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Response to Initial treatment (N=1020)

\
CR/CRu 474
PR 164
NR/PD 249
887

Not evaluable 50
937

Best Supportive Care 83
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47%
16%
24%
87%
5%
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Progression Free Survival (N=1,389)

5-yrs PFS: 32% (95% Cl 29-35)
Median PFS: 16 months (95% CI 14-19)

> T75- Events: 698 (50%)
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Overall survival (N=1,389)

1 Median follow-up: 38 months (range 1-112)
5-yrs OS: 42% (95% Cl 39-46)

Median OS: 36 months (95% Cl 28-43)
Deaths: 585 (42%)
Main cause of death: Lymphoma (71%)
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Progression free survival (N=1077)

1.00 PTCL: 23% (95% Cl 18-28%) at 5 yr
\ AILT: 28% (95%CI 20-35%) at 5-yr
N ALCL Alk— 39% (95%CI 31-48%) at 5-yr
o oo 4 \__u' ALCL Alk+ 57% (95%Cl 43-69%) at 5-yr
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Overall survival (N=1077)

PTCL: 34% (95% CI 28-39%) at 5 yr
1.00 AILT: 42% (95%Cl 34-50%) at 5-yr
ALCL Alk—  46% (95%CI 37-55%) at 5-yr
LY ALCL Alk+  76% (95%Cl 65-84%) at 5-yr
0.75 - ! = i
z o
=
o
o
2 0507 Jﬂll—..u.mm.ul,_ e NIRRT "
© W ERN NIRRT
© 0.254
= PTCL
=== AITL
= ALCL -
e ALCL +
0.00 T T T T T T |
0 12 24 36 48 60 72 84

Follow-up, months

Advances in Malignant lymphomas: The case of extranodal and T-cell lymphomas ¢ Santiago de Chile - April 5-6, 2016



Outcomes by PTCL Subtypes by IP!

PTCL-NOS AITL | ALK+ ALCL | ALK-ALCL | NKTCL ATLL
ITCLP | TCP |[ITCLP | TCP | ITCLP | TCP | ITCLP | TCP |ITCLP | TCP | ITCLP | TCP
\ 340 | 504 | 243 | 249 | 87 | 116 | 72 | 208 | 136 | 154 | 126

5-year OS, %
ALL
IPI 0/1

IP1 4/5

5-year PFS, %
ALL
IPI 0/1

IP14/5

Advances in Malignant lymphomas: The case of extranodal and T-cell lymphomas ¢ Santiago de Chile - April 5-6, 2016



#247: The role of transplant in the treatment of Peripheral T-cell
Lymphomas (PTCLs): an analysis from the T-Cell project database.

S.M.Horwitz' , M.Bellei, L.MarcheselliZ, J.M.Vose?, S.Montoto?, Y.H.Ko® M.E.Cabrera®, C.S. Chiattone’, A.J.Ferreri?,
W.S.Kim?, D.Laszlo'® A.Nagler'!, G.Rossi'?, A.Shustov'?, U.Vitolo'¢, M.Federico?

¢ 13-ICML

130 Seterriatiomal Coohursmcn on Malignaed Lyssphoms
Fasmrrs del Congeeaal

1338 pts by 73 sites from14 countries world-wide
§ Treatment data available on 959 Pts.
§ Atotal of 194 Pts (20%) underwent HDT

§ 56 (6%) and 15 (1%) Pts were consolidated with HDT after
achieving a CR (HDT-CR1) or a PR (HDT-PR1) with induction
therapy

§ 123 (13%) received HDT as salvage (HDT-S)

§ HDT given as consolidation or salvage was autologous in 63
(89%) or in 94 (76%) and allogeneic in 8 (11%) or 29 (24%)
respectively
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Baseline characteristics of transplanted Pts

and HDT use by subtype

Baseline Characteristics of transplanted patients [194]

