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O MAQOHOTOKUTTOPLKOC KAwvoC otnv AL
apulosidbwaon

2uvnOwc eploplopevn dtnnon (7%-15% oe dtadopeg
OELPEC) =2 ONUOVTLKA ULKPOTEPO GOPTLO VOOOU OE OUYKPLON
e to MM

AoUvnBec va uTIAPYXOUV KUTTAPOYEVETLKA LPNAOU KivdUvou
> del17p, t(4;14), t(14;16) <8-10%

Mo ouyvn Kuttapoyevvetikn BAaBn : t(11;14)

2uvnOwc dev UTIAPXEL avalLpio, UTIEPACPECTLALULO, OOTLKEC
BAaPec, ONA Aoyw cast nephropathy (CRAB)

Small but dangerous clone!! (Merlini & Stone Blood 2006)

VLKO Kal Kamodlotplako OepameuTik
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O¢epaneia tnc AL apulocidwonc

XMO pe oto)o TnV Toxeia eEAdtTwon Twv EAadpwv aAvcidwv
Kot BEATLWON TWV HUOKOPSLAKWV SEKTWV
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. Cardiac response: reduction of NT-
aCR Negative sIF & ulF, normal FLr
< proBNP >30% and >300 ng/L
VGPR dFLC <40 mg/L
PR dFLC decrease >50% _ o _
Renal insufficiency and IMiDs may alter
NR other NT-proBNP metabolism

dFLC: Involved FLC — uninvolved FLC
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\b Maveruotuo ANV Palladini et al, J Clin Oncol. 2012;30:4541-9 Khwri
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Patients with AL amyloidosis undergoing
autologous stem cell transplantation have superior outcomes
compared with patients with multiple myeloma

d
1.0
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Patients with AL amyloidosis undergoing
ASCT have superior outcome compared with patients with
multiple myeloma: impact of CR
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Oeparneia EvavtL TOU
NMAQLOMATOKUTTAPLKOU KAwvou: MDex

Regimen HR(CR) OR  CommonSAEs 0098 prg) g (y)
mortality

MDex

Palladini 2004 0770 (33%)  48% Overall 11% 4% 3.8/5.1

“Standard” chemotherapy for patients with AL amyloidosis not eligible for ASCT: un update

Palladini, el al. Haematologica 2014 ;99:743-50

ool e 119 patients, median age 64y

o} e Deaths at 3 months 0%, SAE 16%
_or| e Hematologic Response:
s osf CR: 31%
VGPR: 29% 76%
§°-“' PR: 16%

>l NR: 24%

o2t median survival 7.3 years e Organ response

Z: o heart: 37%

U S kidney: 24%

Time (months)
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Oepaneia Evavtl Tou
NAQLOLOTOKUTTAPLKOU KAwvou: AMAAK

Org.

100-day

Author N HR (CR) Resp. mortality TS / OS (y)
Sanchorawala 2013 -16.7
BU Single Center 593 (34%) e e CR -/>12
CR-/notr.
G?\;It;yit 2210 43 76% (39%) 47% 10% PR-/8.9
NR - /2.7
Parmar et al 2014 12.5% @10y
oy 80 75% (31%) 39% L yr) o
Hegenbart et al, EHA -/11
2014 Heidelberg 174 80% (38%) 40% 2% HR -/ ot 1.
Risk-adapted
ASCT +adj. BDex 40 79% (58%) 0% oST0E .
Landau et al 2012 XA e Rz
'V'ADSeé%/S 43 68% (32%) 39% 2% TTP 2.7/0S 4.7
Jaccard etal, 2007, 55 67%(41%) 45%  24%*  TTP2.7/0S 1.8

2010

Mavemotnuo ABnvwv

KAwvkn




Survival

Kputiipla emdoync appwotwv pe AL
opuAosidbwon yio AMAAK

1.0
0.9

0.8 4
0.7 4
0.6 4
0.5 4
0.4 -
0.3 1
0.2 4
0.1

0.0

NT-proBNP < 5000 pg/mL, 41 p. 1.0

P=0.0003

Survival

r

NT-proBNP > 5000 pg/mL, 327 p. 0.2

0.0

0 10 20 30 40 50 60

Months

0.9 -
0.8 +
0.7 4
0.6 -
0.5 +
0.4 -
0.3 4

01

cTnT <0.06 ng/mL, 49 p.

