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Overview

O Education Activity of Chinese Society of
Lymphoma, CACA
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Epidemiology of lymphoma in China

Incidence trend of malignant lymphoma from 1998 to 2008
6.4/100,000 in 1998 and 10-11/100,000
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The Mission of Committee of Malignant
Lymphoma, Chinese Anti-cancer Association

Education &
Management
of the patients

Further
education of
the physicians

Revision of the

Chinese
Lymphoma
Guideline
National
interpretation
of the Chinese
Lymphoma
Guideline
Committee of
Malignant
Lymphoma,
Chinese Anti-
cancer Association
Tour of
lymphoma
experts
Chinese
collaborative
group of
pathology in
maligant
lymphoma
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The Further Education of the Medical Oncologist
In China

The interpretation of the Chinese Lymphoma Guideline was carried out in more
than 25 cities in China from Sept 2011 to May 2012

Estabolishing 14 training center of lymphoma pathology, training more than 100
pathologists efilymphoma each year.




Chinese collaborative group of pathology in
maligant lymphoma

« Members of the Chinese collaborative group visit the
departments of pathology in more than 80 hospitals with
academic exchanges and guidance




Education and Care of Patients with

_ Lymphoma

Homeland-care for lymphoma patients 2011
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Recovery Classroom

O Recovery Classroom:
- Teaching the knowledge of lymphoma. =
. . . 1 oINS ol R
 Doctor-patient communication soscasiien
 Good platform for patients’ -
communication :

O Recovery Classroom was held more

than 70 times in 37 hospitals




Website of Homeland-care for lymphoma patients
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Lymphoma Hotline

Transfer
standardized
treatment
&

Recovery
Classroom, Free
Clinic Notice,
Web Caution
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Overview

O

O Frequencies of Lymphoma Subtypes &
NK/T Cell Lymphoma Research in China




The Relative Frequencies of Lymphoma Subtypes in
China: A Nationwide Study of 10002 Cases by
the Chinese Lymphoma Study Group (CLSG)
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The relative frequencies of NHL and HL subtypes
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L1 XQ, et al.
Ann Oncol 2011;
22(suppl 4): 1v 141




The relative frequencies of HL and NHLs

ucC
HL 49,

T/NK-NHL
21%

Total number
of cases : 10,002



The relative frequencies of T/NK-NHL subtypes

1000%
0% CTCL,rare  1ggggey,

1300% subtypes, 15, 1%~ go,

1% ///)
CCD30+LPDs, 18, 1% 2000%

2100%1 7%
2500% {0,

1%

9000%
4%

29600%
14%

15700%
7%

60200%
29%

26600%
12%

2500°
! 20%/0 Total number

of cases: 2,138



Clinical features of NK/T cell lymphoma

J Ann Arbor staging I/II > 70%

J CHOP often resistance

J Media OS < 1 year for extra-nasal NK/T cell lymphoma
J EBV infection, EBER(+) 21-92%

P = 0.0001
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NK/T cell ymphom

different locations, different outcomes

d.

Overall survival (%)

Upper aerodigestive tract

Nasal

Waldeyer [
ring i
(1 Oralcavity |
Nasal-type ..\  _Oropharynx 1
(extranasal) Hypopharynx

Nasal cavity

bNasopharynx

Non-upper aerodigestive tract

: Skin s
: Gastrointestinal
: Bone marrow
Lung '
Extremities
Orbit :
Adrenal gland !
Testis :
CNS

1004

N=117
80-
nasal (n=89)
604 & median OS: 86.5 months
]
.
S |
-==, extranasal (n=28)
201 1.Imedlan 0S: 8.6 months
0- P <0.001
] | L 1 L)
0 50 100 150 200
Months EJH, 2012

05 ™

10 -
N=304
08 -
|
|
0644 e e
I - UNKTL, locakeed
. -t L .
.
41 31 ELNKTL, localived
-
S g o =
02 ‘-]
P = 000
lemw
0 50 100 150



Chemotherapy alone in NK/T cell lymphoma
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Radiotherapy alone in NK/T cell lymphoma

Pub Ffects )
Mt e n b Sage  Radwthapy Dosage — T
Cheung 2002 18 harw (¥ 800Gy ™
KmGE 2001 W4 UppawADEacts 14 8040y 0w "
KmGE 2000 $2 UppwADwacts I 804Gy ®w 1
KimK 2006 33 UppwADoacts M %Gy M 0o o0
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Chim 2004 7 UppwADiscts IV 0200y w o o
UcC 004 1 hatw v 480Gy )
Pan2d 2006 30 UppwADiacts WV PN Gy w W -2
UYX 2006 - 1 00y 8 9 3




CMT in NK/T cell lymphoma

Author Pub Sme n :-:- Stage Theapy SYs OSSP ]
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Treatment failures after radiation therapy of NK/
T cell lymphoma patients with stage 1/l

Systemic (49/214, 22.9%)
(Distant lymph node and extranodal site)

'6’

Regional
Failure

Local
Failure

Systemic

Failure Local Regional lymph node
(171214, 7.9%) (4/214, 1.9%)
N =92,1976-1994 N=214 (RT 96, RT+CT 118) ,1987-2009
5y-0S 40.1% 5y-OS 72%, 5y-DFS 65%
5y-DFS 37.8% 5y-LRF 12%, 5y-SF 25.5%, 5y-OF 32.9%

High Systemic failure suggests new chemotherapy should be explored!



