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Mutations in the TTR gene cause hereditary systemic amyloidosis

Unusual duplication mutation in a surface loop of
Sweden o £
human transthyretin leads to an aggressive
. drug-resistant amyloid disease

LA Elena S. Kiimtchuk®, Tatiana Prokaeva®", Nicholas M. Frame™", Hassan A Abdullahi®, Brisn Spencer®, Surendra Dasar,
z [ ) Maili Cui*%, John L Berk®, Paul J. Kurtin®, Lawreen M. Connors*®2, and Olga Gursky*~*

Japan Wild-type allele
° Ser50 Glu51 Ser52 Gly53 Glu54
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Mutant allele
- Ser50 Glu51 Ser52 ar54 |55 Glu56
® b AGTGAGTCTGAGTCTGG AGA GC
A

AN/ \ i
l\Jl_/\L\/ JJ/ \ \‘ VAV, y/\ \ / /\

Worldwide distribution of Val30Met ATTR-FAP Kimichuk ef al. PNAS 2018.

Molecular mechanisms of transthyretin amyloid formation
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The kinetics of amyloid formation

Elongation can proceed
even at alow
concenfration of the
partially folded protein

Nucleation needs
high concentration of
partially folded protein

&, Partially folded protein % Cross beta oligomers

‘ Native protein
Fibrils
Courtesy of Prof. V Bellotti

Hereditary tfransthyretin amyloidosis (ATTR)
is a heterogeneous multisystem degenerative disease

CNS manifestations

* Progressive dementia Ocular manifestations

« Headache

« Ataxia + Glaucoma

* Ssizures . + Abnormal conjunctival
* Spastic paresis vessels

+ Stroke-like episodes

el senometies +  Clinical presentation

Cardiovascular

manifostations + Age atonset
+ Conduction blocks.

- Cardiomyopathy

+ Amhythmia

* Mild regurgiation + Disease penetrance

Renopathy
+ Proteinuria
+ Renal failure

Carpal tunnel
syndrome

‘Gl manifestations. ° ROTe Of progr655|on
+ Nausea & vomiting
+ Early satiety
. Svere sonstipation + Response fo therapy
* Alternating episodes.

of diarrhea &

constipaticn
« Unintentional weight
loss

Autonomic
neuropathy

Such a significantly diverse clinical
presentation negatively impacts on
early disease recognition, resulting in

diagnostic delays

+ Recurrent urinary fract
infections (due to
urinary retention)

Peripheral sensory-motor
neuropathy

Typically axonal, fiber
length-dependent, symmetric,

and relentlessly progressive:
n distal to proximal direction

- Sexual dysfunction (3)

+ Sweating abnormalities

Conceigdo et al. J Peripher Nerv Syst 2015

RO - vircous opaication High phenotypic variability is observed with regard to:




A relentlessly progressive sensory-motor polyneuropathy according to FAP stage

iIsease progression

D

| « Patient is bedridden orin a wheelchair
with generalised weakness, malnutrition, (o]
cachexia andinconfinence
* Pain and temperature sensation is lacking PND IV
apart from in the head/neck

» Mobility is maintained but crutches or

|« Motor dysfunction in the lower limbs
and loss of fouch sensation
PND IIA-IIIB
a stick are needed for walking

|« Symptoms are limited to feet and legs with
impaired pain and temperature sensation
+ Sensation of touch is maintained
 Unassisted walking PND Il

Worsening disease over an average of 10 years

Hou X et al. FEBS J 2007; Coutinho P. In: Glenner GG et al, eds. Amyloid and amyloidosis 1980; Benson MD et al. Amyloid

150

(2]
= 100

Retfrospective study of 283 patients with different genotypes and a B

Rapid progression of familial amyloidotic
polyneuropathy

A multinational natural history study

Adams et al. Neurology 2015

o= * France
o . . . (8]
range of neurologic impairment, representative of real-world population 200 2 —Fit equation = Italy
& = Portugal
= USA
200 200
150 .

