Yoo TETCKOU 3
I'EMATOJIOTUUU u OHKOJIOT'UUN 2016 |

Yu-Kour JIu B 1981 . okoHums YHuBepcuteT [onkoHra (Kurait). CeroaHsi oH
SIBJISIETCS TUPEeKTOpoM JIeTCKOro oHKoJiornyeckoro neHtpa um. Jlenu Ilao nipu
Tocriutane Ilpunna Yanbckoro (foHkoHr), a Takxke npodeccopoMm Kuraiickoro
yHuBepcuTeTa [OoHKOHTA.

C 2000 r. mpodeccop JIu sBasieTcs yieHOM coBeTa MexXXayHapOoaHOM UCCIen0-
BaTenbckoi rpynnbl BFM (Berlin—Frankfurt—Miinster Group). Ero ocHOBHbIM
Hay4YHBIM MHTEPECOM SIBJIIETCS pa3paboTKa U BHEIPEHUE ITPOTOKOJIOB 10 JICYCHUIO
JIEWKO30B 1 IIPOBEACHUIO TPAaHCIIAHTALIUM TEMOIIO3THYECKUX CTBOJIOBBIX KJIETOK
y neTeil. B HacTosIIee BpeMs OH aKTUBHO IIPOABUTAET BOIIPOC 00 OKa3aHUU IIOMO-
LI JIETSIM C OHKOJIOTMYECKMMM 3a00jIeBaHMSIMM B KOHTMHEHTaJbHOM Kurae
U SIBJISIETCS BULIe-TIpe3uaeHToM KuTaiicKoii IpyIIbl 10 M3YYEHUIO IETCKOTO paKa.
ITpodeccop JIu B TeueHue yxke 10 JIeT IBISIETCS COOPraHU3aTOPOM €XKETOTHBIX Kyp-
COB TIOBBIIIICHUST KBaIU(UKAILIMK 10 JIETCKOM OHKOJIOIMU B HauboJiee OTCTaJIbIX
B 9Toit obmactu pernoHax Kutas. KpoMe Toro, oH coocHoBaTenb 3 MyJbTULEHTPOBBIX IPYIIN IO JIEUSHUIO JICHKO03a
y neteii B Kurae.

ITpodeccop JIn aBasgeTcsa ocHoBaTeneM MpOrpaMMbl TT0 00YYeHUIO Bpadyell U MEIULIMHCKUX cecTep B TOHKOHTE,
MOJATOTOBKY IO KOTOPO# Ha cerogHsIHuii aeHb npouuin 6ojiee 100 cneumanuctoB. Yn-KoHr JIu akTUBHBIN 4ieH
MexayHapomaHoro obiiecTBa aeTckoit oHkosoruu (International Society of Paediatric Oncology — SIOP) ¢ 1995 ., on
OBbLT pYKOBOAUTEJIEM JIOKAJbHOTO opraHnu3annoHHoro komurera Konrpecca SIOP Asia — 2013 (A3uaTckoe noapase-
nenue SIOP) B [oHkoHre.

ITpodeccop JIu aBTop 60see 300 mybamMKanmit 1 3 rJiaB B KHUTaX, MOJ, €ro peaakuueil n3naHa 1 kaura.

Ha Konrpecce SIOP Asia — 2016 Yu-Konr JIu npeactaBii cepuio TOKIAI0B ITO BOIIPpOcaM Teparmy OCTPOro JIMM-
¢obacTHOrO JeliKo3a, ONTUMM3ALIMU JICUSHUS U ITpoOIeMaM MYJIBTULICHTPOBOTO B3aMMOACHCTBUS B A3UU.

\!

