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2uvoyn optAiog

* H tpavoOupetivn Kat ot HETAAAQYEC TNC

* KAnpovopoupevn TTR apuAosidwon kot
olKoyevn¢ apuAostdikn moAvveuponadeia (FAP)

* KAwvikn ewikova tng TTR-FAP (Val30Met)

* Yrnoyia kot dtayvwon TTR-FAP /
e Ogparmnevtika dedopsva o ég

* JUMEPAOCHOTO )



2uvoyn optAiog

* H tpavoOupetivn Kat ot HETAAAQYEC TNC
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TL elval n tpavoBupetivn;

| v" H tpaveBupetivn (mpoaABoupivn) eivon pia mpwteivn
b petadopac tng Oupoivng kat tng retinol-BP

v NMentidio 127 apwvoéwv

v 'EXEL OLOTETPANEPN TETAPTOTAYT HOPDH

Y@rs =]

Benson and Kincaid. Muscle Nerve 2007; Sekijima et al. Curr Pharm Des 2008; Hou et al. FEBS J 2007




H tpavoBupetivn mapayetal oto Nmop

v' 95% TNC TPAVOOUPETIVNC MAPAYETOL OTO IO

v <5% MapAYETAL GTO XOPLOELSEC TMAEYA KOIL TO
oL PLBANOCTPOELSIKO XPWOTLKO EMIOAALO

Benson and Kincaid. Muscle Nerve 2007; Sekijima et al. Curr Pharm Des 2008; Stangou et al. Curr Opin Neurol 2004



FeveTIKEC peETAAAAEELC 0ONYOUV O€
TapaAayHEVEC LopPEC TpaVvoOUpETIVNG

MUTANT TTR GENE VARIANT TTR PROTEINS '
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There are over 100 different V30M" is most common mutation [
mutations of the TTR gene associated with TTR-FAP i
f

* Valine replaced by methionine at position 30

o —————————————————— ——

v' MetaAAayég Tou yovidiou TTR o8nyoUv otnv anooctadsponoinon tng
TETPAUEPOUC TpavoOUpETiVNG

v" H anoocta@epomnoinon Tou TETPAUEPOUC 08nyEl o€ AavOacpuévn
ovadinAwon Kol CUCCWPEVCN TWV ARUAOELSLKWV WVIdiwv

Benson and Kincaid. Muscle Nerve 2007; Roberts et al. Medscape, 2009; Zeldenrust. Humana Press, 2010. Planté-Bordeneuve et al. Neurology 2007;
Sekijima et al. Curr Pharm Des 2008



2NMELaKEC petaAAayeg oto TTR

* Mavw ano 120 diadopetikeg petaAAaserc tov yovidiov TTR

* Xapoaktnpilovtatano diadopetikn yewypadikn katavoun, faduo apuvio-
gldoyéveonc Kat tpodLabeon opyavwv

Variant | Details
Val30Met

> Val30Met: 50% OAwV TWV SLAYyVWOEWV

Thr60Ala First identified in north-west Ireland and is found in Irish and Irish-American patients
Causes late-onset systemic amyloidosis with cardiac, and sometimes neuropathic involvement

Leu58His First identified in Germany
Has spread throughout the United States
Typically affects the carpal ligament and nerves of the upper extremities

Vali22lleu . carried by 3.9% of African Americans and over 5% of the population in some areas of West Africa
Appears to be the most common amyloid-associated TTR variant worldwide

Associated with the risk of late-onset cardiac amyloidosis

Patients do not usually have peripheral neuropathy

Roberts et al. Amyloidosis: Transthyretin-Related. Medscape, 2009; Ando et al. Arch Neurol 2005;Benson and Kincaid. Muscle Nerve 2007;Coelho et
al. CMRO 2013; Sekijima. JNNP 2015



KAnpovouiwkotnta TTR apuAoeidwonc
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* H kAnpovopoupevn TTR apuAosidwon epdavilel HelwHEVN SLetoduTiKOTNTA
* MEé£AN tnG oKoyEveLlacg uropel pEpouv tn petaAdaén xwpeic va epdavilouvv

* H dietodutikotnta dtadEPEL TOOO HE TN XWPO KATAYWYNG 000 KA LLE TOV

Saporta et al. Eur J Neurol 2009; Planté-Bordeneuve and Said . Lancet Neurol 2011