150

100

100

* Loess fit and Gomperiz fit models show a rapid neuropathy progression
rate over the initial 3-5 years 0 5 10 15 20 25 30

» Estimated ANIS score 14.3 points/year

50
:
Early-onset V30M Late-onset V30M  Non-V30M 1 [} a b v
(n=83) (n=78) (n=114) (1=46) (n=47) (=37) (n=25) (n=8)
Genotype class PND score 0

Years since symptom onset




Imaging TTIR cardiac amyloidosis

Echocardiography: wall thickness-GLS

Peak Systoilc Strain

Maceira et al, Circulation 2005

Banypersad et al, Circ Cardiovasc Img. 2013
Fontana et al, JACC Cardiovasc Img. 2017
Martinez-Naharro et al, ISA 2018 PA060
Cibeira et al, ISA 2018 PB095

Bone scintigraphy

Bisphosphonates
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yrap & v
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R2
Rapezzi et al JACC Imaging 2011
P =
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18F-florbetapir
18F-florbetaben
"C-Pittsburgh compound

Dorbala et al, EINMMI 2014

Park et al, Circ Cardiov Img. 2015
Law et al, J Nucl Med 2016
Pilebro et al, J Nucl Cardiol. 2017
Manwani et al, ISA 2018 PB054

o

Survival of 255 patients with hereditary ATTR amyloidosis
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No cardiac involvement (71 patients)
median 90 months

Cardiac involvement (184 patients)
median 73 months
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Treatment for hereditary ATIR is now rapidly evolving

Combined liver/heart Poﬁs.iron
fransplantation — - approved in Europe
Diflunisal phase Il frial and USA for ATTR-FAP
positive results in ATTR- stage land Il
Domino transplant FAP published (gerk et al.
JAMA 2013) |

1995 2000 2008 2011 2012 2013 2015 2017 2018 2019

t L|iverf ] Tofofrgrlclil\?%&p Ar\gved Inotersen approvedin | | Tafamidis approved
ransplantation Stage | in Europe Europe and USA for in USA for ATTR
ATTR-FAP stage | and I cardiomyopathy

|

Tafamidis phase Il ATTR-ACT

trial positive results published
(Maurer et al. NEJM 2018)

Therapeutic targets for hereditary TTR amyloidosis

Suppression of the synthesis
e Liver fransplantation
* Gene silencing (siRNA, ASO)

Amyloid fibril
degradation/reabsorption
Tetramer stabilizers * Anti-TIR misfolded
+  Tafamidis » Doxycycline + TUDCA
+ Diflunisal
* SOMO0226 (Tolcapone)
« AGIO

Truncated monomer

(49-127)
i . . Gin
' misfolding
p—
Misfolded
Folded full length monome

monomer r




Liver transplantation: long-term survival benefit

20-year survival rate 55,3% in 1940 patients from 19 countries
(www.fapwir.org)

100% ~

K 80%
g ey | 80% survival at 10 years
£ 60% in early-onset Met30
B
2 40%
s =
‘g ——V/al30Met Early onset =1z R .
3 20% - ——Val30Met Late onset Combined liver-heart or
g Non-Val30Met Early onset n=104 . .
0% ——Non-Val30Met Late onset n=71 ||Ver'k|dney
3 g 0 i fransplantation

Years after transplantation

Val30Met
Early-onset of disease
Short disease duration
High mBMiI

Careful patient selection

Ericzon BG et al, Transplantation 2015
Yamashita et al, Neurology 2012
Calvalho et al, Liver Transplantation 2015

TTR stabilizers

o
Thyroxine Tafamidis Diflunisal
* Tafamidis is approved * Diflunisal is a non-steroidal
in Europe for ATTR- anti-inflammatory drug
FAP stage |

repositioned for hereditary
¢ ltisalso approved in ATTR (Berk et al, JAMA 2013)
Mexico, Brasil,

* Not approved for this
Argentina, Japan and

: | indication
srae
* Available as a galenic product
* Approved in the USA in Italy
of ATTR

cardiomyopathy




Early intervention with tafamidis provides long-term (5.5-year) delay of
neurologic progression in transthyretin hereditary amyloid