L
[N

Perspectives of multicenter collahoration in Asia
on pediatric hematology and oncology*
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Asia is the largest continent in the world which covers about 60% of world population with estimated number of new cases of childhood cancer
about 120 000 per year. Due to variation in economy and health care systems, the treatment outcome of childhood cancer in Asian countries
varies greatly. Multicenter collaboration is the direction for improvement of treatment outcome in childhood cancer and this has been
demonstrated in many western countries and some Asian countries such as Japan. The development of multicenter collaboration must base
on the local situation and be feasible and sustainable. There are now more and more collaboration happening in different countries in Asia.
1t is anticipated to have different models of collaboration according to the local situation and the sharing of experience is of great importance,
and the recent Asia SIOP Congress at Moscow was an excellent platform for sharing.
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Introduction

Asia is the largest continent in the world with population
of 4428 million which covers about 60% of world population.
Though some countries in Asia are having low birth rate
such as China and Japan, overall the children under age of
15 years is about 24%. The children population in Asia is
now about 1000 million. The estimated number of new cases
of childhood cancer in Asia is about 120 000 per year. Due
to the great variation in economy and health systems, the
treatment outcome of childhood cancer in Asian countries
also varies greatly. Multicenter collaboration among
children cancer units may improve the treatment outcome
and this has been demonstrated in many western countries
such as Germany, UK and USA. However the development
of multicenter collaboration must base on the local situation
and the collaboration must be feasible and sustainable.

Why we need multicenter collaboration

Childhood cancer is a relative uncommon disease with
average annual incidence of around 120 cases per 1 million
children under age of 15 years. There are many different
types of childhood cancer. Even the commonest malignant
disease, acute lymphoblastic leukemia (ALL), is having
only 30 new cases per million pediatric population per year.
There are many other causes of morbidity and mortality in
children, such as infectious diseases. To establish an
effective approach to manage the uncommon malignant
diseases, there must be a health care system that can
provides sufficient resources in both hardware and software,
and also with support from the community. Multicenter
collaboration may improve clinical outcome by sharing of
knowledge and skill among the participation centers. There
will be standardization of diagnosis and treatment, i. e. the
management will be protocol driven. All the participants
will follow the agreed protocol on management at every
step, and it is also a good learning process for all
participants. One of the targets of multicenter collaboration
is on research of topics which are of common interest to
participating groups. Through the research network, there
is chance of improvement of quality of data collection,
analysis and interpretation.

Requirement for multicenter collaboration

To establish a multicenter collaboration network, the
participating centers or groups must share the common
goal, whether this is for improvement of cure rate or
treatment quality of certain diseases, or a joint research
project trying to answer a research question. Sometimes
many centers joining together may also achieve a greater
influence at various levels, such as hospital management,
national health administration or pharmaceutical
industries. The joint force may exert greater bargaining
power during the negotiation.

On the other hand, the participating parties must have
the dedication to collaborate. Having the name of forming
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a collaborative group is not too difficult, but how to make
the collaborative group really working along the direction
of the objectives is challenging. Each participant must
contribute extra time and effort in running a collaborative
project. Working group meeting is essential for participants
to meet and discuss the contents of the project, and face to
face meetings cannot be totally excluded even with the
advance in internet technology. The arrangement of
collaborative meetings requires a lot of efforts, including
resources for conference venues, travelling and
accommodation expense, and the distance of travelling. Asia
is a huge continent, travelling from eastern to western border
of Asia may take 10 hours flight. More important is the
additional work on preparing the protocol, line up the
logistics such as laboratory and radiological studies. If the
project is run as a research, the application of research ethics
and reports of adverse events will require additional effort
from the investigators. If the collaborators are already very
busy with their clinical work, these additional work will put
extra burden to these collaborators and the sustainability of
the project will be significantly affected. Another challenge
in multi-national collaboration is the language barrier. For
national studies the participants can communicate efficiently
in their own language. For multi-national studies, the
participants are speaking in different languages. English is
now commonly used in many multi-national study groups
but this is not the mother tongue of many participants, and
sometimes the communication may not be efficient.

To organize a multi-center collaborative project,
additional resources are required. The teams may need
additional manpower such as data managers, additional
facilities or laboratory test such as flow cytometry, and
additional skill may be acquired to run the special tests, etc.
The logistics of sending specimen to reference laboratories
also has to be sorted out. The above resources may not be
in place in the existing health care system, the participating
groups need to seek outside funding to fulfill the project
requirement.