P<0.0001

Patients with serum troponin T >0.06 ng/mL or NT-proBNP >5000 pg/mL (not
on dialysis) should not be considered candidates for SCT because of early

mortality.

Data from a single tertiary center !!

& EOviko ko Kamodiotplako
Mavemotipo ABnvwv

Gertz et al, Bone Marrow Transplant. 2013;48:557-61 Khav

cTnT > 0.06 ng/mL, 396 p.
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Oeparneia EvavtL TOU
NAQLOMATOKUTTAPLKOU KAwvouv: IMiDs

No HR Org.R 100-d

Regimen (front-1) (CR) 5 Common SAEs mortal. PFS / OS (y)
CTD 75 74% o Sedation 40% o
Wechalekar2007  (41%)  (21%) 2'°  Fluidretent.21%  ©°  17/34
LDex* 22 0 o Overall 86% . )
Dispenzieri 2007 (41%) 41% 23% Neutropenia 45% 18% 16/
LdC¥ 37 55% 599 Neutropenia 24% 6 10 mos /
Kastritis 2012 (65%)  (8%) ° Fatigue 52% ’ 17 mos
MLD 26 58% 50% Overall 81% ) @2y
Moreau 2010  (100%)  (23%)* ° Neutropenia 11% 54% / 81%
PomDex® 0
Dispenzieri 2012 (303) (4;//; 15%  Neutropenia 30% 3% 1.2/2.3
Palladini 2013 °

*also Sanchorawala et al, Blood 2007;109:492-6; #also Kumar et al, Blood. 2012;119:4860-7
*(42% with full-dose L)

EBVKO Kkat Kamodiotplakd OEpamevTiky 'j‘;‘l‘l:'-‘;-_
i MNavemotiuo ABnvwv KAwikA Bk




Oeparneia EvavtL TOU
NAOLOHOTOKUTTAPLKOU KAwvou:Bortezomib

. No HR Org. 100-d
Regimen (front-l) (CR) Rsp Common SAEs mortal PFS / OS (y)
Fatigue, o
ESiise 70 68% 29% K Thrombcytpn o @1y 74f/
Reece 2011 0 o i 3% @4y 75%
I (0) (29%) 13% H Vomiting
Diarrhea
BDex 94 21% PN 25.5 mos/
Kastritis 2010 (19%) (25;) 30% Edema 3% @1y 76%
° ° Orthost. hyp.
19%
CyBorD*§¥ 43 81% o . . @2y
Venner 2012 (47%)  (65%f|) 6%  discontinued (PN 0 53% / 98%
in 14%)
Ixazomib 20 55%  50%H Fatigue - @1y 60%/
’ 0 0 rombcytpn 0
Merlini ASH 2012 (0) (10%) 18% K  Thrombcytp @2y 63%

2014

*also Mikhael et al, Blood 2012; 119:4391-4 8 Bortezomib s.c. Shah et al, Clin Ther 2013
¥Jaccard et al, Haematologica 2014 Median times to first and best HR: 0.7 and 1.2 months

% %  EBviko kat Kamodiotplako OepPaMEVTIKA
Mavemotipo ABnvwv KAwkn




Risk adapted therapy based on
bortezomib

*ECOG PS 0-1

*Mayo stage -1 1] -2
*proBNP <1285 ng/L
*Age < 70 years

All of the above

¥

Bortezomib 1.3 mg/m?days 1,4,8 & 11
Dexamethasone 40 mg days 1,4, 8 & 11

* ECOG PS 22

* Cardiac dysfunction (Mayo stage-2 with
proBNP>1285 ng/L or stage -3)

» Age>70 £tn

* Peripheral Neuropathy

* Symptomatic orthostasis

* SBP < 100 mmHg

Any of the above
-
Vv

Bortezomib 1.3 mg/m?days 1, 8 & 15
Dexamethasone 24mg days 1, 8 & 15 every

every 21 days (up to 6 cycles) 28 days (up to 6 cycles)
\ - _J \ - _J
n'a '
21 days 28 days

“{'_' »  EBvKo kat Kamodiotplako
:‘ '\ Mavemnotipto ABnvav

QTTEVTLKN

Kastritis E, et al . Am J Hematol. 2015



Early Mortality (<3 months)