S cuss orvonce

Natural history and survival in stage 1 Val30Met

transthyretin familial amyloid polyneuropath
polyneuropathy Y Y pPoiyn patily
Teresa Coelha, MD,* Ménica Inés, MSc* lsabel Conceigao, MD, Marta Seares, M5, PhD, Correspondence
Marcia Waddington Cruz', Leslie Amass?, Denis Keohane?, Jeffrey Schwartz’, Huihua L%, and Mamede de Carvalha MD, PhD, and o3 Costa, MD, PhD Dr. Costa

Balarama Gundapaneni®
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Years after the initiation of tafamidis treatment .
Innovative Disease-Modifying Therapeutics:
TTR-lowering Agents
Antisense oligonucleotides (ASOs) RNA interference (RNAI)
SIRNA
ASO RISC
T « ASO delivered s
as single strand;
finds its target /
\, alone
« Duplex associates with RISC
&~ — I . + Passenger strand is removed
m’ ARAA ™ - Guide strand leads RISC o
. T "
Blocking Modulating / \
ribosomes or Recruiting  splicing MRNA cleavage Association-mediated
other factors  protein factors i perfect repression
“steric block” (e.g. RNase H) (if perfectly h >
complementary) (if partially
\ mismatched)
Suppression of hepatic production of
wild-type and mutant TTR
SIRNA, small Interfe RISC, RN duced si ble for the on kno




Inotersen Treatment for Patients
with Hereditary Transthyretin Amyloidosis

M.D. Benson, M. Waddington-Cruz, J.L. Berk, M. Polydefkis, P.J. Dyck, A.K. Wang,
V. Planté-Bordeneuve, F.A. Barroso, G. Merlini, L. Obici, M. Scheinberg,
T.H. Brannagan Ill, WJJ. Litchy, C. Whelan, B.M. Drachman, D. Adams,

S.B. Heitner, |. Conceicdo, H.H. Schmidt, G. Vita, J.M. Campistol, J. Gamez,
P.D. Gorevic, E. Gane, A.M. Shah, S.D. Solomon, B.P. Monia, S.G. Hughes, T.J. Kwoh,
B.W. McEvoy, S.W. Jung, B.F. Baker, E.J. Ackermann, M.A. Gertz, and T. Coelho

MNIS*7, s
(346.3 points)
HRdb (3.7)

Z5NCS (18.6)

QST(80)

Patient Population Sensation (32)
~ Inotersen 300 mg SC (Day 1,
(n~195) . .
Day 3, Day 5) Primary endpoints Reflexes (20)
. . then qw ¢ Change inmNIS+7,0,is

*hATTR amyloidosis g from baseline
with polyneuropathy: S Double * Change in Norfolk Qol-
any TTR mutation, CEU A S blind _— > DN from baseline
hATTR amyloidosis £ .

o Other endpoints:
Stage lorll S iy

c Placebo SC (Day 1, Day 3, Day 5) * Individual mNIS+7,yis Motor strengthi
. i f © then qw components weakness

Amylond deposit by o o NIS+7 (192)
biopsy + mBMI
« Cardiac assessments

*Neurological . SE-36
impairment score (NIS) I T T T
of 10-130 Months 6 12 15

*Patients who complete the study may be eligible for inotersen treatment on Phase 3 OLE study (NCT02175004)

Benson et al, NEJM 2018

Enrollment and disposition of patients

1 Was ineligible 173 Underwent randomization (2:1 ratio)

112 Were assigned to receive
inotersen, 300 mg

60 Were assigned to recaive
placebo

25 Discontinued trial regimen
16 Had adverse event

2 Had disease progression
2 Met renal stopping rule
2 Withdrew voluntarily

8 Discontinued trial regimen
3 Withdrew voluntarily
3 Had disease progression

2 Were withdrawn 1 Had adverse event

by spensar 1 Met renal stopping rule
1 Underwent liver trans-

plantation

87 Completed the trial 52 Completed the trial

3 Had postintervention follow-up

1

1 Entered open-label
extension study

3 Had postintervention follow-up

86 Entered open-label
axtension study

49 Entered open-label
axtension study

Benson et al, NEJM 2018




Baseline demographics and disease characteristics were
well balanced between treatment groups