Multicenter collaboration in Asian countries with large
population

Some countries have large population that may support
a national multicenter project, such as China, India and
Indonesia. These countries have population of over 200
million and this is sufficient patient load to conduct large
scale national studies to answer specific clinical questions.
The advantages of forming national studies include same
language and culture, similar economic and social
background. There may also be great variation even within
one country, in some parts of the country the development
is already in the high income country standard while some
parts of the country may still be in low-middle income
standard. However the national base studies save the time
of travel with shorter distance, and also save the effort of
applying visa and is visa-free.
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There are some excellent examples of forming national
groups in Asia country. Japan has the longest history of
forming national groups, initially as regional groups. There
were several regional groups formed by centers sharing
common goals, the Tokyo Children Cancer Study Group
(TCCSG) was formed in 1969, and subsequently Japanese
Childhood Cancer and Leukemia Study Group (JCCLSG)
in 1980, Kyushu Yamaguchi Children's Cancer Study
Group (KYCCSG) in 1984 and Japan Association of
Childhood Leukemia Study (JACLS) in 1996, Japanese
Pediatric Leukemia/Lymphoma Study Group (JPLSG) in
2003. Over the several decades, these study groups had
performed many different successful studies. JACLS
performed a study on protracted administration of
L-asparaginase in maintenance phase,! JPLSG investigated
the Imatinib use immediately before stem cell
transplantation in children with Philadelphia chromosome-
positive ALL,> JCCLSG reported the assessment of
corticosteroid induced osteonecrosis in children
undergoing chemotherapy for ALL.> Regional groups
within a big country may be a good start, the organization
of multicenter collaboration is easier with less participating
centers, such as arranging group meeting or data collection.
These regional groups formed a very good basis for future
wider scope collaboration within the country. Learning
collaboration takes time and same as for building the
mutual trust among participating groups. When these
regional groups mature, they will then identify their
deficiencies and looking for ways for further improvement.
The Japanese Children Cancer Group was finally formed
in 2016 which is the real national group including all the
children cancer centers in Japan. Similar experience is also
demonstrated in North America that there were initial
separate groups for childhood cancer, including Children’s
Cancer Study Group (CCSG), Pediatric Oncology Group
(POG), Intergroup Rhabdomyosarcoma (IRS), Wilms’
Tumor Study Group. Ultimately these groups merged into
one national group, Children Oncology Group, which is
now responsible for all research studies in childhood cancer
in USA. The regional groups actually promoted
competition among the various groups for better results.
The reasons for merging are multifactorial, may be
triggered by government direction or non-government
organization support, or target at acquiring bigger patient
sample for better research. The groups must recognize the
need for integration and there are pivotal leaders who can
lead the integration. The process can take many years and
this must be accepted by the various groups to achieve the
unification. The initial regional groups were the driver for
the bigger national group and also a learning platform
preparing for the final big national group.

Some Asian countries are starting with regional groups
within their countries, such as China, India and Russia.
The Chinese Children Leukemia Group (CCLG) was
formed in 2008 and had conducted a study on ALL with 10

hospitals participated. There were 2230 patients recruited
and some preliminary results had been reported.* > The
study was supported by a government research grant.
Another large study was just started in 2015, China
Children Cancer Group CCCG-ALL 2015 study with 20
hospitals involved and average of 1000 patients per year
were recruited. The latest study was supported by a non-
government organization (NGO), Viva Foundation Hong
Kong, and St Jude Children’s Research Hospital. Another
regional group is the South China Childhood Leukemia
Group (SCCLG) which started in 2002 from one city then
to one province and now 3 provinces, the SCCLG also just
started the new ALL-2016 Study this year. Whether the
several China groups will merge into one huge national
group is not certain, the logistics would be more
complicated in view of the huge population and also
variations in the study group settings.