Age, y; Mean (range) 48 (18-72)
Male gender 129 66
Clinical data [194]
ECOG performance status > 1 34 17
B symptoms (yes) 109 56
Disease-related symptoms (yes) 136 70
Disease extent [155]
Stage IlI-IV 123 79
Number of extranodal sites > 1 53 34
Bulky disease (=5 cm) 30 19
Transplant use by subtype [959]
PTCL, NOS (N=352) 62 18
AITL (N=161) 37 23
ALCL, ALK- (N=142) 30 15
ALCL, ALK+ (N=77) 15 19
NKTCL (N=110) 22 20
Extranodal PTCLs, other (N=84) 21 25
Unclassifiable PTCLs (N=33) 7 21
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OS, PFS & Survival After Relapse 3% 13-ICML
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# 8552 - CD30 expression in Peripheral T-cell ymphomas (PTCLs): a subset
analysis from the international, prospective T-Cell Project

Federico M1, Bellei M1, Luminari S, Horwitz SM2, Montoto S3, Zucca E#, Pileri SA5, Ko YHS®, Zinzani PL®, Connors JM’, Foss
FM8, Polliack A% Cabrera ME9, Kim WS®, Spina M, De Souza CA'?, Bobillo Varela S*3, Dlouhy 1*4, Advani RH!®, and Vose
JM16 on behalf of the T-Cell Project

. IuminationsInnovation
T T e

oy TRirs T, 0TS | Mook Pis | Chicag

o 792 pathology forms filled out by site staff and available at
time of analysis

o CD30 expression tested in 490 pts (62%) and reported as
CD30+ in 349 (71%) and CD30- in 141 (29%).

« Vast majority of Pts treated with CHOP/CHOP like regimens
Irrespective of CD30 status (63% in both groups, P=1.0).

e Brentuximab vedotin as first line therapy was reported in
only 5 Pts (all enrolled in clinical trials).
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CD30 expression by subtypes (N=490)

. Waminations innovation

By TRara T, TR | MoCommick P | Cricep Baok

PTCL subtype CD30 negative CD30 positive

N % N %
PTCL-NOS, 205 (42%) 85 41 120 59
AITL, 66 (13%) 16 24 50 76
ALCL, 145 (30%) - - 145 100
NKTCL, 27 (5%) 13 48 14 52
EATL, 24 (5%) 11 46 13 54
Other, 23 (5%) 16 70 7 30

PTCL-NOS, Peripheral T-Cell Lymphoma not otherwise specified; AITL, Angioimmunoblastic; ALCL,
Anaplastic Large Cell Lymphoma; NKTCL, NK/T-Cell Lymphoma,; EATL, Enteropathy-type Lymphoma
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OS and PFS by CD30 status:

Pts with any subtype but ALCL (N=257) @ e

By TRara T, TR | MoCommick P | Cricep Baok

§ No difference in CR rate (44% vs 51%, P=.26), 5-yr PFS and 5-yr OS
depending on CD30 status

107} 5-yr OS 1.0% 5-yr PFS
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OS & PFS — PTCL-NOS and AILT:

CD30- vs CD30+ i e

Moy iR T, T i P | g iy
PTCL AILT
; oo -(Tot n=205; CD30+ n=120) 1 pp{Tot n=66; CD30+ n=50)

)
E 075 0751
el
[44]
0
e
O
L s 050
E -l PFS
=
=
=
(8]
0.25+ 0.254
PTCL AILT
{Tot. n=205; CD30+ n=120) 1 op. (ot n=66; CD30+ n=50)
0.00 T T T T T T 1 0.0 T T T T T T 1
0 12 24 36 48 &0 T2 B84 0 12 24 36 48 60 T2 B4
=
F— 0751
FDHOW—UP, months =1
3
e
(=9
2 0.50
= f
= L
E T
= ¥ E— T |
o
0254
— CD30 - CD30 + N —
o 12 24 36 48 B0 2 84 1] 12 24 35 48 60 T2 Bd

Follow-up, months

Advances in Malignant lymphomas: The case of extranodal and T-cell lymphomas ¢ Santiago de Chile - April 5-6, 2016



Conclusions

. SnSNAtiopt Rdvatioh

By TRara T, TR | MoCommick P | Cricep Baok

Data from the T-cell project confirm that CD30 is
expressed in many PTCLs other than ALCL, thus
suggesting a routine assessment for all PTCLs. Again,
this analysis suggests that CD30 expression has no
prognostic significance. The very limited use of anti
CD30 targeted therapy in this sample doesn’t allow to
establish the predictive value of CD30 expression in
PTCLs.
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T-Cell Project
Survival analyses on patients with
refractory/relapsed disease