Placebo
Characteristic (N=60)
Age —yr 59.5+14.0
Male sex — no. (%) 41 (68)
Modified BMIf 105.0+22.8
Val30Met TTR mutation — no. (%) 9| 33 (55)
Disease stage — no. (%) [ **
1: patient is ambulatory 42 (70)
2: patient is ambulatory with assistance 18 (30)
Previous treatment with tafamidis or diflunisal — no. (%) | 36 (60)
Duration of disease from diagnosis of hRATTR-PN — mot 39.3+40.3
Duration of disease from onset of hATTR-PN symptoms 64.0£52.3
— mott
Presence of cardiomyopathy — no. (%) 11 33 (55)
mNIS+7 composite scoref{ 74.8£39.0
Norfolk QOL-DN total score§§ 48.7+26.7

Benson et al, NEJM 2018

Inotersen
(N=112)

59.0£12.5
77 (69)

101.122.8
56 (50)

74 (66)
38 (34)
63 (56)

42.4451.2

63.9+53.2

75 (67)

79.2+37.0
48.2+27.5

Total
(N=172)

59.2+13.0
118 (69)

102.5+22.8
89 (52)

116 (67)
56 (33)
99 (58)

4131476

63.91£52.7

108 (63)

77.6£37.6
48.4+27.2

Sustained reduction in circulating TTR over 15 months

Median reduction of serum TIR level was 79%

@
£
3
1z
]
®
SE
3=
=3
c
©
£
o
B
-80 4 gy 13 W2 784 Fep 765 b
_90 1 1 1 1 1 1 1 1 1 i 1
0 10 20 30 40 50 70

Study Week

—@—Placebo =M= Inotersen

Benson et al, NEJM 2018
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Primary efficacy end points: change in mNIS+7 and Norfolk QOL-DN from baseline at week 66

A mNIS+7
304
) 25
= |
£4
>
204
§f
2% 15
g
mu'ag 104
7]
g8
g

8.7

Placebo

B Norfolk QOL-DN Score

16+
14
12
104

19.7
P<0.001 81

Least-Squares Mean Change from
Baseline in Norfolk QOL-DN Score

T T T
0 10 20 30

mNIS+7
p=0,033

M placebo

T
40

s P<0.001
Inotersen
0

T
50

Norfolk QoL-DN
p=0,002

i)

s0,0%

M inotersen
—

T 1 3

Placebo

11.7
P<0.001

]
l

P ..
l Inotersen
1

60 70 0 10 20 30 40 50 60 70

Weeks

Patients with < 0-point change from baseline at

week 66

Approved by FDA and EMA for
hereditary ATIR polyneuropathy

FAP stages | and |l

Benson et al, NEJM 2018

Significant benefit of inotersen compared with placebo across all subgroup analyses

Prmary Endpont

Full Anatysis Sot

Val3oMet |

non-Val30Met

Stags 1

Stage 2

Tatamidis/Diflunsal

TTR Mutation
~
T
)
Z ! Disoase Status
£ | Oiseaso Status
Prior Traatment
Primary Encpoir
= TTR Mutation
qQ
3
% Disease Status
=

None

Full Anatysis Set
Vai30Met
non-Val30Met
stape 1

Stags 2

Tatamidis/Ditlurisal

Pnor Traatment

Benson et al, NEJM 2018

None

Difr.
in LSK
- L
11873
P — ! -18.85
D V2127
e Vo142
H
'
° + 2812
H
H
———————— 1 2002
———————— . 2084
+
— 1 -11.68
;
-— e | 1225
H
———————— 1112
:
H
H
———— | 993
H
'
i -15.04
H
H
L ——————]
H
H
- e * -14.7
-0 30 -20 0

