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Clinical factors at relapse influence
outcome following autoSCT

« Chemorefractory disease
— Pts achieving less than a PR?
— Pts with PD?

> 3 prior regimens

Elevated LDH

Time to relapse < 12 months
« High disease burden

Bulky disease (> 10 cm)
Prior Rituximab



Coral Study
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Coral Study outcomes depending on prior
rituximab and duration of initial remission
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Maintenance Rituximab after
ASCT for DLBCL
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PFS after ASCT in older NHL
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Randomized Comparison of Gemcitabine, Dexamethasone,
and Cisplatin Versus Dexamethasone, Cytarabine, and
Cisplatin Chemotherapy Before Autologous Stem-Cell
Transplantation for Relapsed and Refractory Aggressive
Lymphomas: NCIC-CTG LY.12
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Conditioning Regimens
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Phase III randomized study of RBEAM compared with
iodine-131 tositumomab/BEAM psed diffuse large B-cell
lymphoma: results from the BMT CTN 0401 trial

Patients enrolled
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Randomly assigned
to B-BEAM
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Received
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Probability

Allo vs

Recurrence rate

auto BMT for lymphoma

Allograft (n=31) vs autograft (n=35)

Autograft 69% + 9%

Allograft 20% + 10%
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An Endangered Species




“T'he outcomes of allogeneic transplantation are
horrible”

“As far as allogeneic transplantation 1s
concerned, I am a nihilist”

“I send patients for two second opinions before
recommending an allo transplant™




Why this bad reputation?

m Concern over TRM
m Concern over disease recurrence

= Concern over chronic GVHD

m Transplant benefit is often attributed to GVL
ettects and GVHD considered a necessary evil.
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Is chronic GVHD Good or Bad?
Relative Risk of Treatment Failure (death or relapse) after allo
transplant for good risk leukemia as a function of GVHD
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Ocular sicca

Oral ulcers

Skin sclerosis

Deep sclerosis

Bronchiolitis obliterans

cGVHD I cGVHD!

Loss of bile ducts

il
Skin ulcers







Is chronic GVHD Good or Bad?
Relative Risk of Treatment Failure (death or relapse) after allo
transplant for good risk leukemia as a function of GVHD
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Probability Of Relapse After Syngeneic

Transplantation
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Graft-Versus-Tumor Effects After Allogeneic
Hematopoietic Cell Transplantation With
Nonmyeloablative Conditioning

Frédéric Baron, Michael B. Maris, Brenda M. Sandmaier, Barry E. Storer, Mohamed Sorror,

Razvan Diaconescu, Ann E. Woolfrey, Thomas B Chauncey, Mary E.IN. Flowers, Marco Mielcarek,

David . Maloney, and Raimer Stork

Patients and Methods

We analyzed GVT effects in 322 patients grven grafts from HLA-matched related in = 1921
or unralated doners [n = 1300

J Chin Onecal 23:1993-2003. @ 2005
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Results

Of the 221 patients with measurable disease at HCT, 126 (57 %) achieved complete in = 348
or partial In = 28) remissions. In multivariate analysis, there was a higher probability trend of
achieving complete remissions in patients with chronic extensive graft-versus-host disease
IGVHD; P = .07). One hundred sight patients (34%) relapsed or progressed. In multivariate
analysis, achievernent of full donor chimerism was associated with a decreased nsk of
ralapsa or progression (P = 002). Grade 2 to 4 acute GVHD had no significant impact on the
risk of relapse or progression but was associated with increased nisk of nonrelapse mortality
and decreased probability of progression-free survival (PFS). Conversely, extensie chronic
GVHD was associated with decreased risk of relapse or progression (P = .006) and increased
probability of PFS (P = 0031

= Mo charea;

Graft-Versus-Host Disease and Graft-Versus-Tumor Effects i
- . . . . [ 12 1% 4 3 W & 48
After Allogeneic Hematopoietic Cell Transplantation J cin oneol 31.

i F e Drviapl L sncimur
Patientz and Methods
Patients receved low-dose totalbody irradiation = fludarabine before HCT from HLA-matched
related (n = &11) or unrelated in = 481) donors, followed by mycophenolate mofetil and a
calcineurin inhibitor to aid engraftment and control GVHD. Median patient age was 56 years
range, 7 to 75 years). Forty-five percent of patients had comorbidity scores of = 3. Median
follow-up time was & years (range, 0.6 to 12.7 years).

