MpwTtomnabdnc cuotnuatikn (AL)
Apuvlosidwon: Nedtepec npooeyyloelc otnv
QVTLUETWITLON TWV EVOITOBECEWVY TOU
aLUAOELOOUC

Aconowa Qwtiov
Movada MAOCLATOKUTTAPLKWY SUOKPOCLWY

Oeparmevtikn KAwikn, EOviko kat Kamodlotplako Mavernotnpio ABnvwyv




2TOX0C TNC Beparmeloc?

FLC

p=0.001

Proporbon survindng

— CR (97 patients, 3.6 deaths/100 py)
12r —— YGEPR (233 patients, 9.6 deaths/100 py)
gl = PR (140 patients, 23.7 deaths/100 py)
= MR (179 patients, 47_2 deaths/100 py)

a 12 g kL] 46

Time {months)

aCR Negative sIF & ulF, normal FLCratio
VGPR dFLC <40 mg/L
PR dFLC decrease >50%

NR other
Palladini et al, J Clin Oncol 2012;30:4541-9 dFLC: Involved FLC — uninvolved FLC




2TOX0C TNC Beparmeloc?

Cardiac response:
NT-proBNP

na g

Cardiac response: reduction of NT-proBNP
>30% and >300 ng/L

HE

7|

[=]
i

Renal response:
>=30% reduction in proteinuria or <0.5g/24hours

Proporisan SUPAYIFE]
= =
= n

0.3

Liver response: 50% reduction in abnormal ALP

0z | or >=2cm reduction in liver size radiologically

= [T-profNP progreasion (o) leas] 300 ngL ard 3055 momwaes), 1680 patenis

RN MT-proBHFP siable, 108 palkents
— NT-proBNP response (o leasl 300 nglL ard 2075 decrease), 100 patients Periphera| nerve (Coehlhoetal 2012): N|S-LL increase
" i ” - s | from baseline of <2points

Time {months)

Palladini et al, J Clin Oncol 2012;30:4541-9 dFLC: Involved FLC — uninvolved FLC



KaBuotepnuevn avtamokplon opyadvou otoXou

H tkavorouwnTLk olLUOTOAOYLKN
QVTOTIOKPLON OXETL(ETAL LE AUENUEVN
nBavotnta LEPLKAC BeATiwoNC
AELTOUpPYLAC OPYAVOU CTOXOU
JUOXETLON KUMOLVOUEVN KoL aloBevin ¢
75% twv a.0Bevwv Hev EMLTUYXAVOUV
QVTOTIOKPLON 0OPYAVOU CTOXOU Kall
€XOUV UTIOAELITOEVN SUCAELTOUpYLQ
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Proportion with organ response
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Median time to OR from start of treatment
10.4 months (range, 8.7-12.8 mos)
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Follow up from start of treatment (months)
Kauffman et al, AJH 2015



>tadla atttormtaBoyeveloc AL apuvlogidwon

2. Precursor protein:
Amyloidogenic light
chains

Oligomer formation

3. Amyloid deposits

1. Plasma cell clone

Kastritis E, personal communication



Oeparneia otov aaoBevn pe AL apulosidwaon

mAb NEODOO1 |

mAb 11-1F4
(j mAb anti-SAP

—_

Bt ©
2. Precursor protein:
Amyloidogenic light '
/-

chains

Plasma cell Oligomer formation

directed
therapy

3. Amyloid deposits

1. Plasma cell clone

Kastritis E, personal communication



MOVOKAWVLIKO OVTLOWMOTO EVAVTL AUAOELOOUC O KALVIKN

QVATTTUEN
NEODO001!* 11-1F4° GSK2315698°
Prothena (CAEL-101) dezamizumab
Caelium
Target * Light chain e Light chain Serum Amyloid P
* serum amyloid protein * SAA component (SAP)
A (sAA)
Class lgG1 lgG1 lgG1
Type humanized murine Chimeric Fully Humanized
Dose 24mg/kg (maximum 500 mg/m?2 Up to 1200 mg
dose 2500 mg)
Route of administration \Y, \Y IV following CPHPC to
deplete SAP
Clinical Development Phase 2/3 Phase 1/2/3 Phase 1,2

