BSBMT Indications for BMT

Section 1
CML
Sibling transplant MUD transplant Reduced Intensity Autograft
Allo/MUD
Chronic phase
-TKI refractory or resistant’ st st Cco? GNR?
Accelerated Phase
- After initial therapy with Imatinib | S* s* D® GNR
or other TKI
Blast crisis GNR GNR GNR GNR
2" Chronic Phase s° s° D° D’ (if Ph Bve cells have been
stored)

For definitions see Baccarani*




Myeloma

Sibling transplant
- myeloablative if aged
<40 yrs
- RIC if aged > 40 yrs

MUD transplant

First autograft

Second autograft

At first response

co’®
- Selected young patients
<55 years or as part of

GNR (unless in the context
of a clinical trial)

89
- for patients suitable for
intensive treatment

COlO,ll
(Tandem autograft may be
considered if no CR after 1

clinical trial autograft)
Relapse D™ D coO co®
-Selected young patients (If not done in first -If time to re treatment after 1°
<55 years or as part of response but patient is autograft >18m or as part of
clinical trial considered fit) NCRN Myeloma 10 trial
Plasma cell leukaemia co® D™ st GNR
- If chemo responsive - If chemo responsive - If no suitable donor or
disease disease unfit for allograft
Other Plasma Cell Dyscrasias
AL amyloid GNR GNR co™ GNR
- As directed by
National Amyloid
Centre in selected
cases (UKATT trial)
POEMS GNR GNR D' GNR

- Cases discussed
with Neurologists




General Comments

Generally RIC transplants are performed for patients >45-50 years of age or for patients with significant co morbidities using the HSCT co
morbidity index or for patients with lymphoma. In the context of certain clinical trials the age for choosing a RIC transplant may be lower. Patients

For unrelated donor transplants usually either a full 10/10 match at HLA A, B, C and DR is required or a single mismatch

Cord Blood transplants are an alternative for patients lacking a sibling or unrelated donor (as defined above). Usually these patients are from

1.
with a score >3 are generally not suitable for any HSCT
2.
3.
ethnic minority.
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Section 2

AML
Sibling transplant MUD transplant Autograft Comments
APL CR1 GNR GNR GNR BCSH
APL CR2 S S GNR guidelines
PCR+
APL CR2 CO GNR S
PCR-
AML - good risk CR1 GNR GNR GNR BCSH guidelines AML15/16
CR2 S S CcoO trial protocols
AML - standard risk CR1 S S GNR AML 15/16 protocols
CR2 S S CO
AML - poor risk* CR1 S S GNR AML 15/16 protocols
CR2
S S CO
AML not in remission coO coO GNR Fung et al *, Cook et al

* poor risk defined as either 1. cytogenetics (MRC criteria), 2. secondary or therapy BPrelated AML, 3. failure to achieve CR with standard AML

induction therapy
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Section 3

ALt Sibling transplant MUD transplant Autograft
CR1 - standard risk st GNR GNR

- poor risk st Cco? GNR
CR2 S S GNR®
Not in remission GNR GNR GNR
Philadelphia positive ALL S S GNR

References

1. Rowe et al. Blood 2006 (ASH plenary session)108:127, abstract no 2

2. Rowe and Goldstone Blood 110:2268-2275, 2007. Poor risk is defined as adverse cytogenetics, T-ALL with WCC>100, B-ALL with
WCC>30, MRD positive after phase 2. Ideally this should be discussed with a member of the NCRI ALL group

3. Autografts, although inferior to chemotherapy in CR1 patients and inferior to allografts in CR2 patients may be justified when all other

therapeutic options have been explored or the optimal therapy (eg chemotherapy) cannot be delivered

Abbreviations

S = standard of care

CO = clinical option, can be considered after assessment of risks and benefits

D = developmental, further trials are needed

GNR = generally not recommended




Section 4

BSBMT Indications For Haematopoietic Stem Cell Transplantation In Lymphoma

General Comments

a. An allogeneic stem cell transplant may be considered in any disease category where autologous stem cell harvesting has failed.
b. A MUD should be a 10/10, 8/8 or 9/10 allelic level match.