Russia started to form multicenter clinical trials since
1990s. The first randomized multicenter trial, the ALL-
MB-91, was conducted from 1995 to 2002, 834 patients
were registered in 10 centres.® This was followed by the
second study which had much wider participation from
Russia centers. A total of 1544 patients were enrolled in
ALL-MB-2002 from 36 clinics of Russia and Belarus from
2002 to 2008.® The successful early trials attract more
centers to join the study group and finally this will cover
most of the treatment centers in Russia.

Experience from other Asian countries

In the past, there were mainly single center reports
from Asia countries on various types of childhood cancers.
The number of patients reported was usually small, some
did not provide long term follow-up and just included
preliminary results. In recent years it is observed to have
reports from multicenter study in some countries.”!!
A prospective, multi-institutional cohort study was reported
in Karachi, Pakistan which enrolled 646 newly diagnosed
children with ALL over 3 years.'? A retrospective study at 8
institutions from Saudi Arabia included 594 patients, and
reported the clinical characteristics and treatment
outcome."’ Some national study groups with longer history
have more organized collaborative studies and reported
some important findings with specific significance in Asia
population. Countries with smaller population face more
challenges on multicenter collaborative studies

How to help countries to improve care for cancer
children through collaboration

Countries with small population may not have
sufficient patient load or resources to conduct collaborative
studies. There may only be one or two centers in the whole
country. However these countries may benefit from
collaboration with more advanced centers in other
countries. Collaborate with advanced centers in the country
or overseas center may facilitate the centralization of new
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diagnostic and monitoring tests, e.g. minimal residual
disease monitoring, genetic markers to guide treatment,
methotrexate level monitoring, TPMT/NUDT]15 testing.
With the help with experienced centers or collaborative
groups, specific treatment protocols may be designed that
suit the local situation and test on ‘innovative’ approach to
improve outcome. The collaboration may aim at unified
treatment protocols and standardize management methods
instead of randomized control clinical trials. In the long
run, these local centers may later join in international
studies and gain experience to conduct multicenter trials.

Starting simple collaborative studies can be the first step
of multicenter trial. A study was undertaken by Middle East
Childhood Cancer Alliance (MECCA) as initial efforts in
collaborative data collection to provide clinical and
demographic information on children with ALL in the
Middle East."* From 2008 to 2012, prospective collection
from institutions in 14 Middle East countries, 1,171 patients
were recruited. The study was assisted by 5 institutions from
Europe and N. America which participated in design of study
and established electronic submission of data via web-based.

One good example is a regional collaboration among
neighboring countries. The Singapore and Malaysia groups
formed the MASPHO ALL study in 2003." Singapore
National University Hospital was the diagnostic reference
laboratory for minimal residual disease for the whole group.
The collaborative study among hospitals in the two
neighboring countries achieved good treatment outcome
with reduced intensity treatment protocol. The success of
the study was related to the neighboring countries that
could ship the samples efficiently, and also they shared
same language and similar culture.

Barriers of achieving collaborative partnership

To initiate a multicenter collaboration among different
centers, the participating centers or professionals must have
a common goal. Leaders of individual centers might have
different background such as overseas training or
relationship with some advanced centers, and they might
have different views on adopting the management approach.
Some leaders might be trained in N. America and some in
European countries, there might be differences in the
schools of thought. There must be consensus among the
participating centers before they can draw up a common
protocol.

Some oncologists are very experienced in clinical
management of cancer patients but they might not have the
organizational experience or expertise in running
collaborative studies. For a large multicenter collaborative
group to get started and being sustainable, there must be
strong leadership in the group that can maintain the
cohesiveness. The members have to build trust among each
other, and this would take time for team building. There
should also be balance in the power and benefits among the
participating groups especially in research setting.
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Lack of resources is one of the most challenging issues
in multicenter collaborative projects. The participating
centers might be under financial constraints that they
cannot employ additional staff to cope with the additional
workload generated by the research studies. Data managers
are not funded by the hospitals, the medical and nursing
staff may already be fully occupied by the tremendous
clinical workload. The junior clinical staff involved in data
collection may not be properly trained in research and the
quality of collected data will be affected. Statisticians may
not be available from the design of the study, interim
analysis and final analysis. Hosting a study group meeting
will also put economic pressure to the host center or the
individual investigators participating in the study. Pediatric
oncology is not attractive to sponsorship from
pharmaceutical industry, and it may not be financially
feasible to invite eminent overseas speakers to the study
group meeting.