-10
Favors inotersen Favors Placebo

Lower
95% C1

-26.43

-28.13

-31.07

-225

-40.22

-29.18

-30.64

-18.23

-21.55

-20.85

-18.17

-28.15

-18.19

-24.45

10

Upper
95% C1
-13.03
-8.58
-11.43
-581
-18.02

-10.85

-11.03

-5.06

-286

-163
-382

0.06

Dift.
P-value

<0.001

<0.001

<0.001

<0.001

<0.001

<0.001

<0.001

<0.001

0.01

Interact.
P-value”

0.035

0.804

0.869

0.406

11



Safety and tolerability

Table 2. Summary of Adverse Events.*

Placebo Inotersen
Event (N=60) (N=112) e
TEAEs more common with inotersen vs

no. o patierts (%) placebo: low platelet count, nausea, chills,

Syadvenconrt () () fever, vomiting, anemia, thrombocytopenia
Event related to trial regiment 23 (38) 87(78)
Any serious adverse event 13 (22) 36 (32)
E"e”‘l’e'm"l o "i:' regiment e 80 Enhanced safety monitoring implemented for
G iti: 0 3 (3)i .
LS L thrombocytopenia and renal parameters, no
Thrombogytopenia 0 2@ additional issues
Deep-vein thrombosis 1(2) 1(<1)
Intracranial hemorrhage 0 1(<1)§
Tubulointerstital nephritis 0 Lihg Patients receiving inotersen should take oral
:“'L”"If”"‘"’e:("b""sm g 1"‘? supplementation of vitamin A per day to
ic st . . ..
rmbolie stroke =l reduce potential risk of ocular toxicity
Myelopathy 0 1(<l)
Death 0 5 (4)

Benson et al, NEJM 2018

Patisiran, an RNAi Therapeutic,
for Hereditary Transthyretin Amyloidosis

D. Adams, A. Gonzalez-Duarte, W.D. O'Riordan, C.-C. Yang, M. Ueda, AV. Kristen, . Tournev, H.H. Schmidt, T. Coelho,
J.L. Berk, K.-P. Lin, G. Vita, S. Attarian, V. Planté-Bordeneuve, M.M. Mezei, J.M. Campistol, J. Buades, T.H. Brannagan IlI,
B.J. Kim, J. Oh, Y. Parman, Y. Sekijima, P.N. Hawkins, S.D. Solomon, M. Polydefkis, P.J. Dyck, P.J. Gandhi, S. Goyal,
J. Chen, A.L. Strahs, S.V. Nochur, M.T. Sweetser, P.P. Garg, A.K. Vaishnaw, J.A. Gollob, and O.B. Suhr

Neuropathy Impairment Score

mNIS+7
(304 points)
(- swo— R
Reflexes (20)
et Patisiran Primary Endpoint
Patient Population 0.3 mg/kg IV « Change in mNIS+7 from § -
+ hATTR amyloidosis: z q3W baseline at 18 months 8 QST (80)
any TTR mutation, E s
FAP Stage 1 or 2 g Secondary Endpoints £
. 8 Norfolk QOL-DN g
*Newological 2 NIS-weakness
impairment score S
(NIS) of 5130 3 R-ODS H
T 10-meter walk 2
* Prior tetramer Placebo mBMI g — Motor
stabilizer use IV q3W @ strength/weakness
oo COMPASS-31 : (192)
2 _|
ClinicalTrials.gov identifier: NCTDIOGBM
o=

lefe the study m
study (APOLLO-OLE,

Adams et al, NEJM 2018




Enrollment and disposition of patients

225 Patients underwent randomization

|

Y

77 Were assigned to receive placebo

148 Were assigned to receive patisiran

29 (38%) Discontinued
trial regimen
7 (9%) Had adverse event
4 (5%) Died
4 (5%) Had progressive
disease -
2 (3%) Were withdrawn
by physician
12 (16%) Withdrew
22 (29%) Were withdrawn
from the trial