ClinicalTrials.gov Identifiers: 1. NCT03168906; 2, NCT02632786; 3. NCT02312206; 4. NCT01707264; 5. NCT02245867; 6. NCT02603172,
NCT01777243



Dezamizumab (GSK): anti-SAP IgG1

 Dezamizumab: MANpw¢ avOpwWTOTOLNUEVO avIloWUA bjh
e Z10)X0G: Serum amyloid P component
e QuoloAoykn pn widtakn mpwteivn SAP
* J& OAWV TWV ELOWV TLC evamoBeoelc apuAoeLldoUC
* KukAodopel oto mAaoua

Sustained pharmacological depletion of serum amyloid
P component in patients with systemic amyloidosis

Gilmore, Pepys et al. BJH 2010;148(5):760-767
1. Xopnynon: CHPHC miridesap

2. Aéopevon kot e€alewpn kukAodopouvtoc SAP
3. KaBuotepel / avaotéAAeL tnv dnuoupyia VEwV Idiwv
apLUAOELOOUG
4. Xopnynon anti-SAP IgG1 (dezamizumab) IV up to 1200
mg CPHPC <

5. Evepyomnoilnon cuumAnpwpatoc = GayoKUTTAPWOon
Kat armodopnon apuAostdoug

TI:ITI'CH;f C 1EH24N205
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ORIGINAL ARTICLE

Therapeutic Clearance of Amyloid by
Antibodies to Serum Amyloid P Component

Duncan B. Richards, D.M., Louise M. Cookson, B.Sc., Alienor ¢ Berges, Pharm.D.,
Sharon V. Barton, M.5c, Thirusha Lane, R.N., M.5c., James M. Ritter, D.Phil., F.Med.5ci.
Marianna Fontana, M.D., James C. Moon, M.D., Massimo Pinzani, M.D., Ph.D.,
Julian D. Gillmore, M.D., Ph.D., Philip N. Hawkins, Ph.D., F.Med.5¢
and Mark B. Pepys, Ph.D., F.R.5.

Miridesap =2 €aAeupn kukAodopouvtocg SAP

- 1 660n dezamizumab o€ 15 aoBeveic pe

OUOTNULKA apUAoEidwonN

8 with AL, 2 with AA, 4 with Afib, 1 with ApoAl

* OxL kopdLlakn cuETOXN

e ywplc AE

* 6 efOopadec: 8 aoBeveic eiyav evdeielc

Helwong tou poptiov Tou apuloedbolc oto

SAP scan (all at higher doses of the MoADb)

Richards et al NEJM 2015;373(12):1106-14

C SAP Scintigraphy in Patient 8

131.SAP Dose
in Liver (%)

Before

I -I|

After

D SAP Scintigraphy in Patient 13
Before

>

131.SAP Dose
in Liver (%)

After

¥.



SCIENCE TRANSLATIONAL MEDICINE | REPORT

SYSTEMIC AMYLOIDOSIS

Repeat doses of antibody to serum amyloid P
component clear amyloid deposits in patients with

. . . P 14: AL amyloidosis
systemic amyloidosis

Duncan B. Richards,’ Loulse M. Cookson,' Sharon V. Barton, Lia Liefaard," Thirusha Lan 42 post 15t dose post 2"d dose
David F. Hutt,? James M. Ritter,? Marlanna Fontana,? James C. Moon,* Jullan D. Glllmore,? A
Ashutosh Wechalekar,? Philip N. Hawkins,” Mark B. Pepys™* 1 1

* n=23:3 kUKAoL miridesap =2 €w¢ Kat 3 KUKAOL
dezamizumab

e KaAUtepec avtanokpioelg pe dooelc > 200mg

* [epattépw peiwon apuloeldouc peta tnv 3" doon '

* Meilwon evanoBéoswv o omAnva/ nrap/ vebpa

e Kamola BeAtiwon ot deiktec nratikn ¢ Aettovpyiog (YGT),
OXL o€ Oeiktec vedpLkRg vooou

* Xwplic avermBuuntec eveépyeteg (IRR with doses >600 mg)

>~

MA€ov peAétn paonc 2
Richards et al. Sci Transl Med. 2018 Jan 3;10(422)



https://www.ncbi.nlm.nih.gov/pubmed/29298867
https://www.ncbi.nlm.nih.gov/pubmed/29298867

11-1F4 mAb (CAFL-101)