2uvoyn optAiog

* KAnpovopoupevn TTR apuAosidwon kot
olKoyevn¢ apuAostdikn moAvveuponadeia (FAP)

<



H kAnpovopoupevn TTR apuloeidwon

* H ocuyxvotnta tng kAnpovopoupevne TTR
OLLUAOELOWONC OE MN-EVONULKECG TIEPLOXEC ELVaL
<1/100.000

* Exdppaletar pe 3 KUpLOUC PaALVOTUTTIOUG:

v OlKOYEVAC apUAOELSIKA TtoAuveupomntdOeia (FAP)
v OlKOYEVAC aUAOELSIKA puokapdiontdBeta (FAC)
v OLKOYEVAC AETOUNVLYYLKA apuAosidwon

A Early stage B ]
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Planté-Bordeneuve and Said. Lancet Neurol 2011; Ando et al. Orphanet J Rare Dis 2013; Sekijima JNNP 2015



Familial amyloid polyneuropathy (FAP)

AnoteAEL TO GUXVOTEPO PALVOTUTIO TNG
kAnpovopoupevnc TTR apuAosidwonc

Mpwtn nepypadn: Andrade to 1952 (Portugal)
Mopuiakn tavtonoinon TTR-FAP Val30Met: 1984

Aramiotwpeva clusters uPnAng cuxvotTNTOC
ekto¢ EAAadac (peTtadv avtwyv opwc, Kimpog)

ATO TG EAAXLOTEC KANPOVOMLKEC VEUPOTTALOELEC
HE atttoAoyLkn Bepamneia

Andrade. Brain 1952; Saraiva et al. Ann NY Acad Sci 1984; Ando et al. Orphanet J Rare Dis 2013; Wechalekar et al. Lancet 2016



H TTR apuAoeidwon oto eupuTEPO MAALGLO

ZUGTNMOTLKEG OLLLUAOELOWOELG

/\

Emiktnteg KANpOVOULKEG

Wild-type TTR

AL amyloidosis Transthyretin

Ig-light chains /
3.2%
TTR-FAP
68 % :
Transthyretin ‘
AA amyloidosis
: 7 % Fib-FAP

Serum amyloid A / ApoAl1-FAP | | -\ eap
12 % S 0.8 % 0.1%

Mejia and Alvarado. Ann Rev Biochem 2013; Wechalekar et al. Lancet 2016



fewypadikn katavoun tnc TTR-FAP

Sweden
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Kuplotepeg eVONULKECG TTEPLOXEG:
@ * NoptoyaAia
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Planté-Bordeneuve and Said. Lancet Neurol. 2011



fewypadLKA KOTAVOL TWV TTILO CUXVWV

pnetaAlasewv tnc TTR-FAP

Sweden

ValidMet: 95%

3 L. n
Alads5er: 0.5%

The Netherlands

WaldoMet: 30%
Val71Ala: 25%
Tyr114Cys: 20%

Germany

ValaoMet: 40-60%
Val20lle: B—22%

France

WaldoMet: 63%
SerTTTyr: 12%
SerTTPhe: 6%

Portugal

ValdoMet: 99%
a [Z] BLER: ]
Args0and
Pro52: 0.2%

Spain

ValioMet: T2-100%
ValZ2Leu; 15%
EBOK: 9%

——

p

a

Fanag

Italy
ValdoMet: 35%
GluBSGIn: 25%
PhebdLeu: 15%

Bulgaria

GluBaGIn: 81%
ValaoMet: 10%
SerTTPha: 7%

Turkey

GluBaGIn: 31%

Glyd7GIu: 25%

Valdd Met and
Glys3GIu: 19% aach

S w7111 1T

ValddMet: 100%

. N
Bz =
pespny =

Parman et al., Curr. Opin. Neurol. 2016




fewypadikn kotavoun tnc TTR-FAP otnv
EAAada kat otnv Kumpo

[ )
» H Kunpog Oswpeitatr endemic region yia Val30Met
TTR-FAP (36 meplotatikd) L Sl
A -~ ’ ’ | fﬁ- o J
» Ztnv Kpntn £€xouv nepypadel 17 neplotatikd o~
Val30Met TTR-FAP ortd 6 OLKOY£EVELEG NS SR i S
L * J _'