11 (7%) Discontinued
trial regimen
3 (2%) Had adverse event
5 (3%) Died
1 (<1%) Had progressive
- disease
1 (<1%) Had protocol
violation
1 (<1%) Withdrew
10 (7%) Were withdrawn
from the trial

1

55 (71%) Completed trial

138 (93%) Completed trial

Adams et al, NEJM 2018

Adams et al, NEJM 2018

Baseline demographic and clinical characteristics of the patients

Characteristic
Median age (range) — yr
Male sex — no. (%)

Median time since diagnosis of hereditary transthyretin
amyloidosis (range) —yr

TTR genotype — no. (%)
V3OM
With onset of disease before 50yr of age
Non-V30M{
Previous use of tetramer stabilizer — no. (%)
FAP stage — no. (%)
1: unimpaired ambulation
2: assistance with ambulation
3: wheelchair-bound or bedridden
New York Heart Association class — no. (%)
I
I

Placebo Patisiran Total

(N=77) (N=148) (N=225)
63 (34-80) 62 (24-83) 62 (24-83)

58 (75) 109 (74) 167 (74)

14 (0.0-165)  13(0.0-21.0) 1.4 (0.0-21.0)

40 (52) 56 (38) 96 (43)
10 (13) 13 (9) 23 (10)
37 (48) 92 (62) 129 (57)
3 119 (53)

37 (48) 67 (45) 104 (46)
39 (51) 81 (55) 120 (53)
1(1) 0 1(<1)
40 (52) 70 (47) 110 (49)
36 (47) 77 (52) 113 (50)

13



Reduction in Serum TIR Levels Was Rapid and Sustained over 18 Months in the

A Serum Transthyretin
10+

APOLLO Study

1o
P =
TTT

304
404
504
604
704

Mean Change in Serum
Transthyretin (%)

804
_ap-
-1004—7—

T —

-2

L

Patisiran ?

Weeks

r— 1 T T 1 T T T T T T T T T T T T T T T T T T T 1
9 12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 8l

Mean reduction of serum TIR level after 18 months’ patisiran treatment was 84 %

Adams et al, NEJM 2018

Patisiran Treatment Improved the Primary Endpoint mNIS+7 from Baseline to

Month 18
mNIS+7
35+ 28.0£2.6
Difference at 18 mo (N=51)
g 30| (patisiran—placebo):
2 25| -34.0:30 Placebo
= P<0.001
= 20 14.0:2.1
s (N=67
L)
=2 159
3 E 104
L —
= 5
[
< 0-f--—- S - 1 ¢ =3
b 137)
- 5
10 (N=141) Patisiran
Baseline 9 Mo 12 Mo

Patients (%)

1004
90+
80+

Odds ratio with patisiran, 39.9 (95% Cl, 11.0-144.4)
P<0.001

70 56
60 (95% Cl, 48—64)
50
40
30
20
4
104 (95% Cl, 0-8)
o |
Placebo Patisiran

Improvement in mNIS+7

Improvement in mNIS+7 score at 18 months
was consistent across all subgroups,

significantly favoring patisiran

Approved by FDA and EMA for hereditary ATIR polyneuropathy FAP stages | and I

Adams et al, NEJM 2018
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All secondary endpoints were significantly improved with patisiran compared with placebo

C Norfolk QOL-DN Score
204 14427
Difference at 18 mo (N=48)
(patisiran-placebo):
139 211.31
P<0.001

75522 Placebo
(N=65)

6718
(N=136)

Least-Squares Mean Change
in Norfolk QOL-DN Score

Patisiran

Baseline 9 Mo 18 Mo

End Point
Secondary end points in the modified ITT population*
No. of patients
Modified BMIY
Mean (+5SD) baseline value
Least-squares rmean (+SE) change from baseline at 18 mo
Composite Autonomic Symptom Score 31|
Mean (+5D) baseline score

Least-squares mean (+SE) change from baseline at 18 mo

Odds ratio with patisiran, 10.0 (95% CI, 4.4-22.5)

1

51
(95% Cl, 43-59)