50%
40% 36%

0.6+

Risk-Adjusted Bortezomib/Dexamethasone

30%
20%

: Lenalidomide-based
10% 5’0% 041 T e e

0% -

T T T | Full-dose Bortezomib/Dexamethasone
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A European collaborative study of cyclophosphamide,
bortezomib, and dexamethasone in upfront treatment of
systemic AL amyloidosis
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A Randomized Phase lll Trial of Melphalan and Dexamethasone
(MDex) versus Bortezomib, Melphalan and Dexamethasone
(BMDex) for Untreated Patients with AL Amyloidosis

E Kastritis, X Leleu, B Arnulf, E Zamagni, MT Cibeira, F Kwok, P Mollee,R Hajek, P Moreau, A Jaccard, S Schoénland,R
Filshie, E Nicolas-Virelizier, B Augustson, MV Mateos, A Wechalekar, E Hachulla, P Milani, MA Dimopoulos, JP Fermand,
A Foli, M Gavriatopoulou, A Palumbo, P Sonneveld, HE Johnsen, G Merlini, G Palladini

[ Untreated systemic AL amyloidosis ]

< Stitcation =

patients eligible for MEL 200 ASCT who refuse transplant J

Treatment is continued until:
e MDex cycle 9 or BMDex
cycle 8

w * CRafter cycle 6

PR plus organ response

Cardiac stage |
Cardiac Stage Il
Cardiac Stage Il with NT-proBNP <8500 ng/L

WNeQ

Arm A (Arme ) after cycle 6
cycles 1 -9 (28 days) cycles 1 and 2 (28 days)
M 0.22 mg/Kg days 1-4 B 1.3 mg/m?days 1, 4,8, 11 °
Dex 40 mg days 1-4 M 0.22 mg/Kg days 1-4 <PR after CyC|e 3
Dex 40 mg days 1-4 ° . f I I
cycles 3 - 8 (35 days) progI'ESSIon OT ClONna
B 1.3 mg/m?days1, 8, 15, 22 .
M 0.22 mg/Kg days 1-4 plasma cell disease
Dex 40 mg days 1-4 /
i"j_f %  EBviko kau Kamodiotplako OepPaMEVTIKA

:" '\ Mavemotipo ABnvwv KAwkn



Hematologic response

Response after cycle 3 (study primary endpoint)

ViDex 56 513 ovDex (53pts) | P

Overall Hem. 29 (52%) 42 (79%) 0.002
CR 2 (4%) 4 (8%) 0.313
VGPR 14 (25%) 24 (45%) 0.021
PR 13 (23%) 14 (29%) 0.434
Heart 8/35 (23%) 8/26 (31%) 0.342
Kidney 14/34 (41%) 14/36 (39%) 0.512

Best response (median 5 cycles)

VIDex (56 pts) BVDex (53pts) | P __

Overall Hem. 32 (57%) 43 (81%) 0.005
CR 11 (20%) 12 (23%) 0.440
VGPR 11 (20%) 21 (39%) 0.018
PR 10 (17%) 10 (19%) 0.543
Heart 10/35 (29%) 10/26 (38%) 0.294

| Kidney 15/34 (44%) 16/36 (44%) 0.584
| -



Survival

e 28 patients died, 18 (32%) in the MDex arm and 10 (19%) in the BMDex arm

* The median follow-up of living patients is 33 months

Time to second-line therapy or death Overall survival
100 100
90 90 - BMDex
80 80 L
BMDex -
70 70 _
60 60
50 50 - MDex
40 - 40 -
30 S | 30
. MDex - =
20 P<0.001 20 P=0.137
10 10
O I I I I I I 0 I I I I I
0 12 24 36 48 60 72 0 12 24 36 48 60
Time (months) Time (months)
{&,) EOvKO KO‘L, KanoétorPLaKé Ospomysum(r'] b X
'ib Mavemotipo ABnvwv KAwkn

/



Bortezomib/Dex with or without
cyclophosphamide

o)
100%
80%
vD
78% 3 VCD
60% 7] 5 0 T:n-‘ =
[ §
o] w
40% - §o
o
5 VD
20% - °
O% I 0.0
T T T T T T T 1 T 1 L T T
0 1 2 3 4 5 6 0 10 20 30 40 50 &0
O R R C R+VG P R Time to first response (months) Survival (Manths)

m\VD VCD

Bortezomib/Dex is very active
Adding just cyclo does not make significant difference
We need a new approach to anti-plasma cell therapy =2 immunotherapy ??

