A REBRFIZ AR




Bl — e A

INRFHEERERERSESE

i

oofé‘.

UZ%/::

REYEAAHE
e

LL_L.ﬂ./,

o H

+ ZHA<-24F

2L

TURIRRENFAE!

2 d )7 SUk bR



N\

w1511

63% 5%

2006.8 % IR PR fa itk B 25 K

ZHIf%IE FL CD20+, CD10+, Bcl-2+, Ki-67<10%

RIESI1ZFLL1-22K%

BETIERARITHRT

2009.8& 5 7 it B 5 BRI HE A FH 3T L I U s Ef itk B 25 X

2010. 1 FK BRI TIRIE i B 45 2R
®IEZH DLBCL CD20+, CD10-, Bcl-6+, Mum-1-,

#6-FR-CCOP 5 R3F T APRINIE AT+

Ki-67>70%



%Wz

0% 5%
2007 5{TA S B EYIRRERRIBICMEST K EEE S MR
2007.6-101TABVD 5 RAFHARCRIGIT N EB R PR ATT 4 #5CR
2008.6 I 4 LT EBL B T 4 293em R & T=
BT TR G fRIEsR /2 KB ZH AR B I8

~\”

E#HER (2007.5) ST (2008.2)
ETEHREE, ETHEHRE 5o 2 K B2 R ik B2 92
ETeHERE, ES4miail 582 X B 2 A B2 928

ETCHEHE, AEEMRAER  CD30+ABAEMNEE




How to define Transformed Lymphoma

- CRFBEAIORE
*E N CD10+FMBCL6 + =14
AR R ATANCD5+




How to define Transformed Lymphoma




mHY o) 7R ?

o fF4RUEE{L B EE Transformed Lymphoma TL ?
« FHBIREERNE LRBIFHL?

» BZLHREBEBERRERE

» AN SREIRTIERI K AR ?
ISR AR E TR

. f
. f

A ERIERFHER R AT REE A ETL?

2R BB ENNIS IR REA 1R

3ty ENTLRO S £ FR?

W EGA RE S L ETL?



L B EE R o5 —RYE X

TN HVET
HEEREREH MBLSCLL?
XA AE?

SE LB E T
FL 1-22% (2 3%k a)4% £, AADLBCLFNBL
*CLL/SLLE%{¢ ADLBCL
‘MCLE L itk B & 4Hfa R
‘MZL%%4k ADLBCLFIMCL
FLAR 1k A HL B A 5 28 A Brh T
*HL3% 1t 7NHL




FLIMTLM R £ R 5 R R E%

600fIFL P B 45 I & S 2R 793 %
BETEBIE 15F RSN B ZIP L ER U EFLERA16%

104 R REFH30% 154 Bt 4 4 EH45%

—
.
JRe—
E
. =
=2
—
—
—
L —
—
—i
i
ol o

| |
5 10 15 210
Time to Transformation {years)

Al-Tourah AJ, et al. Population-based analysis of incidence and outcome of transformed non-
Hodgkin’s lymphoma. J Clin Oncol, 2008, 26: 5165-5169.
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Montoto S, et al. Risk and clinical implications of transformation of follicular lymphoma to

diffuse large B-cell lymphoma. J Clin Oncol, 2007, 25: 2426-2433.
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predominant Hodgkin’s lymphoma. J Clin Oncol. 2010, 28: 793-799.
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Molecular rearrangements implicated 1n transformation

Maolerudar site Involved genes

t(14,18) (qi2.q2l) BCL2
324 MYC
17p P33
Deletions of 9p21 P15, P16

Amplification of chromosome 13

Mutation of 6g27

3g27 BCL6
17q22 BCL3

Lerner RE, Burns LJ. Transformed lymphoma: an Achilles' heel of non-Hodgkin's

lymphoma. Bone Marrow Transplant, 2003, 31(7): 531-537.
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TABLE I Genetic lesions associated with histologic transformation of FL

Genetic lesions References
+7; +12; del(6q) Yunis et al., 19877 o
+2; +5; +7; +19; +20; +21; —2; —6; —9; del(6q) Richardson et al., 1987
+7;+17: i1 7q) Armitage er al., 1988
C-myc rearrangement Lee et al., 198977
1(8;22) Fiedler er al., 19915
C-My¢ rearrangement Yano et al., 19927
p53 mutation Lo Coco et al., 199354
p53 mutation Sander et al., 19935
myc rearrangement Raghoebier ef al., 19957
+7; 1(8 ;22) Johansson et al., 1995
+7; +12, der(18) Whang-Peng er al., 199579
bcl-2 ORF mutation Matolcsy ef al., 199647
+7 Bernell et al., 199872
del (9p21) Elenitoba-Johnson et al., 1998%7
pl 6/7VE42 geletion, mutation, hypermetilation Pinyol et al., 19983
p16/7E54 10gs of expression Villuendas er al., 19985

Matolcsy A. High-grade transformation of low-grade non-Hodgkin’s lymphomas:

mechanisms of tumor progression. Leukemia and lymphoma, 1999,34, 251-259.
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1.Carreras J, Lopez-Guillermo A, Fox BC, et al. High numbers of tumor-infiltrating FOXP3-
positive regulatory T cells are associated with improved overall survival in follicular
lymphoma. Blood. 2006;108:2957-2964.