Results

Depending on disease risk, comorbidities, and GVHD, lasting remissions were seen in 46% to
7H% of patients, and &year survival ranged from 25% to 60%. At b years, the nonrelapse mortality
(MEM) rate was 24%, and the relapse mortality rate was 34.5%. Most MRM was a result of GVHD.
The most significant factors associated with GVHD-associated MRM were serious comorbidities
and grafts from unrelated donors. Most relapses occurred early while the immune system was
compromised. GVT effects were comparable after unrelated and related grafts. Chronic GVHD, but
not acute GVWHD, further increased GVT effects. The potential benefit associated with chronic
GYHD was ocutweighed by increased NEM.




All-cause mortality in 1479 2 +y survivors after allo HCT

Entire Cohort

Age Matched
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Bhatia S et al. Blood 2007;110:3784-3792
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Impact of chronic graft-versus-host disease on late relapse and survival on 7489 patients

after myeloablative allogeneic hematopoietic cell transplantation for leukemia

Michael Boyiadzis.l Mukta Arora.” John P. Klein.> Anna Hassebroek.® Michael Hemmer.’
Alvaro Urbano-[spizua.j Joseph H. Antin.® Brian I. Bolwell.” Jean-Yves Y. Cahn.® Mitchell S.
Cairo.” Corey S. Cutler.’ Mary E. Flowers.!” Robert P. Gale.!! Roger Herzig.!* Luis M.
Isola.”® David A. Tacobsohn.'* Madan H. .Tagasia.l5 Thomas R. I-~'.1u:|_up}:-.16 Stephanie 7T. Lee.'”
Effie W. Petersdorf.'® Stella Santarone.'’ Stephen R. Spelhnan.d' Harry C. Schouten.'® TeoF.
Verdonck.' John R. T\?Vmgarcl.m Daniel J. Weisdorf.” Mary M. Horowitz.” Steven Z. Pavletic”’

P<0.0001

{n=3553) VD (n=3203)  cGVHD

e mmmemmmm e === =SS LOEEE) No cGVHD
— (M=3634) No coVHD
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Conclusions: These results indicate that clinically relevant anti-leukemia effects of cGVHD on
late relapses are present only in CML but not in AMT., ATL or MDS. Chronic GVHD in patients

who are one year survivors after myeloablative allogeneic HCT is primarily associated with

higher TRM and inferior survival. .
- Clin Cancer Res. 2014
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GVL and non-myeloablative tx

B GVL can induce/maintain remission in isolated
Cases

m [BMTR data on 2™ tx indicate that conditioning
matters

m Syngeneic data suggest that GVL plays, on
average, only a minor role in disease control

m Alternative approach:

= Maintain intensity
m Avoid GVHD, avoid TRM



BEAM Campath and aggressive NHL
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8/8 Allele, Available-Match Rates in the Adult Donor
Registry

m38 of 8
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NATIONAL MARROW DONOR PROGRAM®

Entrusted to operate the C.W. Bill Young Cell Transplantation Program, including the Be The Match Registry®



% Donor Chimerism

Cord Blood Graft

H8blo- ideptical Graft
Cb34-Selgcted
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Fernandez, Exp Hematology 31, 535, 2003
Magro et al, Haematologica 91, 540, 2006,
Liu et al, Blood 118, 6438, 2011
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NEUTROPHIL AND PLATELET ENGRAFTMENT
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Presented by: Koen van Besien, MD, PhD