8 i\\//l:r(?KO(LKO(HO{SLOTpLOLKé KaStrItIS E et aI BIOOd Cancer Journal 2017 S)ff\)/?.:jgunm L:ﬂ
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Bortezomib with IMiDs in AL Amyloidosis
Phase | Trial of Frontline Pom+Bort+Dex

Phase | Trial of Pomalidomide, Bortezomib, and Dexamethasone As Frontline Treatment of AL
Amyloidosis

* N=18 pts (17 AL, 1 LCDD), Mayo stage 1/2/3/unknown: 4/8/3/3.

* MTD: POM 3 mg (d1-21) & BTZ1.0 mg/m? (d 1,8,15) & DEX 20 mg
(d1,8,15,22)

* AEs: fatigue (n=15), diarrhea (n=8), constipation (n=8), anemia (n=12), neutropenia
(n=7).

* A median of 3 cycles was given (range 1-27).

* N=8 pts have died, 4 of sudden death

* Hematologic response rate: 50% (4 PR, 3 VGPR, 2 CR)

Authors’ Conclusion: PVd difficult to administer. The on-trial deaths, all
attributed to cardiac AL, underscore the complexity of clinical research in pts
with previously untreated AL. Observed HR rate was similar to that for
CyBorD

B noveruoto ABNVGY Zonder J, et al ASH 2017 (Abstract 3158) poster presentation KA

: n n . o T
%  EOBviko kat KamoSiotplako OepameuTIKN = b5



Current Treatment approach of AL amyloidosis

e Standard of care: Bortezomib combos 2 VGPR/CR~ 50%
* Risk adapted therapy

Low risk Intermediate risk High risk
(Mayo stage 1) (Mayo stage 2 & 3A) (Mayo stage 3B)
ASCT in eligible patients CyBorD/VCD or BMDex

or CyBorD /VCD or BMDex or ASCT in eligible patients Low dose Bortezomib regimens

+ Doxycycline if
stage lI-ll

Frequent assessment of response
* At least VGPR at 3 months
* if not, then consider change of therapy (or +IMiD?)

QepaTEUTIKN

- . ;
Q’x EBViKO Kat KamodLotplako
KAwkn

Mavemotipo ABnvwv

Kastritis E, et al Br J Haematol 2016
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Daratumumab in AL amyloidosis
retrospective data

* Daratumumab in AL amyloidosis: rapid activity, no cardiac toxicity, no
myelotoxicity

— N=25 consecutive previously treated AL patients

— 72% cardiac involvement

Hamatohoghe gt chan nesponses in 24 evabiabie AL patients

— median: 3 prior lines

— Daratumumab standard dose and schedule
— HemORR : 76% (CR: 36%, VGPR: 24%).

— Median time to response: 1 month.

— no Gr3- 4 IRRs ; Grl-2: 15/24 patients.

ge in dFLC from baseline

lvf'mrmwm
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Kaufman GP et al Blood 2017;130(7):900-902
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Daratumumab in AL amyloidosis
retrospective data

Number of patients

Schedule / duration

Prior therapies

HDM/ASCT / IMiDs /
Pls

ORR
CR/VGPR

Organ Response

Khouri J et al
Abstract # 1819

15

IV Standard / until
PD

4
60% / NR / NR

9/11 (82%)
1(9%)/ 8 (73%)
4/8 cardiac

Kimmich C et al
Abstract #1837
32

IV Standard in 17 & every
other week in15 / NR

3
34% /91% / 91%

23/32 (72%)
3 (9%)/ 14 (44%)

3/9 renal, 2/14 NTproBNP
response

EOVKO kat Kamodiotplako
Mavemotipo ABnvwv

KhouriJ et al ASH 2017 # 1819, Kimmich C et al ASH 2017 #1837
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Daratumumab in AL amyloidosis:
prospective, Phase 2 data

V Sanchorawala et al M Roussel et al
Abstract #507 Abstract #508

Number of patients 12 36

eGFR >20 ml/min/1.73 m? NR

NTproBNP All <8500 pg/ml, All < 8500 pg/ml,
median: 1357 (469-3962) Median: 1118 (60-6825)