Dardiotis et al. Amyloid. 2009; Rafailidis et al. Ann Gastroenterol 2002; Tzagounissakis et al.
Orphanet J Rare Dis. 2015; Pfizer Greece



2uvoyn optAiog

e KAwvikn ewikova tnc TTR-FAP (Val30Met)

éé/i
i



TTR-FAP (Val30Met): kAaowkn KALVIKN ELKOVOL

Early onset: < 50 years

‘Evapén 30-35 sTtwv

* AvcaloOnoiec KATwW AKPWV
* Ogppavaldynoia KATW AKPwWV

* Avoavutovouia

EvamnoBéosic apulosldouc oto evdoveuplo o€
TTR-FAP.

» XpOviLo CUMHUETPLKA HNKO-E€apTWHEVN afoViKN alodntiko-
Kwwntikn noAvveuponaBdeia (HMI/KTA-ATA)

» MpooBoAn AEMTWV VWV KOl CUMUETOXR QLUTOVOLLOU

Planté-Bordeneuve and Said .Lancet Neurol. 2011



TTR-FAP: veupontaBeia kot Sucoutovopio

NevpondOsia

EEEALEN o Avw akpa

Muikn atpodia, aduvapia, ko
Suoxépela Badiong

H ek¢pUALon e€eliooetal o
MEYOAUTEPEG EPUUEAEG LVEG

AnwAegLla atcOnTikOTNTOG KOt

AAyoG oTaL KATW AKpaL
ALoOnNTIKOKLVNTLKN a§OVLIKN
eKPUALON TWV ULKPWV EPRUEAWY
KOl QLUEAWV VEUPLKWV VWV

( Avocavtovouia J

OpOootartikn unotaon

EvaAAaooopevn

SuokolAlotnTa Kol
Slappola

Ztutikn SuoAettoupyia

> Z0vdpopo Kapraiov cwAnva ~10%

» MNpooBoAn KNZ moAu onavia

Benson and Kincaid . Muscle Nerve 2007; Planté-Bordeneuve and Said. Lancet Neurol 2011




TTR-FAP: e€w-vevuplkn mpocBoAn

AnwAswa Bapoug

Meploplotikn puokapdionadeia
AppuOuiec Kot SratapaxEg
OLYWYLHOTNTOG

OpOaAOAOYIKEG SLaTAPAXEC
(BoAepotntec vaAoeLd0UC
CWHMATOC, XPOVLO YAQUKWHOL
OLVOLKTNAC Ywvio)

Nedprtikd cuvépopno-XNA

» Me tnv e€€Aién npoofaAlovtatl AAAa cuoTpaTA

Planté-Bordeneuve and Said. Lancet Neurol. 2011



TTR-FAP: €€€ALén Kot oTtAdLOL TNC VOGOU

Ermudeivwon tng vooou pe dlapkela emiBiwoneg xwpic Ospancio™ 10 £€tn

Kwntwka ‘Hmua ‘Hmua / pétpla JoBapa
ZUHHUETOXA TWV AKPWV Katw Kdatw / Avw Katw / Avw
Autovoua Hma MétpLa ZofBapa
ApaoTNPLOTNTEG TNG Kapia/ eAdxiotn ZNMUOVTLKEG BOpLEG EMLIMTWOELG
kaOnpepvig {wng L ETUNTWOELG
Badion Aev anatteitan Anatteital BonBeia Avarmnnpko

BonBewa opagidto/kAvnpng

» OLunapyovosc Oepaneiec £xouv £voeLen oto 1° otadilo tng
VOOOU

Planté-Bordeneuve et al. Neurology 2007; Benson et al. Muscle Nerve 2007; Planté-Bordeneuve and Said .Lancet Neurol 2011



TTR-FAP (Val30Met): mapaAAayn oPiuneg Evopéng

» Z€ UN-evONMUIKEG TtEpLOXEC N Val30Met TTR-FAP pmopei va €xeL oPLun
évapén (>50 £tn)

> ZTLC MEPLITTWOELC AUTEG N KAWVLKA ELKOVA UopPEl va StadEpeL onpavTiKA

OYun évapén (>50 etwv)