Kappa Bence Jones protein isolated and used to develop Ab

Native “Loop-Flip”

* Fibrillogenesis
» Surface adsorption
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Structure of light chain in fibril >
reactive with 11-1F4 mAb (CAEL-101)



Phase la/lb Study of Chimeric Fibril-Reactive Monoclonal Antibody 11-1F4 (CAEL-
101) in Patients with AL Amyloidosis

Phase 1a \

N=24 evaluable for organ

_ , _ (N=8 pts)
*Patients in stable hematological response response
: * 67% ORs
27 patients Original Cohort 0
completed (N=7)
treatment > e 8/12 cardiac
Phase 1b Expansion o 5/10 renal
N=20 cohort dose
(N=20 pts) level 6 (N=6) '
* No organ progression
E [ . .
xPansion e Median time to response:
cohort dose
Edwards CV, et al ASH 2017 (Abstract 509) oral presentation; level 7 (N=6) / 3 weeks

ClinicalTrials.gov Identifier: NCT02245867



Best Cardiac Response After Treatment with 11-1F4 mAb
(CAEL-101)
° | PROGRESSION

>30% and >300
pg/mlincrease in

20 NT-proBNP 12 patients
evaluable for
response

Baseline NT-proBNP
2650 pg/ml

_________ 8 responders — 67%

_ 4 stable

>30% and >300
pg/ml decrease in
NT-proBNP

Percent change in baseline NT-
proBNP (%)

Median time to cardiac response - 3 weeks

-80



Aettoupyikni BeAtiwon: 11-1F4 mAb (CAEL-101) Improves Left Ventricular Global Longitudinal Strain (GLS)

Patient 1-21B, 250mg/m?, Dose Level 6

GLS: -9.58
NTproBNP 2549pg/mL

Week 0

Post-11-1F4 mAb (CAEL-101) Pre-11-1F4 mAb (CAEL-101)

GLS: -13.39
NTproBNP 1485 pg/mL

Week 12




Best Renal Response After Treatment with 11-1F4 mAb
(CAEL-101)

) [saste |
60 No renal response
< or progression > 10 patients
N 25% decrease in
O 40 GFR evaluable for
£S
E T:’ response
8 ‘s 20
o
S 5 responders —
o ¢ 50%
52
53 5 stable
o <
)
o

> 30% decrease
in proteinuria
from baseline in
the absence of
80 renal progression

Median time to renal response — 4 weeks*

*24 hour urine protein measured at screening and Week 8 in Phase 1a and at screening and Weeks 5, 8 and 12 in Phase 1b



NEOD-001

E¢avBpwromnolnpevo
LLOVOKAWVLKO avtiowpa IgG1
Tou 2A4 (avtiowpa tovTikou)

Emtitomog povo otnv
niaBoAoyLkd avadmAwUEVN
MPWTELvN

AgopeVel Tnv eAeVBepn
oAlyopepn popdn tTwv
OAUGCLO WV KL TLC EVATTOOEDELC
TOU aLUAOELOOUC OTOUC
LOTOUC

Neutralization

Soluble Aggregates
of Amyloid Protein

Al

Amyloid

Monocyte/
Macrophage

Clearance*

* May require immunolo gic response (phagocytosis)



MoAbs evavtl Twv Wwidlwv Tou apuAogdbouc armo eAadpeC aAUOLOEC

* The monoclonal antibody 2A4 binds amyloid fibrils composed of
iImmunoglobulin light chains

ALA (kidney)
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JH70-t'reated 2A4-treated

Wall et al, PLoS One. 2012;7(12):e52686



NEOD-001: phase 1/2 clinical efficacy

e 24mg/kg €yxuon KAaBe 28 HUEPEC

* AcBeveic pe AL amyloidosis o€ alpatoAoyikr avianokplon Kol EQLEVoUoa
ducoAettoupyia opyavou otoxou: cardiac (n=15), renal (n=16), peripheral
neuropathy (n=11)

First-in-Human Phase I/II Study of NEODOOI in Patients
With Light Chain Amyloidosis and Persistent
Organ Dysfunction

Morie A. Gertz, Heather Landau, Raymond L. Comenzo, David Seldin, T Brendan Waiss, Jeffrey Zonder,
Criampaolo Meriimi, Stefan Schonland, Jadde Walling, Gene G. Kinney, Martin Koller, Dale B Schenk,
Spencer D, Guthrie, and Michaeln Liedtke

