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Annual Number of HCT Recipients in the
US by Transplant Type
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Indications for Hematopoietic Cell
Transplant in the US, 2014
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Indikacie autolognej TKB v Eurdpe v r. 2014
1. ATKB

b Other ST, 1.9%

Ewing, 1.0% Non malignant,
Breast, 0.1% 0.10%

. AID, 1.2%
Germinal tumors,

1.5% Others, 0.1%
Soft tissue sarcoma, Leukemias, 2.4%
0.1%
Neuroblastoma,
2.3%

NHL, 29.3% PCD, 50.3%

Passweg JR, et al. Bone Marrow Transplantation 2016; doi:10.1038/bmt.2016.20



845 ATKB v SR (2011-2016)




ATKB v prvej linii: standard starostlivosti v roku 20177?



Uréite ANO!
EMNO2

IFM 2009



Studia EMNO2

VCD x 4 (n = 1192)
Zbez kmenovych buniek

/@\
VMP x 4, ATKB 1/2
@~

VRD x 2 @ VRD

Lenalidomid

—— ATKB pri 1. RELAPSE

Registracia
Indukcia

Jedna alebo dve ATKB

Konsoliddcia

Udrziavacia liecba do relapsu

Sonneveld et al.,A 242, ASH 2016



Studia EMNO2

VCD x 4 (n = 1192) Registracia
Zbez kmeriovych buniek Indukcia

~\ R1:Je stale potrebna proliniova
V ATKB v ére novych terapii?

,' Jedna alebo dve ATKB

Konsoliddcia

Lenalidomid Udrziavacia liecba do relapsu

—— ATKB pri 1. RELAPSE
Sonneveld et al.,A 242, ASH 2016



PFS podfa 1. randomizacie (VMP vs ATKB)
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’g) PFS at 3 yrs, % 66.1 575
a - HR (95% Cl @ ).59-0.90): p = 0.003
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0 12 24 36 48 60

Time (months)
Number at risk

ASCT 695 570 349 108 3 0
VMP 497 383 230 74 10 0
ASCT VMP

Cavo et al. ASCO 2016
ASH 2016



PFS analyza (VMP vs ATKB)

COVARIATES HR [95% CI)
AGE =55 —— 0,764 [0,568 ; 1,027]
AGE > 55 it 0,711 [0,557 : 0,908]

ISS -1 —a— 0,707 [0,508 ; 0,984)

ISS -2 L 0,753 0,563 ; 1,009]

ISS - 3 - W 0,744 [0,512; 1,081]

SR cyto V- B 0,806 [0,610 ; 1,065]

HR cyto —— 0,530 [0,367 ; 0,760]

R-SS 1 ’ * \ 0,728 (0,388 ; 1,364)

R-SS 2 —e—d 0,720 (0,566 ; 0,915)

R4SS 3 a0 0,590[0,341: 1,022)

B2M 3.5 i —— 0,717 [0.545; 0,945)

B2M > 3.5 e 0,739 [0,570; 0,958)

HB =10.5 il 0,693 [0,529: 0,909)

Hb > 10.5 —e—+ 0,779 [0,596 ; 1,017]

PLT=150 L 0,647 [0,420; 0,996)

PLT > 150 - 0,742 [0,601 ; 0,916)

LDH = up lim —a— 0,693 (0,549 ; 0,875)

LDH > up lim t * 1 0,728 (0,489 ; 1,086)

BM PC =60 o it 0,688 [0,530: 0,893)

BM PC > 60 ——i 0,705 [0,524 ; 0,948)

-1,000 40,500 0,000 0,500 1,000 1,500
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PFS podla 1. randomizacie (VMP vs ATKB)
VYSOKE RIZIKO

1,00+

Progression-free survival (%)

- <ATKB
ASCT VMP
PFS median, mos 42 32
PFS at 3yrs, % 58.2 43.2
0,004 HR (95% CI.52-0.92); p=0.010
(I) 1I2 214 3I6 4I8 6I0