TCP Trial Office, February 2, 2016
By Luigi Marcheselli, Monica Bellei, and Massimo Federico



FLOW CHART

Overall Missing treatment data, n=353
n=1337
n=984 > Pallation, n=77

n =907

/ ™~

CR n=462 PR n=159 Refractory n =286

l l

Relapse CR n =159 SD/PD n =286
Relapse PR* n =25 Refractory PR n =134
Total = 184 Total = 420

Relapsed/Refractory n =604

* Relapse in PR if date of progression > 6 months from date of end of first treatment



Patients characteristics (n=604)

Variable
Age at diagnosis
Age at refr/relap.
Age at refr./relap.
Gender
1 st line therapy

Response

Status

Status
Median
Median
>60
Male
CHT
RT
CHT/RT
HDT cons.
CR
PR
<PR
Relapse after CR
Relapse after PR
PR refractory
Refractory (<PR)

N (%)

58 (range 17-89)
60 (range 18-93)
293 (49)
394 (65)
506 (84)
3(0.5)

64 (11)

31 (5)



Patients characteristics (n=604)

Variable Status N (%)
Time to relapse [n=184] Median 8 mo (1-73)
Time to rel/ref. Refractory 420 (69)
Early (<12 mo) 119 (20)
Late (>12 mo) 65 (11)
Salvage HDT 96 (16)
Potential HDT 120 (20)
CR/PR not eligible 129 (21)
Not eligible <PR 259 (43)
CHT 1st line [n=570] Anthracycline 408 (72)
With etoposide 112 (20)
Other 50 (9)
Histology PTCL 255 (42)
AITL 107 (18)
ALCL 115 (19)
Other 127 (21)

* Age at ref/rel. <65, response CR/PR, HCV and HBV negative, not treat with HDT in first line



Characteristics at diagnosis (n=604)

Variable [n] Status N (%)
Age >60 276 (46)
PS [601] >1 172 (29)
LDH [568] >ULN 312 (55)
Stage [572] 1[5\ 437 (76)
ENS [527] >1 174 (33)
IPI [498] 0-1 119 (24)
2 155 (31)
3-5 224 (45)
Albumin [536] <3.5 gldL 242 (45)
NLR [569] >6.5 169 (30)
PIT [485] 0-1 273 (56)
(44)

2-4 212 (44



Cumulative probability

Survival After R/R (SAR) (n=604)

1
'| Median FU: 38 months (1-85 months)
SAR at 5-yrs: 20% (95CI 16-24%)
\ Median SAR : 5.8 months (95CI 4.9-7.2 months)
75- \ # of events: 417 (69%)
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Univariate analysis (n=604)

Variable [n]
Age at ref/rel.

Status

Response 1st line

Treatment 1 line

Time to rel/ref [184]
FU <30 mo
FU >30 mo

Status
<60
>60

Relapse CR
Relapse PR
Refractory PR
Refractory
CR
PR
<PR
CHT

CHT+RT
HDT

< 12mo

> 12 mo

5-yr 0S% (95CI)
24 (18-30)
15 (10-21)
27 (19-35)
24 (9-42)

34 (25-44)
9 (5-14)
27 (19-35)
32 (23-41)
9 (5-14)
20 (16-24)
16 (6-31)
32 (15-51)
25 (17-34)
26 (12-41)
No PH

HR (95CI)

1.00

1.32 (1.09-1.60)
1.00

1.33 (0.81-2.20)

0.80 (0.59-1.08)

2.26 (1.78-2.88)
1.00

0.86 (0.65-1.15)

3.99 (1.78-2.87)
1.00

0.81 (0.59-1.11)

0.66 (0.42-1.05)
1.00

0.61 (0.40-0.92)

3.59 (0.66-19.7)

P-value
0.005
0.263
0.150

<0.001

0.332
<0.001

0.190
0.078

0.018
0.141



Univariate analysis (n=604)

Status
No eleg. HDT, <PR
No eleg HDT, CR/PR
Eleg. HDT, CR/PR
HDT
Anthracycline

Variable [n]
Salvage

CHT [n=570]
Etoposide
Other
PTCL
AITL
ALCL
Other
South EU
EU
USA
South America

Histology

Area

Far East

5-yr 0S% (95CI)