There was a successful example of multi-national and
multi-center clinical study without government funding.
The Inter-continental BFM ALL Study 2002 was the
largest pediatric ALL study with 5197 patients enrolled
from 130 centers of 15 countries.!® That was an
investigator-initiated study and was not funded by any
industrial partners. Each participating hospital was
responsible to collect their data and the national group
was the coordinator center for that country. The success
of a multicenter study required an experienced statistical
center, and the investigators must meet regularly to
discuss the problems they encountered and also consider
protocol amendment as necessary. With the concerted
efforts from all participating centers and also the help
from some advanced centers in Germany and Italy, in
particular the statistical support, the study was
successfully completed. All the participating countries
showed improvement of treatment outcome compared
with prior studies.

Way forward to multicenter collaboration in Asia

For countries with large population, it may start with
multicenter collaboration as a national study for more
common diseases such as ALL, Iymphoma and
neuroblastoma. In the initial phase, regional
collaboration may be the starting point and merging into
a large national group will be the future target. For
countries with smaller population, in particular with
scanty health care resources, the more advanced centers
within the country or from other countries may help in
starting simple projects, such as the SIOP supporting the
Burkitt’s lymphoma project in Africa. The transfer of
professional knowledge and skill is as important as
financial support. Twinning of centers from less
developed countries to advanced centers has been shown
to be successful. The non-government organization
(NGO) may provide good support as they can raise fund
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from the community, the medical centers should work
closely with these NGOs. For rare diseases, even a big
country with large population may not have sufficient
case load to study, multi-national collaboration should
be considered such as Down Syndrome with ALL.
Always start with simple projects which are achievable
and thus the spirit of collaboration can be maintained
and also enhanced in future projects.
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2016

Conclusion

Multicenter collaboration is the direction for
improvement of treatment outcome in childhood cancer.
There are now more and more collaboration happening in
different countries in Asia. The continental congress such
as SIOP Asia 2016 at Moscow provided an excellent
platform for medical personnel to meet and discuss and
explore chance of collaboration.
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A3us seasemesi cambim 00AbUUM KOHMUHEHMOM 8 Mupe, 8 Komopom npoxcusaem okono 60 % naceaenus zemau. Hoewix cayuaes demckoeo
paka 6 Asuu svisiensemes 6onee 120 000 6 200. B cé53u ¢ pazauiusmu 6 SKOHOMUHECKUX CUCIEMAX U 0p2AHU3AUULU 30PA800XPAHEHUS UCXO00bL
AeueHuss 0emcK020 paKa 6 pecUuoHax OaHHO20 KOHMUHEHMA CUAbHO pasHamces. Myasmuyenmposoe ezaumodeiicmeue cnocoocmeyem
VAVMULCHUI) NOOX0008 K AeHEHU) 0eMCK020 PAKA, OHO NPOOeMOHCIMPUPOBALO C8OH) IPHEKMUBHOCHb 80 MHOUX 3ANAOHbBIX U HEKOMOPbIX
asuamckux (Hanpumep, Snowus) cmpauax. Pazeumue myabmuyeHmpoeo2o 63aumooeticmeus 00ANCHO OCHOBbIGAMbCS HA CUMYAuuU
6 KOHKPEMHOM pe2uoHe U Obimb 0Cyuecmeumoim u ycmotiuebim. Ce200Hs 6 a3uamcKux Cmpanax éce 00/biuie U 604buie MoveK CONPUKOCHOBCHUS.
IIpeononazaemes, umo 6 Azuu 6ydym pabomams pazauutbie MoOeAU 83AUMOOCICMEUSL 8 3ABUCUMOCIIU O KOHKPEMHOU CUMYauUl 8 CMpaHe.
Ilepedaua onvima ouerw eaxcna, u Konepecc SIOP Asia — 2016, npowedwiuii Hedaséno 6 Mockee, cman 045 3moeo 8eAuK0AenHOl NA0WA0KO.