*‘Mewwpévn dietcdutikotnta (onaviotepa Oetiko Ol)
‘Mpoe&apxel n emwduvn vevponadela
*2raviotepn n Sucavutovouia (Ko NrLotePn)
*ZUXVA KOPOLOKA CUMITWHATA

*E€EALEN TaxUTEPN OO TNV KAQLOOLKN

Planté-Bordeneuve and Said. Lancet Neurol 2011; Adams D et al. Curr Opin Neurol 2012



2uvoyn optAiog

* Yrnoyia kot dtayvwon TTR-FAP é/



Mote vnonttevopacte TTR-FAP;

OETLKO OLKOYEVELOKO LOTOPLKO yLaL
veuponadeia

OLKOYEVELOKO LOTOPLKO
‘emumAeypévng’ vevponaBeiac
Nevponabeia ko ducavtovouia
Kapdiakn-vedppilkn cuppetoxn
EmunpocOeto ZK2

Mpoodevtikn endeivwon

Blroyio Otk yia LUAOELOEC

» MNpoooxn otn late-onset Val30Met TTR-FAP nmov ouxva é¢

ouvodeletal ano wWlaitepn ducavtovopia ko orov to Ol
MUIOpPEL va eivatl apvnTko!

Planté-Bordeneuve and Said. Lancet Neurol. 2011




Awadopikn dtayvwon TTR-FAP

* CIDP (Xpovia dpAeypovwdnc amo-
MUEAWVWTLKNA MoOAuveupontaBeLa)

e AwafBntikn vevuponadeia

 NeuponaBeia oe AL apuvloeidwon

 HSAN type 1 (SPTLC1, RAB7A)

 CMT2

* |6omadnc aovikn veuponadela

» H FAP pumopei va dwoel ASUKWHOTOKUTTOPLKO Siyaono oto ENY
» H FAP umopei eviote va mAnpot vevpoduotodoyikd kpttipia CIDP

Planté-Bordeneuve and Said . Lancet Neurol 2011; Adams et al. Curr Opin Neurol 2017




ALOyvVWOTIKN MPOCEYYLON

Clinical features Diagnosis
DAL tasting to confirm amyloidogeni

Fatients in endemic areas or with . . .
Impairment of pain and termperature TT R mutation

e * sensations in feet. oftenwith
autonomic dysfunction

Tissus biopsy mot mandatory
Early dizagnosis possible in

hi t t : -
ounger age at onse wymptomatic camers

DIMA tasting to confirm amyloidogenic
TTR mutation

Tissuwe biopsy to show amyloid deposits;
characterisation of deposits by
immunolabelling mass spectroscopy,
and protecmic analysis

Patients in non-endemic areas .
Merve length-dependent progressive

e e -. sensory-motor pokmeuropathy, *
Late onset: e Ation often with cardiac imvoblyement

Interval from first symptoms to
diagnosis, 4 years on averags

» H napovoia apulostdol¢ niotonoleitat pe xpwon Congo-red os BloPia
KolALakoU Ainmouc, veupou, opBou 1 oteAoydvou adsva

» O TUMOoC¢ Tou AMUAOELS0UC UIMOPEL va TTLOTOTIOLNOEL ME AVOoOloTOXNMEL
(TTR, SAA, IgG-k or A) kau pe laser microdissection kot mass-spectroscopy

v' Itn onopadiki FAP cuviotdtotl cuvuoopog
Bloyiog kot yevetikoU eAEyyou

v' Ztnv owkoyevr FAP apkel 0 YEVETIKOG EAEYXOC
v' Apvntikh Blogio Sgv anokAeiet tn voco

Planté-Bordeneuve and Said. Lancet Neurol 2011; Adams et al. Curr Opin Neurol 2016; Whechalekar et al. Lancet 2016



[EVETIKOC EAEYXOC

> 2 otadLo poplaokou
eAEyxou

CCTTTC'ICT]CGH!GA'IG ATTTPCPCGCATGTGCTGAAAGTTGG q

i .mm»..wmlN.NWU(IMMMWU(MIWM lﬂl‘ ﬂ‘lﬂmm ;

v' Npwrta yivetoun eotiacpévoc EAeyxoc ywa Val30Met (RFLP-sequencing)

v' Itn ouvéxela npoxwpape o€ aAAnAovxion 6Aou tou yovidiouv (Sanger
sequencing of TTR gene)