7 (4-12)
23 (14-33
22 (14-32
46 (34-57
21 (16-26

23 (14-32)
12 (4-24) [at 4 yrs]

17 (12-23)

23 (12-35)

29 (20-38)

16 (9-26)

20 (14-27)

29 (17-43)

9 (1-29)
14 (8-21)
27 (16-39)

)
)
)
)

HR (95CI)

1.00

0.39 (0.30-0.51)

0.42 (0.33-0.55)

0.21 (0.15-0.29)
1.00

0.95 (0.74-1.22)

1.35 (0.98-1.87)
1.00

0.86 (0.65-1.13)

0.78 (0.60-1.03)

1.24 (0.97-1.60)
1.00

0.85 (0.59-1.23)

1.01 (0.74-1.38)

1.59 (1.25-2.02)

0.96 (0.70-1.33)

P-value

<0.001
<0.001
<0.001

0.708
0.067

0.275
0.082
0.087

0.393
0.950
<0.001
0.821



Cumulative probability
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Cumulative probability
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SAR by status (N=631)

Status

1.00
Rel CR:  29% (95%Cl 21-37%) at 3 yr Relapse CR
Ref. PR:  43% (95%CI 34-52%) Refract. PR
0.75- Refract.. 9% (95%Cl 5-14%) === Refractory
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SAR by geographic area (N=631)

Area

HO0 South EU:  29% (95%C 20-32%) at 3 yr South EU
EU 33% (95%CI 21-45%) cU
USA: 18% (95%CI 10-28%) USA
NI W south Am.:  14% (95%CI 8-22%) = South Am.
Far East: 27% (95%Cl 16-39%) e Far East

0.50 1§ W=t T ————————

0.25+

0.00 T T T T T T |
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N (%)
PTCL
AITL
ALCL
Other
Total

Histology by area (n=604)

South EU
112 (42)
52 (19)
55 (20)
50 (16)
269

EU

USA
38 (48)
20 (25)
8 (10)
13 (16)
79

South Am.
66 (50)
5 (6)
38 (29)
20 (15)
132

Far East
21 (28)
15 (20)
4 (5)
34 (46)
74

Total
255 (42
107 (18
115 (19
127 (21

604

)
)
)
)



Potential salvage by area (n=604)

N (%) South EU EU USA  South Am. Far East Total

HDT 58 (22) 8(16) 9(11) 11 (8) 10 (13) 96 (16)
Pot. HDT 42 (16) 9(18) 17(22) 32(24) 20 (27) 120 (20)
CR/PRnoteleg. 73(27)  14(28) 20(25) 10 (8) 12 (16) 129 (21)
Not eleg <PR 96 (36) 19(38) 33(42) 79(60) 32 (43) 259 (43)

Total 269 50 79 132 74 604
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Flow chart, PTCL-NOS

Registered (All) 1337
(as of Oct 20, 2015) l

PTCL-NOS 489

(as of Oct 20, 2015)
l—) Off-protocol: 6

PTCL-NOS 483

available for analysis
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Overall Survival of PTCL-NOS by IPI

N=340
A . = e i )esi
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Overall Survival (%)

Time (years)
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Overall survival PTCL-NOS

1.00 :
Adjusted by age:
All (n=409). 5-yr OS%
075 Uncomplete (n=98) 5-yr OS%
2 Training (n=311):  5-yr OS%
5
o
a
o 0.50+
2>
©
3
=
=3
© 0.25 Overall Log-rank test, (chi2=0.62, df=2) p=0.733
wwe All cases (n=409) Log-rank test train vs uncomplete: p=0.428
== Training sample (n=311)
====== [Uncomplete data (n=98)
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Variables with potential prognostic impact

* chosen from literature among those reported with a
prognostic impact on survival in this subset

-+ Varigble |
R Age>60 yrs

- LDH >ULN

Albumin, <3.5 g/dL

Hemoglobin <12, g/dL

Platelets <150/mm3

A Lymphocyte to Monocyte Ratio (LMR) <2.1

Neutrophil to Lymphocyte Ratio (NLR) >6.5

ER ECOG Performance Status >1

Extra nodal sites>1
Male Gender

Y. Jna28 - 301



OS: univariate Cox regression

Training sample(n=311)