Karouesnie caosa: demckuii pax, MyabmuyeHmposoe 63aumooelicmaue, a3uamekue CmpaHbl

BBenenne

A3usl SgBISIETCS CaMbIM OOJIBIIMM KOHTUHEHTOM
B MUPE, YUCIIEHHOCTb KOTOPOro AocTUraeT 4428 MIJTH ye-
JIOBEK, UTO cocTaBiseT 60 % HaceleHUs BCEro 3eMJIM.
XoTs HeKOTOopble cTpaHbl A3un, Takue Kak Kurait u fmno-
HUS, CETOMIHS UMEIOT HU3KYIO POXKIaeMOCTh, 0011ast 110~
nyJasuus geteit no 15 aet B Hux cocrasiusier 24 %. B Ha-
cTosliee BpeMsl ACTCKOe HaceleHHe A3MU COCTaBIISICT
okoJ10 1000 mJTH yenoBeK. HOBBIX ciydaeB IeTCKOTo paka
B A3uu BeisBisieTcs 6osee 120 000 B roa. B cBsi3u ¢ pas-
JIMYUSIMA B SKOHOMUYECKUX CUCTeMax U OpraHu3aluu
3IpaBOOXPAHEHU ST UCXObI JICUEHU I IETCKOI0 paKa B pe-
rMOHAX JAaHHOIO0 KOHTUHEHTA CUJIbHO Pa3HsTCs. Mylib-
TULIEHTPOBOE B3aMMOJACKCTBUE AETCKUX OHKOJIOIMYE-
CKMX OTHEJIEHUI  CIOCOOCTBYET  3HAUYUTEJIBHOMY
YIIYYIICHHUIO PE3YIbTaTOB JICYCHU ST, UTO JEMOHCTPUPYIOT

MHOTHe 3alaJHble CTpaHbl, Takue Kak ['epmanus, Benu-
koboputanus u CIIA. OnHako pa3BUTHE TAaKOTO B3aMO-
JEHCTBUS TOJKHO OCHOBBIBATHCSI HA MECTHOM CUTYalluK
U OBITh OCYIIECTBUMBIM U YCTOMUMBBIM.

IToueMy HaM HEOOXOAMMO MYJILTHIIEHTPOBOE B3aUMO-
neiicteue?

Pak siBlIsIeTCSI OTHOCUTENBHO pPeAKMM 3a00JIeBaHUEM
y IeTe ¢ MPUMEPHOM YaCTOTON BCTPEUYAEMOCTU OKOJIO
120 cyyaeB Ha 1 MJIH HaceJleHUs B Bo3pacTe A0 15 ner.
Cy1liecTByeT MHOTO pa3jJMUYHBIX BUIOB JETCKOrO paka.
Jlaxe KacaTe1bHO HanboJiee YaCcTOro BUAa OHKOJIOTHYe-
CKOr'o 3a00JieBaHU Sl JaHHOI BO3pPAaCTHOM KaTeropuu —
ocTporo Jum@obaactHoro Jaeiiko3a (OJIJI) — exxerogHo
BBISIBJISIETCSI TOJTIbKO 30 HOBBIX cllyyaeB Ha | MJTH IETCKO-
ro HaceneHus. Kpome Toro, cpeau npuuunH 3adoyeBac-

*Opueunanvholii 0030p. [lodeomoeaen no danHeim dokaada, npedcmasnentoeo Ha Konepecce SIOP Asia — 2016. O630p nybaukyemcs enepegoie 6 Hauiem

ocyprane. Cmuab u opopmaenue anen0a3viuHoll 6epcuu Cmamovi COXPaHeHbl.
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