one dei nuovi farma
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n caso clinico
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iteri crab multiple fratture patologiche colonna

orso lombare, aspetto tarlato della colonna in




-ana scelta protocollo clmco -

_ In assenza d| protocollo CllnICO |ndu2|one con 2 3 farmaC|

"Se carlotlpo avverso (hlgh rlsk) pa2|ente glovane e f|t e _
{'_rlcerca donatore S|bI|ng hIa |d o mud 10/ 10 In taI caso
j_auto+ aIIo - -

"Paz refrattarlo o} reC|d|va precoce (sempre dopo il traplanto
~ dicellule staminali autologhe) ricerca donatore hla |dent|co' .
;"};i-".-;_-"-f'-fnelIa fratria e/ mud con minori restrizioni ( 8/8 o 7/8). Se -
'f{i;;}-;ff;j;__-..-nsposta a tentatlvo d| remduzmne trap|anto allogemco




Scheme of study

Fatients with
Multiple Myeloma Asymptomatic
patients

( Registration )

Cyclophosphamide

Alle-SCT planned Intensification and
"1 (RIC) alle-SCT

according to local
protocol or the

continue correlative study

withaut
randomizatian (*) (appendix H)

(*) I possible continue protocol
treatment in one of the
treatment arms. See protocol
chapter 9

(**) Centers must choose between:

- - VMP vs 1 HDM
1(2) HDM (**) - WMP vs 1 HDOM vs 2 HDM

continue
without
randomization (*)

r k.
Lenalidomide
maintenance
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-k o’mmmlsrata 1 ‘fI plenxafor il 2. 10 appllcando‘
| nostro algoritmo (1756 cell micl = 0,13%) .

Segu'te stammoafeerS' igg 3 e 4/09/13 con
omplessiva di 5 X 10“6/k9 cd34+(2




Peripheral Blood CD34-+ Percentage at m -

Hematological Recovery after Chemotherapy e
Is a Good Early Predictor of Harvest: i : - 9

A Single-Center Experience First day with WBC>1x10/1

Roberto Sorasio © . Margherita Bonferroni |,
Mariella Grasso |, Giuliana Strola -, Davide Rapezzi

Dario Marenchino -, Cristina D Marco ', Claudia Cas

Daniele Mattei ', Nicola Mordini . Francesca Fiore | & D34/ul220 CD34/ul<20
Ivana Celeghini , Anna Borra , Annalisa Ghiglia .
Andrea Gallamini -

! ferior of Harmatsingy, Sarfa Cmer ¢ Cedle Fiogiial Cusen dafy
P abaratory Dypases i, Sl Croce ¢ Code Hospilel o, Pafy

i et et o G ey o |CD34%20.5| CD34%<05

ABRBSTRACT
feweral algorithms for early prediction of

cohory-simiating fxcior admislsaticn lur Low nisk of Intermediate

levels ol COM4 -« cellt at 2 fised day a8er 1 f | . k ff I
alparithm Tor earhy sddition of plerizafor re

anabyzed 390 chememolalization sitemgts | aliure rNsK of falure
In mudtivariste anabpis, (D3 abioluge e
| cdefined as thse first day in whach leukoytes
4 total harvest = ¥ =« 10° (D34 + fkg. In patis

et b ot o S P Continue Evaluate EI
S G-CSF ay 2 count

[CD34/ul>20 CD34mi<20)

_— ]

CD34%=20.3

Low risk of
failure failure

Plerixafor = -

APHERESIS




‘politica interna di somm

una dose di 4 -5 x1076 kg cd34+ per ogni
~ procedura autologa, si provvede ad un second:
 tentativo di mobilizzazione con solo GCsf

event |







autologhe il 2




Leucopenla per3|stente (dlpendenza da Gcsf con 1 /2
-_-_sommmstrazmnl settlmanall e plastrlnopenla stablle mtorno
]aIIe 20 30 OOO X mm"3

Esegue Ilop3|a ostomldollare |I 19/1/2013 (+65) Ce”“|a”ta

~del 50%, maturazione trilineare. Infiltrato plasmocellulare
,é-'-'-gmonoclonale k ammontante al 50% della CeIIuIarlta totale

_“ConSIderata non |donea al secondo traplanto autologo per _

'_.'-"_'_ff-Cltopeme perS|stent| in un quadro di modica risposta rispetto
- a pre traplanto t con tendenza allincremento dellaCMda
~ 1,4g9a16g;dele IgG da 1 68 a 1 883 g/L e del rapporto
-,.j__;_-:!,;_-___._. -k\Iambda da 14 380 a 19 700)




Inizia Ienalldomde schedulatl 4 6 mesi di terapia al
dosagglod|25m dle per 21 glornl ognl 4 settlmane

S attlva”rlce'rca donatore non famlllare (Sorella hla
dlversa) - - ,

Per3|ste Ieucopema cbntrollata daIIa sommmstrazmne d|
GC'{ E e plastr_mopenla mtornoalle 20- 30.000 x mm"3
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Patient with newly diagnosed multiple myeloma

CRAR criteria?

oy Ves

Symptomatic osseus or
extracsseous lesion?