Factor %
Age >60 95
Male gender 62
PS>1 26
Stage IlI-IV 76
ENS >1 28
B symptoms 44
LDH > ULN 53
Hb <12g/dL 39
Albumin <3.5 g/dL 38
LMR <2.1 41
NLR >6.5 21

Plt <150/mm?3 21

HR
1.25
1.52
2.60
2.18
1.17
1.79
1.98
1.43
2.63
1.55
2.24
1.52

Cl95
0.92-1.70
1.09-2.12
1.89-3.57
1.44-3.29
0.84-1.62
1.32-2.42
1.45-2.72
1.05-1.94
1.94-3.58
1.15-2.10
1.60-3.13
1.07-2.18

P
0.151
0.013

<0.001
<0.001
0.354
<0.001
<0.001
0.022
<0.001
0.005
<0.001
0.020

January 28 - 30, 2016



SEEEEL S TCP Model:
The Winners are...
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OS by score (training, n=310)
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Callbratlon (score with ANC>6500)

Cumulative probabbility
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Now this Is not the end. It Is not even the
beginning of the end. but it is, perhaps, the
end of the beginning.

The Lord Mayor's Luncheon, Mansion House
"The End of the Beginning"
November 10, 1942

Advances in Malignant lymphomas: The case of extranodal and T-cell lymphomas ¢ Santiago de Chile - April 5-6, 2016



o V’IQHMI\'EI.RV;
e TASHAKKUR ATU

‘BoLZiNmerc;

to All Investigators

Aarau (M. Bargetzi)

Aviano (M. Spina)

Barcelona, H. Clinic (A. Lopez Guillermo)
Barcelona, Val de Hebron (S. Bobillo Varela)
Bellinzona (E. Zucca)

Bologna (P. L. Zinzani)

Bolzano (S. Cortelazzo)

Bratislava - Nou (V. Ballova)

Brescia (G. Rossi)

Brindisi (G. Quarta)

Buenos Aires- Fundaleu (A. Pavlovsky)
Cagliari (M. G. Cabras)

Campinas (C. De Souza)

Catania, Osp. Ferrarotto (F. Di Raimondo)
Catania, Osp. Garibaldi (U. Consoli)
Catanzaro (S. Molica)

Civitanova Marche (R. Centurioni)
Cleveland (J. Sweetenham)

Firenze (L. Rigacci)

Gijon (R. Fernandez-Alvarez)

Hong Kong (R. Liang)

Houston - MDACC (B. Pro)

La Plata, Hosp. S. Martin (L. Zoppegno)
La Plata, Hosp. Italiano (J. Milone)

La Spezia (F. Olcese)

Lecce (N. Di Renzo)

London, Barts (S. Montoto)

Madrid, Fundacion J. Diaz (MA. Perz Saenz)

Madrid, H. de Quiron (C. Martinez Chamarro)

Mallorca (A. Gutierrez)

Manchester, Christie Hosp. (J. Radford)
Matera (A. Fragasso)

Messina Papardo (M. Brugiatelli)
Milano, Osp. S. Raffaele (A.J. M. Ferreri)
Milano, Humanitas Rozzano (A. Santoro)
Milano, IEO (D. Laslo)

Milano, Osp. Marcora (L. Baldini)

Milano, Osp. Niguarda (E. Morra)
Modena (M. Federico)
Montevideo (R. Gabus)

Napoli, Osp. Federico Il (F. Pane)
New York, MSKCC (S. Horwitz)
Novara (G. Gaidano)

Omaha, UNMC (J. Vose)

Padova (D. Marino)

Palermo La Maddalena (M. Musso)
Pagani (A. D’Arco)

Paris. H. St. Louis (C. Thieblemont)
Parma (F.Re)

Pescara (F. Angrilli)

Piacenza (D. Vallisa)

Pisa (G. Buda)

Reggio Calabria (C. Stelitano)

Reggio Emilia (F. Merli)

Roma, La Sapienza (M. Martelli)