2.Carreras J, Lopez-Guillermo A, Roncador G, et al. High numbers of tumor-infiltrating
programmed cell death 1-positive regulatory lymphocytes are associated with improved
overall survival in follicular lymphoma. J Clin Oncol. 2009;27:1470-1476.
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Table 3. Climical Critaria for the Diagnosis of Transformation in Patients
Afith Clinically Versus Histologically Confirrmed Transformation (n = 170)

Moathod of Diagnosis

Climical Histologic

(m = &3] (n = 107}
Criteria for Diagnosis of Transformation Mo % Mo %%
Elevated LDH = 24 h3 49
Hapid nodal growth 62 98 94 91
Extranodal, excluding BM <45 73 42 39>
Mew B symptoms 17 27 a2 a0
Mew hypercalcemis Jq = 1 0.9

Al-Tourah AJ, et al. Population-based analysis of incidence and outcome of transtormed

Hodgkin’s lymphoma. J Clin Oncol, 2008, 26: 5165-5169.
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N % N %
~VER 11 68.8% 15 93.8%
HIMZIE 6 37.5% 8 50%
BIEAR 8 50% 7 43.8%
LDH >240U/L 3 18.8% 8 50%
B,-MG >3mg/L 3 18.8% 7 43.8%
ESR >20mm/h 3 18.8% 5 31.3%
mkE & K1E >5cm 5 31.3% 6 37.5%
Ki-67 >50% 4 25% 5 31.3%
HBV+ 10 62.5% 10 62.5%
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Al-Tourah AJ, et al. Population-based analysis of incidence and outcome of transformed

non-Hodgkin’s lymphoma. J Clin Oncol, 2008, 26: 5165-5169.
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Al-Tourah AJ, et al. J Clin Oncol, 2008, 26: 5165-5169

Bastion Y, et al. ] Clin Oncol, 1997, 15: 1587-1594.
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median survivals range from 1-2 years
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Al-Tourah AJ et al. J Clin Oncol, 2008; Montoto S et al. J Clin Oncol 2007;
Bastion Y et al. J Clin Oncol, 1997
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Bastion Y, J Clin Oncol, 1997, 15: 1587-1594.



Post-Transformation Survival by Treatment
CHOP-R vs CHOP- Like
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Median TRM,
Study M follow-up, y o5 PFS/EFS o

Williams*42 50 4.9 2y:84% Sy PFS:30% /18
D y: 51% Median PFS:
13 mo
Chen4? 35 4.3 S5y:37% Sy PFS:36% | 20
Ramadan?® 33 1.7 Dy:72% 2y EFS: 47% | 10
Dy: 72% Dy EFS: 33%
Friedberg®® 27 3.0 Sy:58% S5yDFS:46% | O
Foran4® 27 2.4 Median: LA 15
8.0vy
Sabloff*4 23 7.6 5y: 56% 5y PFS: 25% 4
Andreadis*3 oo 5.5 Median: Median EFS: 4
4.6 Yy 1.4y

Bernstein SH, Hematology Am Soc Hematol Educ Program. 2009:
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Ramadan KM, et al. Bone Marrow Transplant, 2008, 42(9): 601-608.
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Median duration of Median duration of
Response  response, mo, response for
Study Agent N rate, % (95% C)  CR/Cru, %  CR/CRu, mo (95% CI)

Kamingly %~ 11 14 78 139 i -

Voge ¥ L (I 121 (45NR) 50 143
Davies ™ CLU A | 410 (&-NR) % NR
Witzig i Y& g 36 N/A /A /A
etz M1 ¢ 3 147(108-408) 05 36,5 (144-50.1)

Bernstein SH, Hematology Am Soc Hematol Educ Program. 2009: 532-541.
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¢ FKIAEFT120mg/m2 IV d1-2, g21d
O®CR/CRu 13%

®PR 53%

¢ PBNVRMNETE 2.317A

Friedberg JW,et al. Bendamustine in patients with rituximab-refractory indolent and transformed
non-Hodgkin's lymphoma: results from a phase |l multicenter, single-agent study. J Clin Oncaol,
2008, 26(2): 204-210.
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