipwourse.Therefore, here we present this unusealtbat recently
occurred in our laboratory.

KEYWORDS: plasma cell myeloma, Kappa light chain, capillary electrophoresis

Fig. 2. Results of capillary electrophoresis (CE) performed in urine. (A) CE analysis of
serum protein revealed monoclonal gammopathy in the gamma region (horizontal arrow). (B
Immunotyping (IT) confirmed the presence of two restriction bands in the gamma region.
which were subsequently identified as kappa light chains (vertical arrows). Each IT lane was

treated with antisera that bound individual Ig heavy chains (IgG. IgA and IgM) or free light

chains (kappa and lambda)
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ABSTRACT DETAILS: Incorporation of bortezomib in the treatment of multiple myeloma (MM) has significantly imporved patéenteu
Because peripheral neuropathy (PN) leading to dose modification and drug discontinuation seems to be dependent orpdase andeste-
zomib, some schedules of botezomib therapy were reduced fromvieeddy to onceveekly infusion. We assessed the efficacy safeéty of once
-weekly bortezomib infusion in the treatment of relapsed/refractory MM. We compared the outcomes and safetyid etwazweekly borte-
zomib infusion as a secotlide treatment for the patients of relapsed/refractory MM in our hospital between 2005 and 264fecétrely.
Twenty-nine patients were enrolled including 12 patients who receivedweekly bortezomib infusion on day 1, 8, 15 and 2thefcycles and 19
patients who received twiegeekly bortezomib infusion on day 1, 4, 8 and 11 of the cycles as a dewtrgatment. Dexametbane alone
(n=18), melpahalan with prednisolone (n=4), and thalidomide with dexamethasone (n=7) were administered combined witito Hde:dimm
cumulative dose of bortezomib were 32.4mg/m2 and 18.4mg/m2 in theasrttewiceweekly group, retrospectively (p=0.019). Therere no
significant difference in overall response rate (66.7% in-oveekly vs 47.1% in twiceveekly, p=0.451) and tim-progressiorimedian 17.2
months in oncaveekly vs 7.1 months in twieweekly, p=0.381). There was a significant difference in the mediarttioeset ofgrade 2 to 4 PN
(4.5 months in onceveekly vs 2.0 months in twieeeekly, p=0.017). The incidence of gradd PN (50.0% vs 47.1%) and mediamuative
dose to onset of grade2PN (17.9mg/m2 vs 15.3mg/m2) were not different. The incidence of any grade 3/4 toxicity exceptdnNilané5.0%
vs 41.2%, p=0.449). Progressifree survival in oncaveekly bortezomib group was slightly longer than that in twieekly borezomib (median
34.8 months vs median 22.8 months, p=0.074). Overall survival was similar (median 35.2 months vs median 25.1 monthsypi® theg)ver-
all survival of elderly patients (60 years or above) in emeekly bortezomib group was slightly longer than that in twieeky bortezomib group
by KaplarMeier analysis (median 38.1 months vs median 20.1 months, p=0.085). Our data suggest that the onset time ofdyBdwvasdee
weekly regimen and there was no significant difference overall response, rate of PN, cumulative dose to onset of PNipgieitiee8id overall
survival between both groups. Because of the larger cumulative dose and the lower rate of dose modification or drugibscdaério good
tolerability in onceweekly bortezomib than twieeeekly bortezomib, oneseekly bortezomib infusion could be a potential thetdjz approach
for patient with MM as a scorlihe therapy