Schedule / duration |V Standard / 24 months |V Standard / 6 months

Prior therapies 3(1-6) 3 (1-5)

Refractory to last therapy 7 (58.3%) NR

HDM/ASCT / IMiDs / Pls 9 (75%) / 6 (50%) / 10 (83%)  NR/ 19 (53%) / 34 (94%)

Sanchorawala V, et al. ASH 2017 (Abstract 507) oral presentation; Russel et al. ASH 2017 (Abstract 508) oral presentation

{ % EBvio kat Kamobiotplako OepameuTIKN ,'
\ | NMavermotiuio ABnvwyv KAwkn k-
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Daratumumab in AL amyloidosis:
prospective, Phase 2 data

V Sanchorawala et al M Roussel et al
Abstract #507 Abstract #508

Number of patients 12 36 (32 evaluable for ORR)
Response after 15t infusion 11/12 (92%) 16/29 (55%)

ORR 11 (92%) 19 (59%)

CR / VGPR 2/6(22%/ 67%) 14 (44%)
Discontinued Due to PD 1 3

Toxicity IRR Grl-2: 25% IRR Grl1-2: 31%
Discontinued Due to toxicity 0 0

* Highly active as monotherapy, Safe and tolerable

* Selected patients (R/R AL) able to receive multiple lines of therapy prior to Dara
* No stage 3B

» Cannot extrapolate these results for newly diagnosed AL patients

Sanchorawala V, et al. ASH 2017 (Abstract 507) oral presentation; Russel et al. ASH 2017 (Abstract 508) oral presentation




Daratumumab in AL amyloidosis:
Phase 3 study in newly diagnosed AL (stage 1-3A)

Previously

CyBorD x 6 cycles +
untreated AL Daratumumab SC (max
patients with 2 years or PD/Toxicity)

measurable
disease
Mayo stage |-
A CyBorD x 6 cycles

(11IB excluded)

Primary Outcome: Overall Complete Hematologic Response

Secondary Outcomes : Major Organ Deterioration Progression-Free Survival (MOD-PFS), Progression-Free Survival (PFS), Organ Response

Rate (OrRR), Overall Survival (OS), QOL measureements, Time to Next Treatment (TNT), Hematologic VGPR, Time to CR, VGPR, Duration
of CR, Time to Organ Response, Duration of Organ Response

CyBorD: dexamethasone (40 mg PO or IV, followed by cyclophosphamide (300 mg /m2 PO or IV), then
bortezomib (1.3 mg/m?2 SC) weekly on Days 1, 8, 15, 22 in every 28-day cycle for a maximum of 6 cycles.

ClinicalTrials.gov Identifier: NCT03201965

M EOVO kat KamoSiotplako

QepaTEUTIKN

Mavemotipo ABnvwv KAwkn



Oeparmeia Tov MAOCHATOKUTTOPLKOU KAWVOU :
2UYXPOVN TIPOCEYYLON

2TOX0G: Taxela alpaTtoAOYLK aVTOTOKPLoN yLa TNV EMiTEVEN

CR / VGPR evtog 1-2 pnvwv

Avaykalotnta yia fadia kat Statnprolpn ovtomokpLlon
(MRD"¢8;)

Ta SltoBEotpa aviveOMAACUATIKA GAPUOKA EXOUV TILOOVOV
bTACEL OTA OPLA TNC ATTOTEAECUATIKOTNTAC TOUuG otnVv AL (?)

Kapdloto&lkotnTta Kol VEPPOTOELKOTNTA: TIPOKANCN OE
appwoTtouc pe AL

Entelyovoa avaykn: Beparneia aoBsvwv moAu vpnAou
kKlvdUvou (otadio 3B) - amattovvtal AMOTEAECATIKOTEPEC

Beparteiec Evavtl TOU MAQACUOATOKUTTAPLKOU KAWVOU KOl EVAVTL
TOU apUAoeLdolg

VLKO Kal Kamodlotplako QepaTEUTIKN
ETLOTA L0 ABNVWV KAwkn



QepaTEUTIKN
KAwvikn

EOVIKO kat Kamodlotplako
Mavemotipo ABnvwv