Hodgkin’s Disease

Autograft Sibling transplant MUD transplant
CR1 GNR GNR GNR
CR>1 st co’ co’
Relapse/
Primary Refractory
-Chemosensitive st Cco? Cco?
-Chemorefractory coO Cco? CcO?
Relapse post autograft GNR co’® co’®

References
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Mantle Cell Lymphoma

Autograft Sibling transplant MUD transplant
CR1/PR1 st co? co?
CR/PR>1 st co? co?
Chemorefractory GNR D D
Relapse post autograft GNR co?® co?®

References
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Follicular Lymphoma

Autograft Sibling transplant MUD transplant
CR1/PR1 GNR* GNR GNR
CR/PR>1 S° co’ co’
Chemorefractory GNR D D
Relapse post autograft GNR co* co*
References
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DLBCL

Autograft Sibling transplant MUD transplant
CR1 GNR* GNR GNR
PR1 (sensitive to salvage) CcoO CcoO CoO
CR, PR>1 S° co’ co*
Chemorefractory GNR D D
Relapse post autograft GNR co* co*
References
1. Cochrane database
2. Philip NEJM 1995
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4. Morris Blood 2004; 104: 3865-387
Peripheral T cell Lymphoma
Autograft Sibling transplant MUD transplant
CR1 co' co’ co’
PR1 (sensitive to salvage_ co’ co? CcO?
CR/PR>1 S CO CO
Chemorefractory GNR D D
Relapse post autograft GNR co? co?
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Section 5

o RIC Sib allograft (1) RIC VUD Auto ucB

Very high risk CR1 (2) S S GNR CT

High risk CR2(3) S S CT CT

Others CR >2 (4) CO CO CO CT

Richters transformation CR1 S S GNR CT

T-PLL S S CoO CT

B-PLL (5) CO CO CO CT

Notes

1. For most CLL patients, reduced intensity (RIC) conditioning is recommended however for some younger patients(<45 years) with very high risk

2.

3.

disease and a matched sibling donor then standard intensity conditioning may be preferable (CO).

Very high risk CLL defined as CLL with >20% cells showing del. 17p or purine analogue refractory. These patients should be treated with p53

independent therapy, such as high dose methyl prednisolone and/or alemtuzumab to maximum response and then allografted if possible in CR1.

High risk CLL defined according to EBMT criteria:*

(i) Relapse within 6 months of PA therapy.

(i) Relapse within 2 years of intensive therapy including PA/alkylator combinations, chemo-immunotherapy or autologous transplantation.

Other indications. Includes patients not fulfilling criteria 2 or 3 who are in second or subsequent relapse with at least one other commonly

recognised adverse features listed below:

() Bone marrow failure according to Binet criteria

(ii) Unmutated Vh genes (<98% germline or Vh3.21)

(iii) ZAP 70+ (>20%)

(iv) CD38+ (>7%)

(V) Del 11q or trisomy 12

5 .Approx 20% of cases of B-PLL actually mantle cell lymphoma and should be treated accordingly. B-PLL otherwise rare and should be treated
on a case by case basis (CO).




Abbreviations

S b Standard of care

CO b Clinical opinion

GNR B Generally not recommended

CT DB Only in context of clinical trial

CR1 or CR2 b Defined as first or second best response to therapy and includes either complete or partial remission as defined in NCI response
criteria®. Patients with stable or progressive disease may respond to allogeneic transplantation but should be considered on a case by case basis
(CO)
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Section 6

Indications for allograft in adult patients with aplastic anaemia

Aplastic anaemia

Matched sibling MUD UCBT Autologous
Severe AA (SAA) <40 yr S S if failed IST” and no sibling D N/A
SAA 40-50* yr S if failed IST# CO if failed IST" and no sibling | D N/A
Constitutional AA S S if no sibling CO N/A

* Also for patients age 50-60 yr if good performance status

# If failed one course of IST (immunosuppressive therapy, using ATG and ciclosporin)
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Section 7

Indications for Transplantation for Adults with Myelodysplastic Syndromes

MDS

IPSS score Autograft Sibling Allograft VUD allograft UCBT
Low-Int-1 GNR CO* CO* D**
Int-2, High GNR S S D**
t-MDS GNR S S D**

t-MDS : therapy related MDS

Reduced intensity conditioining protocols are recommended for patients aged 40-45 years or older, or in patients with pre-existing co-morbidities as
defined using the HSCT co-morbidity index (HCT-CI).

*Allogeneic transplantation in patients with Low or Int-1 disease is generally considered at time of disease progression: progressive cytopenias and
transfusion dependance, increasing blast counts, acquisition of adverse cytogenetic markers

**In view of the limited data on transplantation of adult patients with MDS using umbilical cord blood units, it is recommended that this should be
performed within the confines of a clinical research protocol
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International Prognostic Scoring System

0 0.5 1 1.5 2
% BM blasts <5 5-10 11-20 21-30
Cytopenias 0-1 2-3
Karyotype* Good Intermediate Poor
Risk Category Low risk Int-1 Int-2 High risk
Score 0 0.5-1 1.5-2 12.5

*Good = normal, -Y, del(5q), del(20q)

Poor = complex(!3 chromosome abnormalities) or chromosome 7 abnormalities
Intermediate = Changes not identified by the Good or Poor cytogenetic subgroups
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