Gertz et al ASH 2016 (Abstract 644) oral presentation



NEOD-001: phase 1/2 clinical efficacy

NEODO0O01: Cardiac Biomarker Response

Best Response Analysis

0% Total cardiac evaluable (n = 36)
19 responders (53%) 17 stable (47%) Median time to initial
response: 2 months

%

%

NT-proBNP
% Change From Baseline
=]
L

Evaluable patients had baseline NT-proBNP 2650 pgimL withoul progressive renal dysfunclion’?
+  Rasponss: >30% and =300 pgml decreass in MT-proENP
*  Progression: >30% and =300 pg'mL increase in NT-proBNP
=  Shable digande; Mol Fesnongs no DIooRession
“ "30% decling. 453 pgiml reduciion from basedne, T47% decling, 271 pgiml reduscion from bassline
1. Comerza B el al. Leukamve. 2002:262017-2325. 2. Paladini G eof al. J Cin Oncol. 201 2.50:4581-4549,

No significant toxicity
IRR rates low
All patients were in sustained hematologic remission

Gertz et al ASH 2016 (Abstract 644) oral presentation

NEODO0O01: Renal Biomarker Response

Best Response Analysis

0%

J

-30%

-60%

Proteinuria % Change From Baseline

-90%

a4 WGEFR, eslimabsd gomenar fitration rake.

Total renal evaluable (n = 36)
23 responders (B4%) 13 stable (36%) Median time to initial

response: 4 months

« Reaponas: >30% decrease in proleinuna o 8 decrease o
<3 9'24 hours i the absanca of renal Progression
» Progression: »25% worsening in eGFR

Evaluabie palients had baseling profeinwia 0.5 g/24 hours + Stable disease: Meilher response nor progression

Paladini G ot al. Sieod, 20014; 124 323252333



NEOD-001: phase 1/2 clinical efficacy

NEODO0O01: Neuropathy Response at Month 10 (NIS-LL)

Peripheral Neuropathy Expansion Cohort (N = 11)

9 responders (82%) 2 progressors (18%)
Point Change in NIS-LL % Change in NIS-LL

o 20 o 100%
= £
g 15 3 80%
@ 10 K 40%
E E 40%
g s 2 0% .
g o & 0%
S 5 £ -20%
£ o
S .10 ® -40%
4 < _s0%
o -15 @
> {;’ = -80%

60 -100%

Complete
+ Response: <2-paint increase in NIS-LL from baseline; response criteria established in patients with resolution

16 diabetic nephropathy and in use in clinical trials for diabetic neuropathy and transthyretin polyneuropathy.

* Patient discontinued at month 4; last observation carried forward for 2 patients without NIS-LL at month 10.

Gertz et al ASH 2016 (Abstract 644) oral presentation



Time From Patients’ Best HR to PCD Therapy Did
Not Impact NEODO001 Organ Response

B Responders
35.6 mos Stable
NEODO001 Cardiac Response } NS
n=17 36.6 mos
30.6 mos
NEODO001 Renal Response NS
n=12* 32.5 mos

(=1

12 24 36

2] *1 padient exduded as depth of HE known bo be
T — Time Fram Best HR. maonths greater S1an PR but olhensese unconfirmed.

Gertz et al ASH 2016 (Abstract 644) oral presentation



Time From Patients’ Last HR to PCD Therapy Did
Not Impact NEODO0O1 Organ Responses

B Responders
O Stable
3.4 mos
NEOD001 Cardiac Response NE
n=17 25.8 mos
29.5 mos
NEOQODO01 Renal Response NS
n=12* 27.4 mos
0 12 24 36 48
g * | patient excluded 2= depth of HR knoen 1o be
HIR, rematalogic respanse; NE, not significant -rimE "I'ﬂl'l'l La!t HR. mnnth’ * PR but athersise unconfrmed.