Watch and wait

#Nn

Systemic treatment

Consider radiotherapy or
surgical treatment

v

Assess comaorbidities, age, patient’s preference

v

v

Transplantation-eligible patient

Transplantation-ineligible patient

v

v

v

Three-drug regimen

Bortezomib cyclophosphamide, and dexamethasone
Bortezomib doxorubicinand dexamethasone”
Bartezamib, lenalidomide, and dexamethasone®
Bortezomib thalidomide and dexamethasone™

Two-drug regimen

Lenalidomide and
dexamethasone®

Bortezomiband
dexamethasone®

v

v

Single autologous SCT*

v

Three-drug regimen
Melphalan prednisone, and bortezomib®
Melphalan, prednisone, and thalidomide®

Two-drug regimen
Lenalidomide and desxamethasone®
Bortezomib and dexamethasone®
Melphalanand prednisone®t
Bendamustine and prednisone™t

Dexamethasone®

Consider maintenance

Figure 2: Clinical management of patients with newly diagnosed multiple myeloma
The listed therapy combinations are selected and not inclusive of all regimens. *Treatment combinations with evidence from randomised-controlled trials.

tMelphalan + prednisone, bendamustine + prednisone, or dexamethasone can be used if novel drugs are not available or contraindicated. $Consider allogeneic
stem-cell transplantation in young patients with deletion 17p and HLA-identical siblings.




Biology of Blood and ASBMT
Marrow Transplantation

journal hamepage: www. bbmi.org

Cuideling

Hematopoietic Stem Cell Transplantation for Multiple @L o
Myeloma: Guidelines from the American Society for Blood -
and Marrow Transplantation

N. Shah et al. / Biol Blood Marrow Transplant 21 (2015) 1155—1166

Recommendations on the Role of Allo-HCT

Upfront myeloablative allo-HCT is not routinely recom-
mended (grade A). It may be appropriate for further study in
young patients with very high-risk MM, 1n the context of a
clinical trial.

Planned RIC-allo-HCT after auto-HCT has not been found
to be superior in the majority of clinical trials and is, there-
fore, not recommended over auto-HCT (grade A). Its role in
high-risk subgroups requires further study.

Allo-HCT salvage therapy for relapsed MM has not been
shown to be superior to salvage auto-HCT and is not routinely
recommended outside of a clinical trial (grade D). Foryounger
patients with a good performance status, allo-HCT can be
considered, ideally in the context of a clinical trial.

The role and choice maintenance after allo-HCT has not
been adequately studied and is not known.




American Society of Blood and Marrow Transplant, European Society of Blood and Marrow Transplantation, _' e
Blood and Marrow Transplant Clinical Trials Network and International Myeloma Working Group Consensus
Conference on Salvage Hematopoietic Cell Transplantatiun in Patients with Relapsed Multiple Myeloma

"',GIRALT ET AL BBMT 2015

Consensus Guldelmes Regardmg Role of Allngeneu: HCT in Relapsed Myeluma

The expert committee agreed on the following guideline statements:
1. Allogeneic HCT should be considered approprnate therapy for any eligible patient with
early relapse (less than 24 months) after primary therapy that included an autologous
HCT or with high risk features (1.e cytogenetics, extramedullary disease, plasma cell
leukemia or high LDH) provided that they responded favorably to salvage therapy before
allogeneic HCT.

IMWG Consensus Conference on Salvage Hematopoietic Progenitor Cell Transplantation

Whenever possible allogeneic HCT should be performed in the context of a clinical trial.
The role of post allogeneic HCT maintenance therapy needs to be further explored.

Prospective randomized trials need to be performed to define the role of salvage

allogeneic HCT in patients with MM relapsing after primary therapy.




IACCONE et al

_Risposta alla recidiva post trapianto

Newly diagnosed patients: 245

Patients with siblings: 199

BLOOD, 16 JUNE 2011 - VOLUME

37 not HLA-typed:
# Refusal (n=9)
# Early death/fineligibility for high-

v dose chemotherapy (n=14)
# Ineligible donors (n=11})
HLA-typed: 162 » Unknown (n=3)
Patients with HLA-identical Patients without HLA-identical
siblings: 80 siblings: 82
Patients enrolled in auto-allo arm: 60 Patients enrolled in double auto arm: 59
58 completed 46 completed
Figure 1. CONSORT diagram.