Time (months)
Number at risk

ASCT 292 235 142 32 1 0
VMP 181 131 T 21 5 0
ASCT VMP

Cavo et al. ASCO 2016
ASH 2016



IFM2009/DFCI étudia

RANDOMIZACIA

RVD x 3

Mobilizacia a zber KB

ATKB | — RVD x 3

! }

RVD x 2

Lenalidomid 12 mesiacov

‘ ATKB pri
RELAPSE

Attal M et al. N Engl J Med 2017;376:1311-1320




PFS: ATKB > RVD

ansplantatlon
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24 36
Months of Follow-up

No. at Risk
RVD alone 228 157
Transplantation 264 196

Attal M et al. N Engl J Med 2017;376:1311-1320



OS: ATKB = RVD

RVD alone
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Months of Follow-up

No. at Risk

RVD alone 350 325 293
Transplantation 350 313 281

Attal M et al. N Engl J Med 2017;376:1311-1320



Subgroup

Age
18-59 yr
60—65 yr

Sex
Male
Female

Type of multiple myeloma

IgG
IgA
Light chain

Transplantation

RVD Alone

no. of events/no. of patients

126/196
85/154

129/208
82/142

133/209
38/71
31/57

International Staging System disease stage

Cytogenetic risk at screening

Standard risk
High risk
Test failure

60/115
107/170
44/65

122/212
32/44
57/94

85/185
72/165

102/214
55/136

96/223
39/73
17/46 |

PFS: podla podskupin

Hazard Ratio (95% Cl)
for Progression or Death

44/118
81/171
32/61

83/213
31/46
43/91

P Value for
Interaction

0.24

0.4

—

Transplantation Better RVD Alone Better

Attal M et al. N Engl J Med 2017;376:1311-1320




IFM 2009: PFS, Prognostické Faktory

_ Multivariacna analyza p-hodnota

Liecba Tx/ RVD

ISS 11 vs |
[l vs Il

FISH (VR/SR)
KR
MRD (Flow)

0.80

1.33
1.45

2.22
0.58

0.02

0.02
0.01

<0.001
<0.001
<0.001

Attal M et al. N Engl J Med 2017;376:1311-1320



IFM 2009: Najlepsia odpoved
_

48% 59% N
VGPR 29% 29% - 0.004
PR 20% 11%
< PR 3% 2% -
> VGPR 77% 88% < 0.001
MRD neg (Flow), n 171/265 220/278 < 0.001

(%) (65%) (80%)

Attal M et al. N Engl J Med 2017;376:1311-1320



CIEL: najlepsia + trvajuca odpoved’



ULOHA INDUKCIE



Odporuca sa PAD, VCD, VTD a RVD, ale:

Vel'mi malo porovnani v studiach fazy 3!



Leukemia

Journal home = Archive > Original Articles = Abstract

Journal home Original Article

:I{r::f]gt:d article Leukemnia (2015) 29, 1721-172%; doi:10.1038/leu.2015.80; published online & May 2015

i. About AAP .

Advance online Multiple Myeloma

publication . ) .

.. About AOP Phase III trial of bortezomib, cyclophosphamide and
Current issue dexamethasone (VCD) versus bortezomib, doxorubicin

DETS  and dexamethasone (PAd) in newly diagnosed myeloma

Focus Collections 1 1 . 5 3 ; - 6
E K Mai=, U Bertsch=, ] Dirig=, C Kunz<, M Haenel=, I W Blau?, M Munderz,

A JauchZ, B Schurichg, T Hielscher2, M Merz2, B Huegle—Duerrl, A Seckingerl,
Supplements D Hosel, ] Hillengass2, M S Raab?, K NebenZ, H-W Lindemanni?, M zZeisli,
Press releases C GereckelZ, I G H Schmidt-Wolfl2, K Weisell2, C Scheidl2, H Salwenderl® and
H Goldschmidtl

PAD a VCD su rovnako efektivne: VGPR 34.3% vs 37%,
pP=0.58
VCD je menej toxicka: vazne vedlajsie ucinky, 24% vs
L 32.7%, p=0.04

VCD > PAd

How to manage




\\\ RICA \

% 2016 127: 2569-2574
doi:10.1182/blood-2016-01-693580 originally published
online March 21, 2016

VTD is superior to VCD prior to intensive therapy in multiple myeloma:
results of the prospective IFM2013-04 trial