L-asparaginase-based salvage regimen for
refractory and relapsed ENKTL

O Refractory and relapsed ENKTL, N=45, 1996-2008

O 39 pts received RT after CT

O ORR 82.2% (CR 55.6 %, PR 26.7%)

O 3 y-0S and 5 y-OS are both 66.9 %

O The major adverse effects of L-asparaginase were
myelosuppression, liver dysfunction hyperglycemia, and

allergic reaction

Ann Hematol, 2009



Long-term follow-up results of EPOCH regimen as
first-line therapy of NK/T cell ymphoma

Enroliment
N=34

Stage U1l nasal ENKL Stage 1TV masal ENKL and extranasal ENKL

N=26 N=# ( 7 casc evaluable )

EPOCH Chemotherapy
| | I T
I15CRs 4 PRs 5SDs 2PDs 1 PR 2SDs 4 PDs
(.\'-S/\(\-IO) 1 q\-z/\(.\-n 1 1 | /\
Follow IFRT Salvage CT Salvage CT 3
-up ‘ l l Deaths
12 CRs I1PR  3PDs ICRs 2PDs 2PRs 2PDs

Table II. Objective response to EPOCH chemotherapy.

n RR (%) CR (%) SD (%) PD (%)
All patents 33 20 (60.6) 15 (45.5) 7 (21.2) 6 (18.2)
Localized nasal ENKL 26 19 (73.1) 15 (57:7) 5 (19.2 2.C1D
ENKL with extranasal or disseminated lesions 7 1(14.3) 0 (0) 2 (28.6) 4 (57.1)

Huang H etc. Leuk Lymphoma, 2011



Long-term follow-up results of EPOCH regimen as
first-line therapy of NK/T cell ymphoma

190 Table II1. Adverse effects of EPOCH chemotherapy.
%0~ EPOCH llowedby RT(N=16) 3 Y-OS 75% i
s J e
i R SR (NS 38} 3y-05 60% 'IOMCI[} 1/2 (%) 34 (%)
E . ' Neutropenia 44.1 314
Ao Febrile neutropenia 0 15.7
? %= Anemia 15.7 3.0
S Thrombocytopenia 34.3 8.8
i Nausea/vomiting 39.2 0.0
Diarrhea 0 2.0
Mucius 3.9 0.0
9 T T T T T 1 T T Alopecia 31.4 4.9
0 12 24 36 48 60 72 24 9% .
Tine ( Month) Abnn_nnal'tfansammasc 7.8 0.0
Cardiotoxicity 2.9 0.0
Figure 6. Survival curves of patents with stage Il nasal ENKL Peripheral neurits 290 0.0

according to first-line treatment modalites.

Huang H etc. Leuk Lymphoma, 2011



Practice Guidolines || ipneral T<Gell Lymphomas, e
i Oneology - v1.2010 | Noncutaneous s

NKT<all Lymphoma*

oCinical pathologleal corralabon i required 1o establish dingnosis,
o Optimal first dine therapy |s controversal

+For bocaleed presentation In the nasopharynx:
» $hort course of CHOP or CHOP-{ike chamofweapy for up 10 3 cycles followed by Involved fleid RT
» SMILE {steroid |dexamethasone/predisolone], methetrexate, fosfamice, L-aspariginase and eloposide)

followed by imolved Sald RT
» Doseadjusted EPOCH for up 10 3 eytled followsd by involved field RT (catogory 28)

+Optimal trostment for advanced NK/T-cal lymphoens I mot establivhed, CHOP based chamolbarapy Iy
nsochated with poor outcoenes, Conmidar ofr aggressive regimans such ax:
» Lasparaginase based regimen
» SMILE tvherokd {dexamethasoow/prednisolone], methotrexate, Hostamice, L-asparaginase and eloposide)




Practice Guidelines

|Peripheral T-Cell Lymphomas, e

in Oncology = v.1.2010 INoncmmms a0y, Do, Rufwraries
WMNY, PONT
Practice Guidelines Peripheral T-Cell Lymphomas, N, Rt
in Oncology - v.12010 | Noncutaneous Siaaen, O, Ridurcgs
NKTCELL TREATMENT REGMENS
References

SMILE (sterold [dexamemasone prednisokee) methotrexate, Ifostamide, L-asparaginase and etoposide) followed by involved fleld RT
Vartagach M, Suaubi R Kwong YL, o ol Phase | shdy of dnamathusene, methosecats, dostnide, Lasparanise, ind edopnde (SMLE|

chomatherapy for advancd-stage, rolapsed of redractory eianodal natueal biler (NKYT-coll mphoma and leukema Cancer Sei
200, % WVW)O.