Groups compared wsing 2-sided t-4est, p=0.05

Gertz et al ASH 2016 (Abstract 644) oral presentation



Depth of Patients’ Best HR Did Not Impact
NEODO001 Organ Response

NEODO001 Cardiac Response NEODO001 Renal Response*
HS
NS | |
100% - | 1 100% -
B0% 20% -
68.8%
5 66.7% 5 53.6% ——
60% 650% -
@ A71% 42.9% ]
2 40% - 2 40%m -
: &
= 20% 20%
0% - 0% -
CR VGPR PR CR VGPR PR
BEST Response to Previous PCD Therapy BEST Response to Previous PCD Therapy
10 *1 patien| excuded s depth of HR: known i be greater fhan PR bul othersise unoonfirmed.
M5, nol sagnificant, Responder va Stable for each calegory Groups compared wsing 2-sided Fisher et test (P = 0.06).

Gertz et al ASH 2016 (Abstract 644) oral presentation



NEODO001 Organ Response Was Similar in Patients With
Durations <6 vs 26 Months Since Last PCD Therapy

NEODO001 Cardiac Response NEODO001 Renal Response
H5
100% - | NS | 100% | |
B BO0% - BO% 73.7%
IE 64.3% s
§ 60% - § 60% - 52.9%
| o -
e % 40% -
20% - %
0% - V% -
<6 months 26 months <6 months 26 months
From Last PCD From Last PCD
12
M3, nol signficant, Responder vs Slabbe for each cabegory Groups compared using 2-sided Fisher esmct test (P = 0.06)

Gertz et al ASH 2016 (Abstract 644) oral presentation



Phase 2b: Phase 3:

AMYLOIDOSIS AMYLOIDOSIS
STUDY STUDY
Patients must have previously Patients must be treatment
received 21 therapy (26 months naive and have a confirmed
before study start) with partial diagnosis of AL amyloidosis

hematologic response or better, with cardiac involvement

confirmed AL amyloidosis
diagnosis, and persistent
cardiac dysfunction

20



PRONTO (eykpttikn peAetn): randomized double-blind, placebo
controlled (completed accrual)

Patients with AL
amyloidosis in NEODOO01 24 mg/kg g month x 12
hematologic remission
(PR or VGPR or CR), at
least 1 previous Tx
(>6months), cardiac AL Placebo g month x 12
amyloidosis

* Cardiac involvement — clinical heart failure signs (NYHA >1), Mean LV wall thickness >12mm
* NT-proBNP 2650 kat NT-proBNP < 5000

ClinicalTrials.gov Identifier: NCT02632786 (PRONTO)



VITAL: phase 3, randomized multiple center, double-blind
(completed accrual)

1:1
Patients with newly
diagnosed cardiac

AL amyloidosis

Inclusion:

1.

w

Newly diagnosed AL amyloidosis -
treatment naive

Cardiac involvement — clinical
heart failure signs (NYHA >1)
NT-proBNP 2650

Mean LV wall thickness >12mm

VCD +

NEODOO01 24 mg/kg g month

VCD +
Placebo g month

Exclusion:

1.
2.

3.

NT-proBNP >8500 (stage 3b)
Adequate renal, hepatic and
bone marrow reserve

Meets criteria for symptomatic
MM

Eligible for ASCT

ClinicalTrials.gov Identifiers: NCT02312206 (VITAL)



[MpOOdOKLEC KOL EPWTNMOTIKAL:

AvVATTuEéN LOVOKAWVLKWY QAVTIOWHATWY EVOVTL evamoBeoewv apuloeldouc Kal
OALYOUEPWV ELVOLL OE TIPOXWPNMUEVO OTAOLO
Xpoviko onpeio Evtaénc otnv Bepamneia

e Tautoxpovog ouvluaoUOG Beparmelwy Evavtl apuAdoeldouc kat anti-PC Bepameiac?

MBava ploka amno ypryopn anoppodnon apUAOELS0UG, UN-OVTLPPOTIOUEVN KAPSLOKI) OVETIAPKELQ,
mBavotnta anti-PC Beparmeila va epmodilel Tnv amoteAeopatiky anoppodnon apuAoeldoug

e Meta tnV emiteVEn ALLATOAOYLKAC avTamoKpLonG?
e Aldpkela Beparmeiag?

AocBeveic moAU vPnAol kwvduvou (otadio 3B)
MEeANOVTIKEC KALVIKEC LEAETEC

2npooio Evtaéng o€ KAWVIKEC LEAETEC —UEYLOTO OPEAOC yLaL TOV aoBevh
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