» Amno tov 10/2017 mARpnc poplakoc EAeyxoc otn Movada
Nevpoyevetikng, Aywviteto NoooKouEiD

Yoshioka et al. Arch Neurol 2001; Planté-Bordeneuve and Said . Lancet Neurol 2011



2uvoyn optAiog

e Oeparmnevtika dedopsva



Emwokonnon Oepaneutikwyv 6eS0pEVWV

To suppress source of variant TTR
Liver transplantation [22"]

To block synthesis of variantand WT TTR
SiRNA

s g 5 (COREE =g Ryl b S 127 2R%7
Antisense oligonucleotides (ASQO) [37, 38 ]

TTR kinetic stabilizers

To stabilize variant TTR \ Reduction of deposits of TTR in tissue

_ Tafa midis fibrillary and non ﬁbnllary
(Vindagel) [33', 347] DOXYCYCLINE-TUDCA [36, 39°]

= JDCA ;JCE 3 f
Diflunisal [35 ]

Enhancer of clearance S
of amyloid deposits )
Dep/etfon of s ystem/c SAP
V] ,AL' 1 J|'

Amyloid deposits : organs/tissues

v" H KAa.GOLKN) vOoooTpOoToNTIK Ospanseio: HETUUOOXEVON AMATOC
v' H véa eyKeKpLpévn voootpomonotntikr Ospaneia: tafamidis

Planté-Bordeneuve and Said . Lancet Neurol 2011; Adams et al. Curr Opin Neurol 2012



Ta Evpwrnaika guidelines (2016)

Symptomatic
TTR-FAP

! }

I I - r
Patient aged <50 years and ] Patient aged =50 years or |

no Cl for LT® Cl for LT®

I S S N S

f
|
Severe Severe I
b b c

Stage | Stage lI° L nephropathy J {cardiomyopathyJ Stage | Stage Il r
. v L v p l - e l =
'S l ™ s A 5 |
Tafamidis Tafamidis L Protocal ’
clinical trialf |
\ L J diflunizald |
|

L J L J v —

of the disease clinical trial/ kidney and LT heartand LT

' 5 . ™ e ™\ .
If progression Protocol Combined Combined }
diflunisald \ PEEAN

S —

¥
Ty I

LT

» To Evpwnaiko diktuo tnc TTR-FAP e€dwoe npoodata odnyiec

Adams et al. Curr Opin Neurol 2016




MEeTaUOOXEUON ATIATOC

Domino liver transplantation

v' Xpnowpornoteitat anod to 1990

v Aev eunodilel Tnv avarmntuén
Huokapdlonadelac -

v’ Tuviotdron yia to otado 1 i o

v 10-eti¢ emBiwon: 74% o€ |
Val30Met évavti 44% o€ pn- C?
Val30Met

TTR-FAP patient Domino recipient

Deceased donor Pathology

» H petapdoxevon AMAto¢ nopopevel Oepansia avadopac.
Qotooo, to tafamidis xpnolpomnotleitat yia tnv kKaBuotEpnon tng

Ando et al. Orphanet J of Rare Dis 2013; Herlenius, et al Transplantation2004; Adams et al. Curr Opin Neurol 2016




Tafamidis: pnxaviopog dpaonc

v’ To tafamidis 6eopevetat pe pun-
OUVEPYOLTLKO TPOTO OTLG OE0ELG
déopevonc tnc Bupoéivne otnv
TETPAMEPN popdn TS TpavoOdu-
pETiVNC

~ U Binding

) Site

v’ To tafamidis amoteAei To mpwto
“TTR kinetic stabilizer”

Tafamidis-bound tetramer Free tetramer Aggregates i
!
’ ; Folded monomer Misfolded monomer . oy i ‘
8- : :_ 2 . SN
: ’ \ - . .‘ = ".: h‘ ‘. -.' .-"'_ I‘
d e o8 7 8 '.‘ 2 |
, 2% < Ligana b < e iltar L
- dissociation | - ettt "
‘. 4. ai' ‘. -“; -' { i

Functional TTR structures TTR structures associated with pathology ’