INCIDENCE OF ACUTE AND CHRONIC GVHD

CIF of AGVHD II-IvV CIF of AGVHD -1V CIF of CGVHD

Matched Control (N=340) — Matched Control (N=340)
— Case (N=98) = Case (N=98) = Case (N=98)

z
£
g
2
£

Probability
Probability

Days Since Transplant Days Since Transplant

Months Since Transplant




Haplo Cord for Lymphoma

Age 54 (24-72)
Diagnosis

HL 5

CLL 5 (1 Richter)
MCL 3 (2 Blastoid)
DLBCL (MYC) 2

FL Transformed 1

MF 2

PTCL 4 (ALCL,
Anglmm, HS)

Chemo Response

Refractory (less 11
than PR)

Chemo Sensitive

MFU Survivors: 11 montbs (2-71)



Survival after HC for lymphoma

Survival after Haplo Cord of Patients with
Lymphoid Malignancies (n=22)
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Casel: 36 y SC panniculitis like gamma
delta T cell lymphoma

m 7/2012: SQ ,breast, liver, LN, spleen LDH 784
(n1250), hemophagocytosis

m EPOCH transient response, kinetic failure,
ongoing hemophagocytosis.
m 11/2012: Flu-Mel-ATG +DUCBT

m Post tx: EBV neg B cell PTLD treated with
rituximab.

m 10/2014: Ongoing remission. No GVHD



Pt 2: 64 y O Transtormed lymphoma

m 11/09 stage 3 (BM negative) follicular grade 11 lymphoma
(predominantly diffuse with sclerosis). watchful waiting)

m 11/11-4/12: Benda rituxan x6 with CR

m  May 2013 relapse with LN, spleen pleural pericardial effusion.
increased LDH.

m 4/2013- R-CHOP x 6. PR stomach SUV 5.8.
m Referred for auto BMT but fails collection.

m PET PD. 2 RICE x1 with PR

m Comorbidities: Afib, DM Q "?7
= 1/2014: HC SCT Flu Mel ATG ~ e’
= 1/2015: Ongoing remission, no GVHD :




Pt 3: 67 DLBCL Lymphoma

1995 DLBCL:CHOP + Bexxar (study)
2005: relapse: Intermittent rituxan

2013: bone marrow, PB, LDH 3000, t(8;14) MYC
rearrangement, + additional cytogenetic abnormalities

VIPERx 42 residual marrow necrosis, LDH nl
Comorbidities CHF, DM, PS: 60

12/2013: HC

Multiple marrows with ongoing necrosis
03/2015: remission, limited cGVHD (vitiligo)



Allogeneic Transplantation

m Excellent treatment for pts unlikely to respond
to autologous, failed autologous, failure to
collect stem cells.

® GVHD is associated with wotrse survival, worse
QOL and there 1s no evidence that it reduces
relapse rates in lymphoma

B Age 1s not a contra-indication.

m Suitable donors can be identified for nearly all
patients.

m .DH rather than PET may be predictor



LETTERTO THE EDITOR

Programmed haploidentical hematopoietic stem cell infusion combined
with systemic chemotherapy improves the outcomes of patients with
refractory or relapsed lymphoma

Zhao Hong-Xia', Sun Wan-Jun, Li Jie!, Hu Hai-Lan' & Ai Hui-Sheng?

Each cvele of treatment

- -

Fegimen A Fegimen Be
v v \
Hyper-CVaAD  MTX 3gimd Ara-c 2g/md w6 doses GPBSC infusion .
+|:1:33rs 1-4 B [la}.riﬂ 4 days I9-3]1 4 I:Ela}.riﬂ

A donor mobilization i
days 29-32




Prior Rx Duration Best Prior | Cell Dose
of Previous | R CD34/CD3
R

RCHOP PD 2.44/0.56 D 16 m PD
CHOP CR 1.51/0.9 DFES 41 m
VMCP CR 2.1/0.7 DFES 41 m
VMCP CR 2.7/0.9 DFS 31 mo

EPOCH CR 2.8/1.8 DFES 28 mo
RCHOP PD 7/.9 D 4mPD

RCHOP PD 0.9/0.2 D 10 m PD
ABVD PD 0.8/0.7 DFS 31 mo

MOPP CR 2.6/0.6 D 3 m inf
ABVD
BEACOPP

ABVD 2.9/07
BEACOPP