IMLP (fosfamide, methotrexate, atoponide, pradnisclone) SMILES core regimen
Low KW, Yun T, K OW, ot al Fiesting ieatamedo, methovexate, etopoads and prodaeiclons chamofrapy + tadethetipy i actve i sage U
atrancdal NKCT-col ymphorna, Lok Lyghoma 2006471241202

Dose adjusted EPOCH

HinZlnXoa ol wih NUT <ol Fualed by B Anal
Mestng Abstacts. 2009 Abatract %80
L-aspataginae based regimen

Yoy W, Z2veng W, Zhw J. of al Laspacagase n e oatment of refractory and relapsed extrancdal NK/T-cel hmphoma, nasal fype. Ann Homald
2005 85 641682



GELOX=-IFRT

O Untreated IE/IIE NKTL, N=27

0 ORR 96.3% (CR 74.1%, PR 22.2%) ,PD 0

O 3/4 toxicity: leukopenia(33.3%) and
thrombocytopenia(29.6%). No treatment related death

O Medial follow-up 27.37 months, PD 25.9 %, 4 cases of
death

O 2-year OS and PFS are both 86 %, 3-year OS and PFS

are 78% and 75%, respectively
Cai Q,Huang H. etc Cancer, 2012



Poor prognostic factors of NK/T cell ymphoma

 Age > 60

1 B symtoms

d ECOGPS 2

OJLDHT

A Local lymph nodes involvement

3 LTl,bone or cutaneous involvement

3 High Ki-67 expression

1 EBV DNA copy numbers = 6.1 X107/ml




Prognostic factors research in China

J Beclin-1
J Absolute lymphocyte count (ALC)
d B ,-MG




Overall Survival (%)

Beclin 1

High Beclin 1

Low Beqlin 1

p = 0.001

Overall Survival (%)
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JdN=65

(JIn this series, more than 80%
of patients were in low-risk IPI
category, but some of them with
poor prognosis

(JLow Beclin 1 expression
showed a significant association
with the advanced stage and
intermediate to high IPI risk
(JOur model placed patients
into different risk categories
with superior predictive value
than IPI

Autophagy, 2010



Absolute lymphocyte count (ALC)

Overall Survival (%)

ssion-Free Survival (%)

Progre

P <0.0001

JdN-=128

] Patients with low ALC

ALC 21.0x10e9/L at diagnosis

(<1.0x10°/1) at diagnosis tended to
have more adverse clinical features

J Using the IPI, PTI, or KP1I for

ALC <1.0x10e9/L at diagnosis

= hasal NK/T-cell ymphoma, the

Time (months)

majority of patients were in the low-
risk category (with no or one
adverse factor). ALC was helpful to
differentiate the low-risk patients
. with different survival outcomes.

P <0.0001

" ALC <1.0x10e91L at dlaﬁnosis

% w  ®  w  m Ann Oncol, 2011

Time (months)
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Table 2 Multivarniate analysis for OS and PFS in patients with

UNKTL D N = 82
Parameters Relative nsk (RR)  95% Confidence  p value D Sel'um B Z-MG 22'5 mg/L was Si .ﬁ tly
index (C1) associated with poor OS and PFS

Lower  Upper (JFor patients with early stage, serum f ,- M(
Overall survival (OS) at diagnosis could also help to distinguish
p2-M =2.5 mg/L 3.332 1.575 7.047 0.002 those With favorable outcomes ﬁ-om those Witl
IPI score (3-3) 3.091 1.167 8.191 0.023
Progression-free survival (PFS) P oor outcomes.
(2-M =2.5 mg/L 1.938 1.033 3.635 0.039
IPI score (3-5) 2.631 1.023 6.763 0.045

Ann Hematol, 2012



Conclusion

0 The most important task of Chinese Committee of
Lymphoma: Promoting and improving the standardize of the
diagnosis & treatment of lymphoma in different hospitals

[ Very big differences in frequencies of lymphoma subtypes
between China and western countries

0 So far there is no standardize treatment method for NK/T
cell ymphoma. Further investigation is required

0 Welcome your collaborations!
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Sun Yat-sen University Cancer Center, Guangzhou,
1500 beds by the end of 2012
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