BLOOD, 186 JUNE 2011 - VOLUME 117, NUMBER 24
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Figure 3. Survival after salvage treatment. Probabilities of a patient being alive in
the original complete (CR) or partial remission (PR) or in & subsequent remission
because of salvage therapy after the nonmyeloablative allograft (A) or the second
autograft (B) calculated by the Couper method (dotted line). Black and gray solid lines
represent overall {O3) and event-free survival (EFS) by the Kaplan-Meier methods
(see “Long-term clinical cutcomes”). (C) OS5, calculated from first relapse, of patients
who relapsed after the nonmyelcablative allograft (solid line) and after the second

high-dose melphalan autograft (dotted line).




_ETTERS TO THE EDITOR

multiple myeloma only results in borderline
non-significant prolongation of progressionfree but SEaas s e S e
not overall survival s e R e e e e e

ot i, s 5w, e e HIV Lo’khor st et al, Haématologica2015

LETTERS TO THE EDITOR

RIC-allo

el T ——

. |
maintenance

T ]
96 mo 120
7
i

Figure 2. Kaplan-Meier survival curves. Actuarial rates of PFS (A) and OS (B) according to availability of an HLA-identical sibling of patients
included in the HOVON-50 study. PFS and 0S are presented as from the date of autologous SCT. Actuarial rates of PFStr (C) and OS5ty (D)
according to treatment started after Auto-SCT, ie, Alle-SCT versus maintenance with thalidomide or c-interferon. PFStr and OStr are pre-
sented as from the date of Allo-SCT or start of maintenance, whichever was applicable. The reported P values are those obtained with the
RMST method.




LETTER TO THE EDITOR _ 'Leu kemia
Prospective molecular monitoring of minimal residual discase 2015

after non-myeloablative allografting in newly diagnosed
multiple myeloma

M Ladetto'%?3, S Ferrero'?, D Drandi', M Festuccia'?, F Patriarca®,
N Mordini®>, S Cena', R Benedetto'?, G Guarona'?, F Ferrando',

"L Brunello™?, P Ghione'?, V Boccasavia', R Fanin®,

Graft-vs-myeloma after non-myeloablative allografting deter-
mined prolonged rates of MR similar to those described after
myeloablative allografting and higher than those recently
reported after a planned treatment combination of an autograft
with VTD consolidation.'” In the light of our and of others results,
it may become ethical to evaluate in newly designed clinical trials
the combination of graft-vs-myeloma with novel agents in young
high-risk and/or early relapsed patients where life expectancy is
poor also in the era of new drugs.
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European Myeloma Network trial phase I
- Current status (october 2015)

~ Spain: 7 patients included - Italy: 2 patients included

Disease status at transplant

Response to transplant

Relapse

PR (4 prior lines)

PR

VGPR (3 prior lines)

N/E

VGPR (2 prior lines)

RC (MRD-)

VGPR (2 prior lines)

RC (MRD-)

PR (2 prior lines)

N/E

SD (2 prior lines)

RC (MRD-)

Cortesia B Bruno |







:.Masc'l‘o""-’” 'l 'anm gru ppo Al pos Vs <01 pos (tltolo del
~ pazeinte anti A IgG 2 e IgM 1 antl B IgG 2 e IgM 1)
- Cmv neg vs pos '

h_-,Reglme dl condmonamento Bu ﬂu rldotto (3 glorm d|

P rof i |aSSI gvh s CS mmf+ ,ATG(Thymo)S' mg/kg |




"ake d e| n e utrof | I| + 15

-'-i}ake delle plastrlne +2o > 30 ocox mm/\3 +22>
1» on - _ - 3

Compll;'_‘__anze mUCOSlte ” grado . =




<50 Gublp grovdo I (sindrome tel Yello Js Sinenterico.

superiore) e contemporaneamente p03|t|V|zzazlone

- EBV DN '(sommnsnra a una dose di rituximab ev) e

rlsttlvazlone cmv .

vhd cronica moderata riacutizzata dopo

Sospensmne terapla IS ( attualmente basse dosi , 10
~mg die e bassa dosi di ciclosporima 50 mg die)
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A questo punto della'mia vita ho
deciso di guardare;sempre! avantil
No, non & saggezza... E che se mi

giro troppo all’indietro mi fa male
la cervicale.
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~ L’associazione nuovi farmaci /trapianto di cellule

stamlnall__allogenlche puo’ eSSere una terapla molto
fficace i |n paZ|ent| seIeZ|onat| (alto rlschlo

InV|to molto Chlarc dalla Ietteratura per I esplorazmne
del traplanto allogenlco_ nel settlng del mieloma '

- giovane ad al_to rischio

lunghi (8-10 annl)
__II _\racmo del traplanto allogemco (rldotta
raccio autologo -




| dati di tossicita’
 regime convenzmnale sono relatlv " d un’ altra era
traplantoloma Oggl abblamo a dlsp03|2|one

'lgllorl informazioni sui 'metodl di prevenzione della
D acuta e cronica -

Ml."llorl condscenze sulla dlagn03| e terapla d_elle

malat_tle in n ettlvees problematlca funglna)
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