Philippe Moreau, Cyrille Hulin, Margaret Macro, Denis Caillot, Carine Chaleteix, Murielle Roussel,
Laurent Garderet, Bruno Royer, Sabine Brechignac, Mourad Tiab, Mathieu Puyade, Martine Escoffre,
Anne-Marie Stoppa, Thierry Facon, Brigitte Pegourie, Driss Chaoui, Arnaud Jaccard, Borhane Slama,
Gerald Marit, Karim Laribi, Pascal Godmer, Odile Luycx, Jean-Claude Eisenmann, Olivier Allangba,
Mamoun Dib, Carla Araujo, Jean Fontan, Karim Belhadj, Marc Wetterwald, Véronique Dorvaux,
Jean-Paul Fermand, Philippe Rodon, Brigitte Kolb, Sylvie Glaisner, Jean-Valere Malfuson, Pascal
Lenain, Laetitia Biron, Lucie Planche, Helene Caillon, Herve Avet-Loiseau, Thomas Dejoie and
Michel Attal

338 pacientov, prospektivna studia
4 cykly VCD vs 4 cykly VTD



VTD je ucinnejsia ako VCD
| VID(N=169) | VCD(N=169) | p-hodnota _
9%

> KR 13% 0.22

> VGPR 66% 56% 0.05

> PR 92% 83% 0.01
VTD > VCD

Moreau et al., Blood 2016



Toxicita

_ VTD (n=169) st. 3-4 (%) | VCD (n=169) st. 3-4 (%) m
40

Any AEs 63.9 68.2

Anémia 4.1 ? .05
Neutropénia 18.9 33.1 .003
Infekcia 7.7 m 45
Trombocytopénia 4.7 .04
Tromboza 1.8 1.8 .99
Chor. Srdca 1.2 0 .16
Cystitida 0 0.6 .32
GIT symptémy 5.3 3.5 42
Perif. neuropatia (PN) 7.7 2.9 .05
PN stupna 2-4 12.9 .008

Moreau et al., Blood 2016



VTD > VCD > PAd sa Siroko pouzivaju v Eurdpe

VRD v USA, menej toxicka a rovnako ucinna:
V buducnosti po schvaleni lenalidomidu aj v Eurépe?



NajlepSia odpoved po ATKB je dolezita

-> Ulohou konsolidacie je zlepsit hibku odpovede



Studia EMNO2

VCD x 4 (n = 1192)
Zbez kmenovych buniek

/@\
VMP x 4, ATKB 1/2
@~

VRD x 2 @ VRD

Lenalidomid

—— ATKB pri 1. RELAPSE

Registracia
Indukcia

Jedna alebo dve ATKB

Konsoliddcia

Udrziavacia liecba do relapsu

Sonneveld et al.,A 242, ASH 2016



Studia EMNO2

VCD x 4 (n = 1192) Registracia
Zbez kmeriovych buniek Indukcia

_____ / R1: Je druha ATKB prinosom?

( ~
EQM:PIQ%’ I ﬁ;ﬁg;gg% ,  Jedna alebo dve ATKB
- . L gy

VRD x 2 @ VRD Konsolidacia

Lenalidomid Udrziavacia liecba do relapsu

—— ATKB pri 1. RELAPSE
Sonneveld et al.,A 242, ASH 2016



PFS: ATKB 1 vs 2

1.00+ « Cavo M et al ASH 2016
=
- p
2 0.50-
?g HDM-2 | HDM-1
5 PFS median, mos | NR NR
PFS at 3 yrs, % 73.6 62.2
0.00] HR(95% cn)o.49-1 .01); p=0.05
| ] | || | |
0 12 24 36 48 60
months
Number at risk
HDM2£207 185 145 69 19 1
HDM1\208 171 132 50 9 0
, HDM2 HDM1




PFS: ATKB 1 vs 2 pri VR cytogenetike

1.00+ « Cavo M et al ASH 2016
=
o
o
§ 0.50
o
=S HDM-2 | HDM-1
PFS median, mos 46.8 26.5
PFS at 3 yrs, % 64.9 414
0.004 HR (95% cu)o.z4-o.99); p = 0.046
| 1 1 ] | 1
0 12 24 36 48 60
months
Number at risk
HDM2 38 35 28 9 2 1
HDM1 43 34 20 7 1 0