Tafamadls SmPC. Accessed at http //WWW ema.europa. eu/docs/el EL/document_ llbrary/EPAR -_Product. Informat/on/human/002294/WC500117862 pdf



Tafamidis: phase Il (mtAotikn)

Early-onset Val30Met TTR-FAP
N=160 (screened)

¥

Early-onset Val30Met TTR-FAP
N=128 (randomized)

A

Tafamidis Placebo Intention to
| N=6$ N=63 Treat group
Liver transplant Liver transplant
e o Efficacy -
Tafamidis (N=52) Placebo (N=50) Evaluable
Completed (N=48) Completed (N=47) group (pre-
specified)

Primary endpoints
v NIS-LL (responder)
v TQOL

Tafamidis for transth'\frctin familial

amyloid polyneuropathy

A randomized, controlled trial
A

Neurology™ 2012;79:785-792

Colheo et al. Neurology 2012



Tafamidis: phase Il (mtAotikn)

( Figure 2 Coprimary endpoints In the ITT population and secondary analysis In the EE population 1 | Flgure 3 Secondary endpolnts InthelTT populatlon
B Tafamidis
A Placebo 8 A
~ 0 —

e 0=0.041 sz 75 :

.. : ‘ e B 127 pone =0 7 s
35 @ p=0.068 S § (L%J c }
BhE 70 §= 10 = . :
= = 5 Q ' 0.004 \
zZs ® B e ") 2 g #=0.00 :

b n e c =47
S S W §2 5 o
53 © e ? £ T
- 5 30 : e B a E g 4 | n=50
aa 20 22 n ) 377

2 10 &g - o 3 ~

L ) N N a2 B

B =829 o - n=43
T EE T EE > @© 2- n=57
(A) Percentage of patients in each treatment group classified as NIS-LL responders at month 18 based on an increase of . 2 6 1 . .
2 points in NIS-LL overall score in both the ITT (primary analysis) and EE {prespecified secondary analys 60 | n=49
EE T « inent-to-treat; NIS-LL - Neuropathy Impairmen ore-Lower Limbs, (B) E) 0., - h
change f eline at th 18 in the TQOL score from the Norfolk QOL-DN in the same populations. LS Mean v '
least-squares mean; QOL-DN - Quality of Life-Diabetic Neuropathy Questionnaire; TQOL - Norfolk Quality of Life- Month 6 Month 12 Month 18

> Awadopéc ota primary endpoints Atav onpavtikec povo otnv EE opada
> OLanoXwPNOoELC yla HeTapooxsvon OswpnOnkav treatment failures (ITT)
> Apketa secondary endpoints otatiotikd onpavtikn dtadopad (ITT opada)

» To npodil napevepyewwv de SLEdpepe onpavika ano to placebo (e€aipeon
HIKpn Stapopd o SLAPPOLEG Kol OUPOAOLUWEELG)

Colheo et al. Neurology 2012




Tafamidis: Long term extension debopéva

1B8-Month
Double-blind
Study (Fx-005)

Tafamidis (n=85)
Completat: n-47

Placebo (n=63)

12-Month
Extension Study
{Fx-0068)

MNIS-LL
(a) 051 FP=0.01=
£ 044 ]'
& 0.34
E 0.3 -
E 0.2 4
=
0 T T
Study Fx-005 Study Fx-006 Study Fx-005
(18 months) {12 months) {18 months)
Placebo-Tafamidis (n=33) Tafamidis (n=64)
(A) NIS-LL Total Score

LSMean i+ SE) change from baseline

[

-
&
i

-
T

n
1

=]
i

on

- pT

0 & 12 18 24 30
Time (months)

42 54 66

» HkaBuotépnon otnv e€€EAén napapével otouc 30 LAVEC
» Npwipn évapén oxetiletan pe kaAvtepn €KBaon ota 6 £Tn
» QAev epdavioTnKov VEEC TAPEVEPYELEC

Coelho et al. J Neurol 2013;

Barroso et al. Amyloid 2016



Tafamidis: n epnelpia oto AytvnteLlo

Severity Score
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2/2015 Clinical Assessment No  7/2017 1/2015 Clinical Assessment No /2017
=0=NSS =e=NDS Kumamoto =@—=NSS =@=NDS Kumamoto
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TTR-FAP: drug pipeline
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» TTR kinetic stabilizers (tafamidis, diflunisal)
» TTR-gene silencing (antisense oligos, siRNA)
» Removal of amyloid deposits (doxy-TUDCA, anti-SAP)