KEYWORDS: Onceweekly bortezomib, relapased multiple myeloma, sedmedtherapy
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ABSTRACT DETAILS: Centrosomal amplification (CA) is common abnormality in patients with multiple myeloma (MM). We used gene
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expression profiling (GEP) focused on genes associated with CA for finding molecular signature of centrosomal disradion 78 patients
were evaluated by GEP using Affymetrix GeneChip Human Gene ST 1.0 array. A total of 111 genes with known role in orinegkmesaso
in regulation of centrosome duplication and function were selected for clustering. We have found one distinct pattemso{E§ge 1)
belonging to following ontologies: cetlycle genes (CDK1, CDK2, E2F, Plk, AURKA and NEK?2); kinetochore and microtubule attatherees
(AURKB, BIRC5, CENP); mitotic checkpoint genes BUB1 and MUD2; DNA

damage checkpoint genes presented by CA supressors, integrity and red "~ Colorkey
regulators (RAD51, XRCC2, MSH2, CHEK1) and one structural gene TUI .1
The rest of genes from revealed pattern (HMMR, TACC3, TOP2A, BRCA ¢, —
and BARD1) were also closely functionally connected. Based on expressi  + 3 . 2 =t e [ e
these genes patients can be stratified into three grdlR"High-\W\\", e I T e Tl
\WW'Mediate\ \ VA VvV V" and VAV AVANVN YN " Low e ) e -
pressed\\W\\" group showed significantly higher level of hemoglobin (P=0 il
and thrombocytes (P=0.018)0anaot hk P
expressedo group had significant]
plasma cell infiltration in bone marrow (P=0.042). Survival analyses did n

|\l LF

I

show significant differences, h o\ 1 = o f
pressedo patients was observed (F 1 ev
pattern of mitotic genes involved in centrosome abnormalities in MM. We {

o7

I

Ll

observed that groups of patients defined by molecular signature are also
clinically heterogenous. Based on variable levels of biochemical paramet
well as overall survivival tendency among different groups of patients, we
anticipate that described model can be used as potential prognostic mark
findings needs to be confirmed and validated on larger cohort of patients.
study was supported by grants IGA NS10207 and IGA NT1154.

KEYWORDS: multiple myeloma, gene expression profiling, centrosomal abnormalities
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ABSTRACT DETAILS: The risk of developing cancer is influenced by-f[gemetrance genetic variants, the effect of which is diffioudetect in
low-prevalence diseases such as Multiple Myeloma (MM). Despite strong evidences suggesting the presence of a geneticrctrepsiclot)y
of MM, very few genetic risk factors have been unequivocally established. As successfully done for other cancers, sirgtegpbie increase
our understanding of the genetic determinants of MM risk is to collect a large set of patients across different pop@atinesrtium. The IM-
MENSE (International Multiple Myeloma rESEarch) consortium includes so far 14 research groups across Europe and ieaifpdaeid
penetrance susceptibility genetic variants for MM risk through-castrol association studies. At present we have collectel &nples of over
1200 MM cases and a similar number of healthy controls. For the majority of the cases we also have clinical data ongastimfpobors and
therapy outcome, which will allow us to investigate the individual variability in response to therapy and survival of &t. pae have already
used the samples of the IMMENSE consortium for several studiasong several players of the detoxifying/elimination processeral ATP
Binding Cassette (ABC) superfamily members play a key role in protecting cells in various tissues, including the bldedted/arse genotyped
58 tagging and/or functional Single Nucleotide Polymorphisms (SNPs) in the key genes ABCB1, ABCG2 ,ABCC2, ABCC1 and A3B8C3 in
MM cases and 835 controls of the IMMENSE consortium. Thirteen SNPs showed a positive association at a conventionahpM0tskyit
thus we genotyped them in 564 MM cases and 1471 controls provided by the Heidelberg Myeloma Group. Two SNPs in ABCB#%igerfiained
cantly associated with MM risk in the joint analysis of all cases and controls (rs10264990, p=0.015; rs17327442, pSerda®wide associa-
tion studies (GWAS) have shown that the 8q24 region harbors multiple independent cancer susceptibility loci, evenstideugid ibf genes. We
tested the hypothesis that genetic variants in this region could play a role in MM risk. We genotyped 20 SNPs of 8qR4MnchE88 and 2465
controls from the IMMENSE consortium and the Heidelberg Myeloma Group. We found a statistically significant (p=0.0022padseitieen
SNP rs2456449 and MM riskFinally, we genotyped in the IMMENSE cases and controls three SNPs that resulted associated mgkhifviv
recently published GWAS, and confirmed the association of two of them. We plan to continue the investigation of addisfr@hShe recent
MM GWAS, as well as SNPs of key genes involved in the pathogenesis of MM. We will investigate the role of these polymonghiégios to
MM risk, as well as to treatment outcome and survival of MM patients.