HDM2




Studia EMNO2

VCD x 4 (n = 1192)
Zbez kmenovych buniek

/@\
VMP x 4, ATKB 1/2
@~

VRD x 2 @ VRD

Lenalidomid

—— ATKB pri 1. RELAPSE

Registracia
Indukcia

Jedna alebo dve ATKB

Konsoliddcia

Udrziavacia liecba do relapsu

Sonneveld et al.,A 242, ASH 2016



Studia EMNO2

Registracia

VCD x4 (n =1192)
Indukcia

Zbez kmenovych buniek

Q-

VMP X 4, ATKB 1/2
(n = 497) (n = 695)
T T T T R T -

Jedna alebo dve ATKB

R2: Je prinosom konsolidacia

( T
@
\ [vrRox2 | | BVRD_} Konsolidacia

Lenalidomid Udrziavacia liecba do relapsu

—— ATKB pri 1. RELAPSE
Sonneveld et al.,A 242, ASH 2016



Cumulative percentage

PFS: konsolidacia VRd > @ konsolidacia

10
HR - 0.61-1.00),
P=0.045
751 v
e OS
Idation—
o no consolidatio - 0.76-1.75)
Includes both transplant P=0.5
& non-transplant groups
251

Al risk:
o consolidation 435 336 187 Y
VAD 450 i 196 52
0; - - |

0 12 24 morths 35 sonneveld et al. A 242, ASH 2016




Stem Cell Transplantation for Multiple
Myeloma Incorporating Novel Agents

@ konsol. (257)

Stadtmauer EA, et al. ASH 2016.



STaMINA studia

@ konsol. (257) Adherencia: 95%

Adherencia: 68%

VRDx4 Adherencia: 88%
(254)

Stadtmauer EA, et al. ASH 2016.




STaMINA studia

@ konsol. (257)

52 40 83 4
56 8 82 6
7 8 86 6

R
(254) 57 4
7

Vsetky p-hodnoty = nesignifikantné

Stadtmauer EA, et al. ASH 2016.



STaMINA: PFS and OS for Overall Population

1007

801

601

PFS (%)

PFS (Primary Endpoint)

38-Mo Estimate (95% CI)

— Tandem ASCT: 56.5 (49.4-62.9)
2071= RVD consolidation: 56.7 (50.0-62.8)
— Single ASCT: 52.2 (45.4-58.6)

0

Pts at Risk, n
Tandem ASCT 247
RVD consolidation 254
Single ASCT 257

12 24
Mos From Randomization

200 153
215 172
213 158

87
99
80

0S
100'——%
801
S 607
U) .
O 401 38-Mo Estimate (95% CI)
= Tandem ASCT: 82.0 (76.3-86.5)
201= RVD consolidation: 85.7 (80.5-89.5)
= Single ASCT: 83.4 (77.9-87.7)

0 12 24 38
Mos From Randomization

Pts at Risk, n
Tandem ASCT 247 231 204 147
RVD consolidation 254 246 229 166
Single ASCT 257 247 227 148

lgo

Slide credit; clinicaloptions.com

Stadtmauer EA, et al. ASH 2016. Abstract LBA-1.


http://www.clinicaloptions.com/oncology

STaMINA: PFS as Treated/Per Protocol Analysis

1.0 1
o0 0.8 1
LL
o
S 0.6
2
% 0.4 7 38-Mo Estimate (95% CI
< : (95% Cl)
o — Tandem ASCT: 61.8 (53.6-68.9)
O 0.21 — RVD consolidation: 57.8 (50.7-64.2)
— Single ASCT: 52.2 (45.4-58.6)
O L} T 1
0 12 24 38
PTs at Risk, n Mos From Randomization
Tandem ASCT 247 149 121 70
RVD consolidation 254 195 160 91
Single ASCT 257 212 157 79

Stadtmauer EA, et al. ASH 2016. Abstract LBA-1.