S. Giovanni Rotondo (N. Cascavilla)
Salamanca (D. Caballero)

Santander (S. Gonzalez de Villambrosia Pellon)
Santiago De Chile (M.E. Cabrera)

Sao Paulo (C. Chiattone)

Seattle, FHCRH (A. Shustov)

Seoul, Samsung Medical Center (W.S. Kim)
Southampton University (P. Johnson)

St Gallen (F. Hitz)

St Louis, Washington Univ (K. Carson)
Stanford (R. Advani)

Taormina (G. Mineo)

Taranto (P. Mazza)

Tel Aviv, Sheba Medical Center (A. Nagler)
Terni (A. M. Liberati)

Torino (U. Vitolo)

Venezia (R. Bassan)

Yale Cancer Center (F. Foss)

Advances in Malignant lymphomas: The case of extranodal and T-cell lymphomas

Santiago de Chile - April 5-6, 2016



el VIH!';

to the Executive Committee

M. FEDERICO J.M. VOSE S. PILERI
Modena Omaha Bologna
Italy USA Italy
S. MONTOTO J. CONNORS H.K. KO
London Vancouver Seoul
UK Canada South Korea
i P.L. ZINZANI F. FOSS D.D. WEISENBURGER
: Bologna New Haven Omaha
E. ZUCCA N S.HORWITZ T. RUDIGER
Bellinzona > =9 New York - Wirzburg
Switzerland By UsA ~bw Germany
g 8 A POLLIACK
== Tel Aviv . :
p g e to Pathologists of the Review Panel

Advances in Malignant lymphomas: The case of extranodal and T-cell lymphomas ¢ Santiago de Chile - April 5-6, 2016



FCall i e

to the Trial Office

M. BELLEI

Modena
Italy

E.A. PESCE
Modena
Italy

L. MARCHESELLI
Modena
Italy

F. PARRA
Sao Paulo
Brazil

BIG y

Assaclaziunu

& FONDAZIONE gela Serra’
per la Ri

¢« Cassa di Risparmio di Modena cerca sul Cancro

ALLOS

W@ SPECTRUM
A ITALLAMA LINFOMI
Celgene A 4

Advances in Malignant lymphomas: The case of extranodal and T-cell lymphomas ¢ Santiago de Chile - April 5-6, 2016



	The T-Cell Project: overall results from the analysis of the first 1,500 registered patients
	Analysis of data of patients �registered up to March 15, 2016�and with available data�(N=1,389). Part 2.
	Response to Initial treatment (N=1020)
	Progression Free Survival (N=1,389)
	Overall survival (N=1,389) 
	Progression free survival (N=1077) 
	Overall survival (N=1077) 
	Outcomes by PTCL Subtypes by IPI
	Número de diapositiva 12
	Baseline characteristics of transplanted Pts �and HDT use by subtype
	OS, PFS & Survival After Relapse
	Número de diapositiva 15
	CD30 expression by subtypes (N=490)
	OS and PFS by CD30 status:�Pts with any subtype but ALCL (N=257)
	OS & PFS – PTCL-NOS and AILT:�CD30- vs CD30+ 
	Conclusions
	T-Cell Project�Survival analyses on patients with refractory/relapsed disease
	FLOW-CHART
	Patients characteristics (n=604)
	Patients characteristics (n=604)
	Characteristics  at diagnosis (n=604)
	Survival After R/R (SAR) (n=604)
	Univariate analysis (n=604)
	Univariate analysis (n=604)
	SAR (n=604)
	SAR (n=604)
	SAR  by status (N=631) 
	SAR  by geographic area (N=631) 
	Histology by area  (n=604)
	Potential salvage by area  (n=604)
	Proposed Prognostic model for PTCL-NOS �developed on TCP data
	Flow chart, PTCL-NOS
	Overall Survival of PTCL-NOS by IPI
	Overall survival PTCL-NOS
	Variables with potential prognostic impact
	OS: univariate Cox regression �Training sample(n=311)
	TCP Model:�The Winners are…
	OS by score (training, n=310)
	Calibration (score with ANC>6500)  
	Now this is not the end. It is not even the beginning of the end. but it is, perhaps, the end of the beginning.
	Número de diapositiva 45
	Número de diapositiva 46
	to the supporters