10
(95% Cl, 4-17)

Placebo

77

989.9+214.2
-119.4+14.5

30.3+16.4
2.2+19

Patisiran (Patisiran — Placebo) P Value
148
969.7+210.5
-3.749.6 115.7+16.9 <0.001
30.6+17.6
-5.3x13 -7.5£2.2 <0.001

Placebo Patisiran

Improvement in Norfolk QOL-DN Score

Least-Squares Mean
Difference

Adams et al, NEJM 2018

Effects of Patisiran, an RNA Interference
Therapeutic, on Cardiac Parameters in Patients With

Mean LV Wall Thickness (mm)

(P=0.017) Hereditary Transthyretin-Mediated Amyloidosis
Analysis of the APOLLO Study
£ i it il
g -0.1}(0.33)
=
3
® 100+ Increased NT-proBNP:
.E 1.0l0.19 >30% + >300 mg/L increase from baseline at 18 months
@ T ) \ ) Decreased NT-proBNP:
3 Patisiran Placebo < a5 >30% + 2300 mg/L decrease from baseline at 18 months
b o 58.3
® Global Longitudinal Strain (%) )
2 (P=0.015) o 501 L
o 20 > 417
2 15 1,46-|'(U,48) § N -
= 1 211
§ 10 J &‘;
E 0.5
= o.ua;m.za) o4 . . 0.0
s m=== "= Increased Stable Decreased
Patisiran Placebo [l Patisiran [ Placebo

Solomon et al, Circulation 2018
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Table 3. Safety and Side Effects.
Placebo Patisiran
Event (N=77) (N=148)
no. of patients (%)
Any adverse event 75 (97) 143 (97)
Adverse events occurring in 210% of pa-
tients in either group
Diarthea 29 (38) 55 (37)
Edema, peripheral 17 (22) 44 30)
Fall 22 (29) 25 (17)
Nausea 16 (21) 22 (15)
Infusion-related reaction 7(9) 28 (19)
Constipation 13 (17) 22 (15)
Urinary tract infection 14 (18) 19 (13)
Dizziness 11 (14) 19 (13)
Fatigue 3 (10) 18 (12)
Headache 9 (12) 16 (1)
Cough 9 (12) 15 (10)
Vomiting 3(10) 15 (10)
Asthenia 5(12) 14 (9)
Insomnia 7(9) 15 (10)
Nasopharyngitis 6(8) 15 (10)
Pain in extremity 3 (10) 1007)
Muscular weakness 11 (14) 5(3)
Anemia 3 (10) 3@
Syncope 3 (10) 3@
Adverse event leading to discontinuation 11(14) 7(5)
of the trial regimen
Adverse event leading to withdrawal from 9(12) 7(5)
the trial
Death 6(3) 7(5)
Any serious adverse event 31 (40) 54 (3§)
Any severe adverse event 28 (36) 42 (28)

Adams et al, NEJM 2018

Safety and tolerability

Maijority of AEs were mild or moderate in severity

+ Most frequent AEs in patisiran-treated patients
were peripheral edema (29.7%) and IRRs (18.9%);
an IRR led to discontinuation of 1 patient (0.7%)

In patients experiencing an IRR, the majority
experienced the first IRR within the first two infusions

To reduce the risk of IRRs, patients should receive
premedications on the day of patisiran infusion, at
least 60 minutes prior to start of infusion

Patients receiving patisiran should take oral
supplementation vitamin A per day fo reduce
potential risk of ocular toxicity

Present and future investigational drugs

Suppression of the synthesis

¢ Liver transplantation

¢ Gene silencing (siRNA, ASO)

¢ Second generation siRNA and ASO

Tetramer stabilizers Amyloid fibril

e Tafamidis degradation/reabsorption
e Diflunisal *  Anti-TTR misfolded

* SOMO0226 (Tolcapone) + Doxycycline + TUDCA

e AGIO —

Folded full length

Truncated monomer
(49-127)

o~
—~F
T misfolding
é
Misfolded
monomer

monomer
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