Potrebujeme trvalé odpovede po ATKB a konsolidacii:

Vplyv udrziavacej liecby



Lenalidomide Maintenance After High-Dose
Melphalan and Autologous Stem Cell
Transplant in Multiple Myeloma: A Meta-

Analysis of Overall Survival

Michel Attal,’ Antonio Palumbo,2 Sarah A. Holstein,?
Valérie Lauwers-Cances,! Maria Teresa Petrucci,* Paul Richardson,> Cyrille Hulin,’

Patrizia Tosi,” Kenneth C. Anderson,’ Denis Caillot,® Valeria Magarotto,’
Philippe Moreau,'® Gerald Marit," Zhinuan Yu,'2 Philip L. McCarthy13

Attal et al. ASCO 2016



Overall Survival: Median Follow-Up of 80 Months

There is a 26% reduction in risk of death, representing an estimated
2.5-year increase in median survivald

1.0 7
0.8
2
8 sa
3 0.6
o
o
= 50%
> 047
E p N=1209 LENALIDOMIDE CONTROL
3 Median OS NE 86.0
02 (95% CIl), mos (NE-NE) (79.8-96.0)
HR (95% CI) 0.74 (0.62-0.89)
P value .001
O-O s L] L 1 1] 1 L] T 1] T T

0 10 20 30 40 50 60 70 8 90 100 110 120
Overall Survival, mos
Patients 605 578 555 509 474 431 385 282 200 95 20 1 0
atrisk 604 569 542 505 458 425 350 271 174 71 10 0

2 Median for lenalidomide treatment arm was extrapolated to be 116 months based on median of the control arm and HR (median, 86 months; HR = 0.74).
HR, hazard ratio; NE, not estimable; OS, overall survival.

Attal et al. ASCO 2016



Overall Survival: Subgroup Analysis

LEN? CONTROL® HR (95% CI)

Age | <0 ——— E 372 375 0.68 (0.54-0.86)
S nalyre- —— 233 229 0.83 (0.63-1.10)
- | Male —— E 322 349 0.65 (0.52-0.83)
— —— 283 255 0.91 (0.69-1.19)
1SS stage | ot i1 (—— : 411 440 0.65 (0.52-0.81)
" — —— 113 90 1.04 (0.72-1.51)
e = I 66 80 0.63 (0.35-1.16)
Response after ASCT | criverrA —— 320 339 0.70 (0.54-0.90)
PRISDIPD - ——— 218 210 0.86 (0.65-1.15)
Prior induction therapy | cend = : : 147 146 0.48 (0.31-0.75)
Non-LENT —a— 458 458 0.82 (0.67-1.00)
]

: | YesT | — | 56 36 1.18 (0.66-2.10)
Adverse-risk cytogenetics® | “c —— 231 243 0.79 (0.59-1.06)
csomiming | — : 33 25 0.73 (0.33-1.60
CrClafter ASCT® > 50 mLiminT —— 379 404 0.74 EU.SB-O.BZ:

I L) I

0.25 0.5 1 2

HR

Favors LEN
Attal et al. ASCO 2016



Doverujeme ATKB pri MM?



845 ATKB v SR (2011-2016)




KHaT LF UK, SZU a UNB,
Nemocnica sv. Cyrila a Metoda

368 ATKB 1996-4/2016

= Myelom =AML s CML =ALL =iné




KHaT LF UK, SZU a UNB,
Nemocnica sv. Cyrila a Metoda

PRIPRAVNY REZIM A TRM 1.ATKB PRE MM

192 pacientov E < 60 rokov
Vek (r): median 61 (33- 69)

10%

18%

@ mel200
B mel 100-199

82%
> 60 rokov




KHaT LF UK, SZU a UNB,
Nemocnica sv. Cyrila a Metoda

PREZIVANIE PO 1.TKB

Survival status
100 ; :

90 |
70b
60 |-

sofSLrokal TL7groka

30
0 5 10 15 20
Time

< 60 rokov

> 60 rokov

Survival probability (%)