KEYWORDS: Multiple Myeloma, International consortium, SNPs, Genetic susceptibility, Pharmacogenetics, Survival
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TITLE: Gold-Vincristine Nanoplex: A Novel Anticancer Approach for Multiple Myeloma Drug
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ABSTRACT DETAILS: In the present scenario, the conventional chemotherapeutic agents that are being used for the titeatmapmhalfig-
nancies are facing difficulties as they are directed nonspecifically against both malignant and nonmalignant cellsti ofiehdimefficacy with
having serious side effects. Again, Multiple Myeloma (MM) is a relatively slow growing malignancy and is therefore tiiffealt Most mye-
loma cells are in the G1 phase of the cell cycle and are hence poor targets for chemotherapy because they have aneyse ameBNA dam-
age caused by many of the chemotherapeutic drugs before they proceed to the next cell division. Vincristine Sulfateg@/8jdetausing
metaphase arrest, form an important component of varioumgatoma combination regimens. But the extreme health hazards¢hatuced by
introduction of VS in the patients body is become one of the recent concerned for the oncologists working in this argateCesteon designing
of targeted delivery vehicles thus opening up the possibility of maximumetiiagcy and minimal toxicity. The possibility aking a nano
material as a combinational drug component is intuitively evident as it would compensate the toxicity level by enharbdigedyefficiency.
Additionally, celtspecific cytotoxicity (reported earlier by our group) of the naebicle itself may potentiate a more effeettargeted cell killing.
We have explored the possibility of using gold nanoparticles playing the dual role of an anticancer agent and a cir@eothiesapeutic drug.
This is demonstrated using vincristine sulfate (VS), salt of an alkaloid often used in the treatment of multiple myelonsadMRE6 as a test
MM cell line. The drug VS shows the expected-Kghase arrest of cells. Notably, bare gold nanoparticle shows arrest of taeescghis that
may be particularly important in case of slgvowing malignancies like MM where most of the cells remain in G1 phase of thyael
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The VS conjugated gold retains the activity of both gold nanopatrticle and VS leading to a synergistic rise of the agigmdptidation.
KEYWORDS: Multiple Myeloma, Gold Nanoparticle, Vincristine

The Concept: ]

¥ %
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The Role of Nanoplex for AnttMM Drug Development
The upper panel describes the designing of the nanoplexes. The possibility of using a nanomaterial as a combinationzdrenigasoit would
compensate the toxicity level by enhancing drug delivery efficiency. Additionallyspedific cytotoxicity (reported earlidy our group Patra et al
Nanomedicine, 2007) of the namehicle itself may potentiate a more effective targeted cell killing. Here we explore thelppsdibsing gold
nanopatrticles playing the dual role of an anticancer agent and a carrier of a chemotherapeutic drug. Notably, bareagite rshooys arrest of
the S phase cells that may be particularly important in case ofgstoming malignancies like MM where most of the cells renirai®@1 phase of

the cell cycle. The VS conjugated gold retains the activity of both gold nanoparticle and VS leading to a synergidtie @gopfotic cell
population.
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Patients With Relap

AUTHORS: Roman Hajek, Richard Bryce, Vladimir maisnar, Vlastimil Scudia, Tamas Masszi, Antonio Palmbo, laura Rosin@yialbéted-
wig Kasparu, Heinz Ludwig