Adams et al. Curr Opin Neurol 2016; Adams et al. Exp Opin Pharmacother 2016; lonis Pharmaceuticals; Alnylam and Sanofi Pharmaceuticals



TTR-FAP: gene-silencing

ALN-TTRO2 Dose Groups
A Placebo (N-4)
0.01 mgfkg (N-3)
A 0.05 mgfkg (N=3)

iL i} ,i :gg 5 | > 80% reduction
o &T A of TTR levels

Geometric Mean Percent TTR Knockdown
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v Inotersen SC: Antisense oligonucleotide IONIS-TTR,. AutA-tudAn
pneAetn paong Il pe Oetikn EkBaon (15 pRveg) (Mavog 2017)

v’ Patisiran IV: Small interfering RNA. AutAR-tudAn peAétn ¢aong i
pe Oetikn €kBaon (18 uRvec) (ZemtepBprog 2017)

Coelho et al. NEJM 2013; Adams et al. Curr Opin Neurol 2016; lonis Pharmaceuticals; Alnylam and Sanofi Pharmaceuticals



TTR-FAP: aAAec peANOVTIKEC Oepartelec

Before

Table 2. Longitudinal Intention-to-Treat Analyses of Primary (N15+7) and Secondary Outcomes® D' SAP Sciutigraply In Palient 13
Mean (95% CI)
Placebo Diflunisal Difference,
Outcomes Change From Baseline Change From Baseline Placebo-Diflunisal P value
MNI5+7 score
At 1 year 12.5 (8.5 to 16.4) 6.2 (2.8 to 9.6) 6.4 (1.2 to 11.6) .02
At 2 years 26.3 (20.2 to 32.4) 8.2 (2.9 to 13.6) 18.0 (9.9 to 26.2) <001

» TTR kinetic stabilizers
v' Diflunisal: 8utAn-tupAn peAétn (N=133) pe
Oetkn €kBaon (2 £tn) (2013)

» Removal of amyloid deposits

v Anti-SAP antibodies: peAétn ¢pdong | o€ non-
TTR-FAP pe Ogtikn ékBaon (2015)

v Doxycycline —tauroursodeoxycholic acid: Betikéc
evdeielg ano ¢paon Il (2012)

1Z1.SAP Dose
in Liver (%)

e

61.1

After

Berk et al. JAMA 2013; Richards et al. NEJIM 2015; Adams et al. Curr Opin Neurol 2016; Adams et al. Exp Opin Pharmacother 2016; lonis

Pharmaceuticals; Alnylam and Sanofi Pharmaceuticals
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Jupnepacpota |

H kAnpovopoupevn TTR apuvloeidwon sivat cnavia
Bapld vOooC mMou MMOopPEL va SLtadeVYEL SLAYVWOTIKA

Xapaktnpileto ano vevponabeia, Sucauvtovopia,
kapdlonadeia kat vepponabeia

O cuyvotepoc pawvotunoc (FAP) odeiletal otn HEYAAN
ouxvotnta tn¢ petaAlaync Val30Met

H évapén tonoBeteital cuvRBwc peta&v 30-35 stwyv,
oA uTtapyeL Kot popdn OPLHou eVAPEEWC

H duayvwon tiBetat pe avadeién apuloetdouc oe
Bloyia /Kot LopLako YeVETIKO €EAeyxo (TTR gene)



Juunepaocporta ll

H kAaoolknl voootpomnonottikn Oepameia yia tn FAP
€lVOlL N LETAROOXEVON NIOTOC

Amo ta tEAn tov 2014 opwc KukKAodopEel katL oTnNV
EAAQSQ TO MPWTO VOGOTPOTIOLNTLKO OKEVOLGLOL

H evapén touv tafamidis mpémel va yiveto ota mpwipa
otadia TnG vooou

Elvoil emitaktiki, AOUTov, N avaykn tTne Eykateng
SLayvwonc, KATL Tov artattel KAwikn vmoyia

2TO EMOMEVA Xpovia To Oeparmnevtiko tonio tnc FAP Oa
BeATLwOEL onuavTIKA
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