5-roCné prezivanie 55%
5-rocné prezivanie 63%




KHaT LF UK, SZU a UNB,
Nemocnica sv. Cyrila a Metoda

HOSPITALIZACIA PO TKB
median
(dni) min | max |valid cases

CML 34 15 | 90 85

AML 24 9 | 93 215

MM 13 0o | 32 202

ALL 28 10 | 99 89

AA 31 14 | 57 27

APL 29 14 | 47 9

MPO/MDS 23,5 14 | 70 33

OMF 27,5 20 | 69 12

PNH 34 19 | 42 7 25 _
INHL 14,5 11 | 29 6 224
HL 24 3 2 E
CLL 21 18 | 45 10




KHaT LF UK, SZU a UNB,
Nemocnica sv. Cyrila a Metoda

NEUTROFILNE SEGMENTY >0.5x109/I

median
(dni) min | max |valid cases

CML 21 3 | 63| 113

AML 16 7 69| 242

MM 11 4 |27 211

ALL 19 5 | 34 40

AA 19 12 | 40 27

APL 17 13 | 25 9

NHL 12 10 | 28 13

OMF 18 13 | 42 12 S < _
PNH 19 13 | 23 7 229
HL 15 30 | 34 5 S E
ICLL 16 12 | 31 10




Trends in survival after Autologous HCT
for Multiple Myeloma, 2001-2014
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Probability, %

40 1 2005-2008 (n=11,092)
- 2009-2012 (n=18,066)
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zZaver

- ATKB v prvej linii++ vs odiozens: IFM2009, EMNO2
- Jedna alebo tandemova ATKB: MM s vysokym rizikom, ...
- Konsolidacia: ANO alebo nie?

- Udrziavacia lieéba: ANO pre vietkych?



Aké ma postavenie alogénna TKB
pri MM?



Podiel indikacii aloTx v Europe v r 2013

Allogeneic

PID,3% . 'PM: 1% Ab 0.2%

Hemo/thal, 3%
BME, 5%

Others, 1%

i

Solid tumors, 0.4% _—
AML, 35%

NHL, 8%

HD, 3%&

pco, 4% /
cLL, 3% /

MDS/MPN, 15% /
ALL, 16%

CML, 3%

Passweg et al. BMT 2015; Apr;50(4):476-82



Vyvoj strategii alogénnej TKB pre MM

g

g

g

g

19%

Ne11S

8

Allo-HSCT upfront 12%

Ne72

0
FELELELEEEFESEFFESFES

Evolution of the use of Allo-HSCT for MM over time in Europe

Number of Allo-HSCT performed per year

Sobh et al., Leukemia 2016



Alogenna TKB pre MM

Ucinnd zachranna lie¢ba



Alogenna TKB pre MM

Ucinna zachranna lie¢ba

RIC-aloTKB 2 r PFS 42% a OS 54%

Smith E, Devlin SM, Kosuri S et al. CD34-Selected Allogeneic Hematopoietic
Stem Cell Transplantation for Patients with Relapsed, High-Risk Multiple Myeloma.
Biol Blood Marrow Transplant 2016;22:258-267.



Survival after Salvage HCT for
Multiple Myeloma, 2004-2014

100

p<0.001

80 -

sl
-
e
-
---
S

42



Alogenna TKB pre MM

U¢inna zachranna lie¢ba
RIC-aloTKB 2 r PFS 42% a OS 54%

Mame dokazy o reakcii Stepu voci
myelomu (GVM)



Dokazy GVM

* Plateau po RIC



Krivka PFS po RIC-TKB pre MM sa
stabilizuje po 6 rokoch od aloTKB

Progression-free survival

q E 3]
Years from Alle-5CT

El-Cheikh et al., AJH 2013



Percent Alive

Niederwieser et al. Blood 2003

20

Celkoveé prezivanie po RIC — TKB pre MM

Nakamae et al., BBMT 2010

Shipton et al. Blood 2015

B 100 0
80 g W
Low Risk (n=6) Il -
= 60 3 60
" g e
~1_ High Risk (n=46) » S 40-
= e 40 s
At - © - ‘6
le = i Overall o 20-
20 =1
Progression-free 0
' Al ' Al 1
T T T T U ! r r .
6 © 18 24 0 p P i . M 0 20 o 40 Gtz 80 100
. ime (montns,
Months after Transplantation Years from Transplantation ( )
Overall survival by FISH risk
100 Logrank p-value = 0.11
P=.02
s 75
£
= Autograft-allograft 4
> -
E 50 - LTI bocgemit
T P ——
S L — :
25 1 Double autograft
0.2+
0 T T T T T T T T T T !
o 1 2 3 4 5 6 7 8 9 10 1 00 . . . : :
Years from diagnosis 0 1 2 3 4 5

Giaccone et al. Blood 2011

Years from transplant

Dhakal et al., ClinLyMMLeuk 2016



Dokazy GVM

* Plateau po RIC
e Efektivita transfuzie darcovych lymfocytov ?