AFFILIATION: University Hospital Brno, Onyx Pharmaceuticals, University Hospital Hradec Kralove, University Hospital Olddhdstyan
and St. Laszlo Hospital of Budapest, Molinette Hospital, Hospital Clinic Barcelona, Hospital Universitari Germans Tola&éReijal Public
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ABSTRACT DETAILS: Background: Carfilzomib is a negéneration proteasome inhibitor with demonstrated siagént activity in pase 2
studies in patients with relapsed and refractory multiple myeloma (R/R MM).4h72X03-A18 a singlearm study of carfilzomib wnotherapy
in heavily pretreated refractory patiedit37% of patients achieved > minimal response (MR) and median time to progressiof wasBs.
Based on the results of this trial, carfilzomib is currently under review by the US Food and Drug Administration for tppeatdk/R MM. To
support registration in Europe, a phase 3 randomized&tECUS (CarFilzOmib for AdvanCed Refractory MUItiple Myeloma Europgtrly;
EudraCT No. 20091684038)3 is being conducted to compare overall survival (OS) after treatment with-sipee carfilzomib obest
supportive care (BSC) regimen consisting ofddese glucocorticoids (with optional cyclophosphamide), along with comfort difetipa care
options. Methods: Patients must have received O3 pr sepPatiemserystbeens i ncl
responsive to O1 | i n-eesporfsivet(staela disgase ordess) or tefeactarnyi td theie most meoeny tidigiple patients are

randomized 1:1 (stratified based on number of previous therapies and geographical region) to receive either carfilzGmégione8s The target

enrollment is 302 patients. Treatment schemes are as follows: (Table 1) Patients will continue treatment until dissapa puogeceptable

toxicity, or treatment discontinuation. Following confirmation of disease progression or discontinuation from study trdapagents will enter

long-term follow~up for survival. There is no crossover upon progression. Patients who complete the study will be offerewat tnétitm

carfilzomib in an extension study if FOCUS results show a definitive, statistically
significant survival benefit for carfilzomib versus BSC. The primary endpoint |s Carfilzomib BSC
OS with 2 interim analyses at 50% and 75% events and final analysis of OS hiosle
events. Assuming 253 events, the study will provide 80% power to detect a 43% )
increase in median OS for carfilzomib over BSC from 6.0 months to 8.6 months 20mg/m2 IVD 1,2 Prednisolone 30 mg

(hazard ratio 0.70). Secondary endpoints include progrefsiersurvival, overall 27 PO QOD

- . : . mg/m2 IV D 8, 9, 15, 16 OR
response rate, clinical benefit rate, disease control rate, duration of responsd, and
safety. Disease assessments will be determined by both study investigators pnd an Dexamethasone 6
independent response committee according to the International Myeloma W¢rkifig 27mg/m21VD1, 28,9, 15 16| mg PO QOD; plus
Group Uniform Response Criteria with MR per European Blood and Marrow optional
Transplantation Group criteria. The FOCUS study began enrolling patients in )
September 2010 and had 119 patients as of November 2011. Conclusions: FOCUS | 27 mg/im2 VD 1,2, 15, 16 Cyclophosphamide

50 mg PO QD (max
1400 mg/cycle)

will provide more rigorous data for carfilzomib, as this is the first carfilzomib | O1 0
study with OS as the primary endpoint and will not be confounded by crossoke+
The larger study group will provide more robust secondary response data and additional safety data.
KEYWORDS: Multiple myeloma, Proteasome inhibitor, Relapsed and refractory

Abstract 60

TITLE: Epigenetic inactivation of the MIR34B/C in multiple myeloma

AUTHORS: Kwan Yeung Wong, Rita Lok Hay Yim, Chi Chiu So, Dévan Jin, Raymond Liang, Chor Sang Chim

AFFILIATION: Department of Medicine/ The University of Hong Kong

E-mail: kwanyeung@graduate.hku.hk

ABSTRACT DETAILS: Epigenetic inactivation of tumour suppressor miRNAs has been implicated in carcinogenesis. We postiNdR84B/
C, a direct transcriptional target of TP53 tumour suppressor protein, might be inactivated by promoter hypermethyldtipfeimgmioma
(MM), and hence studied methylation of MIR34B/C promoter in 8 normal marrow controls, 8 MM cell lines, 95 diagnostic Maviedapis2d
MM samples by methylatieapecific PCR. Promoter of MIR34B/C was unmethylated in normal controls but homozygously or hetesigzygou
methylated in six (75.0%) MM cell lines, in which MIR34B/C expression inversely correlated with the level of MIR34B nwthylateover, in
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