M-component

1992 1993

Odpoved’ M proteinu na DLI
Pacient s relapsom MM po alogénnej TKD
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H.M. Lokhorst et al. Blood 1997;90:4206-4211



DLI pri MM

* EBMT register

» 70 pacientov preemptivne (chimérizmus/ zvyskova
choroba): KR 23% a PR 40% = ORR 63%

e 46 pacientov pre RELAPS/ PROGRESIU: KR 15% a
PR 37% = ORR 52%

Crawley C, Lalancette M, Szydlo K, et al. Outcomes for reduced intensity
allogeneic transplantation for multiple myeloma: an analysis of prognostic
factors from the Chronic Leukaemia Working Party of the EBMT. Blood.
2005;105:4532-4539.



Dokazy GVM

* Plateau po RIC
e Efektivita transfuzie darcovych lymfocytov
* Ochranny ucinok chronickej GVHD ?



Chronicka GVHD ma ochranny ucinok

Overall Survival (Probability)
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Donato et al., BBMT 2014



Dokazy GVM

* Plateau po RIC
e Efektivita transfuzie darcovych lymfocytov
* Ochranny ucinok chronickej GVHD

* \/ysadenie imunosupresie
* Kinetika minimalnej zvysnej choroby
e Skodlivy vplyv T bunkovej deplécie



Alogenna TKB pre MM

U¢inna zachranna liecba
RIC-aloTKB 2 r PFS 68% a OS 85%
Mame dbkazy o reakcii Stepu voci leukémii (GVL)

Mnohi chori s MM su prilis krehki/ postarsi na TKB

Menej ako 30% pacientov ma surodeneckého darcu
Zvyseneé pouzitie alternativnych darcov



Rocny pocet alotransplantacii pre MM
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Evolution of the use of Allo-HSCT for MM over time in Europe

Sobh et al., Leukemia 2016



Kedy alogénna TKB pri MM?



Alogenna TKB pre MM

* Mladsi pacienti: do 65 rokov
* Vhodni na aloTKB
* WHO vykonnostny stav 0-2




Alogenna TKB pre MM

Pri RELAPSE (vsetky body!):

1. vcasny 1. relaps (< 18 mesiacov od
prvoliniovej lieCby aj s ATKB = rezistencia na
vysoké davky melfalanu)

2. dosiahnutie 2 VGPR zachrannou liecbou

3. maximalne 3 linie zachrannej liecby
RELAPSU dosiahli 2 VGPR

4. Pred aloTKB radioterapia PET/CT lozisk



V PRVEJ LINII auto-alo vs auto-auto

Autori No. CR (%) NRM
Pacientov (VA)

Bruno 55vs 26 35vs 29 mes 80 vs 54 mes 10 vs 2
NEJM 2007 58/46

Giaccone surodenec 39vs33mes 8rvs5.3r

Blood 2011

Krishnan Lancet 226/484 SR: 3r43% vs 46% SR: 3r 77% vs 80%

Oncol 2011 sUrodenec VR:3r40%vs 33% VR:3r59%vs 67% 11VS4
Bjorkstrand 108/249 8r22%vs12% 8r49% vs 36% 13 vs3
JCO 2011 sUrodenec VR: 21% vs 5% VR: 47% vs 31%

Gahrton

Blood 2013



Alogenna TKB pre MM:
konsenzus?

V prvej linii moze prichadzat do uvahy (vsetky
body):

1. Pacient < 50 rokov

2. ak ATKB 1 dosiahla 2VGPR
3. VR MM:

— t(4;14), t(14;16), t(14,20), del 17p, del 1p, amp
1q;

alebo

— LDH x 2 a ISS 1l



Zaver - aloTKB

Zachranna AloTKB = pri prvom vcéasnom RELAPSE

Musi sa navodit minimalne VGPR (maximalne 3 linie
reindukcie)

Mladsi chory, vyborne spolupracujuci, so
surodeneckym darcom, dobré rodinné zazemie,....



