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Background
Hereditary Transthyretin-Mediated (hATTR) Amyloidosis, Also Known As
ATTRv Amyloidosis

 Rare, rapidly progressive, debilitating, and potentially fatal disease caused by a variant in the TTR genel=
— Multisystem disease; majority of patients develop a mixed phenotype of both polyneuropathy and cardiomyopathy®-°

— Affects ~50,000 people worldwide?; median survival of 4.7 years following diagnosis, with a reduced survival of 3.4 years for
patients presenting with cardiomyopathy1°-13

Patisiran

e Lipid nanoparticle-delivered RNAI therapeutic that reduces serum TTR levels by inhibiting hepatic synthesis of the
disease-causing variant and wild-type (wt) TTR proteins4-15

— Inthe Phase 3 APOLLO study, patisiran demonstrated improvements on the primary endpoint mNIS+7 and all secondary
endpoints vs placebo with a positive benefit:risk profile in patients with hATTR amyloidosis with polyneuropathy?

— Patients who met eligibility criteria from the Phase 2 OLE and APOLLO studies were able to roll over into the multicenter,
international, open-label extension (OLE) study to evaluate the long-term safety and efficacy of patisiran

— Patisiran is approved in >30 countries for the treatment of hATTR amyloidosis with polyneuropathy?16-21

aSpecific indications vary by country/region

ATTRYy, hereditary transthyretin (v for variant); hATTR, hereditary transthyretin-mediated; OLE, open-label extension; QOL, quality of life; RNAI, ribonucleic acid interference; TTR, transthyretin; wt, wild-type
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Background
Neurofilament Light Chain

* Neurofilament light chain (NfL) has been described extensively as a biomarker of neuronal injury across central
nervous system diseases!— and peripheral nervous system diseases®2

— Elevation of NfL has been identified in blood and thought to be released into circulation from damaged neurons, thus
making it a proximal biomarker for early nerve damage®1°

— Recent publications identified NfL as a potential biomarker of neuronal injury in hATTR amyloidosis!-12

Presentation objectives:
» Assess the longitudinal changes of NfL levels in patients with hATTR amyloidosis with polyneuropathy from

APOLLO
who have rolled over into the Global OLE
« Evaluate the potential for NfL to serve as a biomarker of neuronal damage in patients with hATTR amyloidosis

with cardiomyopathy

hATTR, hereditary transthyretin-mediated; NfL, neurofilament light chain; OLE, open-label extension
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Methods

Study Design and Plasma Measurements NfL Sample
Collection Time
Points
(hATTR amyloidosis with polyneuropathy) >
patisiran 0.3 mg/kg 1V g3w for 18 months (n=136)
placebo g3w for 18 months (n=53)
Global OLE APOLLO-Patisiran (n=92)
(hATTR amyloidosis with polyneuropathy) 12 months T
patisiran (APOLLO) — patisiran (Global OLE) (total 30 months patisiran)

Global OLE APOLLO-Placebo (n=31)

(hATTR amyloidosis with polyneuropathy) I 12 morr:ths e
placebo (APOLLO) — patisiran (Global OLE) (total 12 months patisiran) NFfL
Assessment
ENDEAVOUR Phase 3 Study (n=131) Baseline R
(hATTR amyloidosis with cardiomyopathy)
Healthy Controls (n=57) Baseline

v

(matched to APOLLO patients
baseline demographics)

4 hATTR, hereditary transthyretin-mediated; IV, intravenous; NfL, neurofilament light chain; OLE, open-label extension; q3w, every three weeks



Results
NfL Levels Are Elevated in Patients with hATTR Amyloidosis with Polyneuropathy

Patients with hATTR amyloidosis with polyneuropathy

exhibited > 4-fold higher plasma NfL at baseline
relative to healthy controls (p<0.0001 log, scale)

In APOLLO, patients randomized to placebo exhibited

significantly elevated NfL levels at 18 months
relative to baseline (p<0.001)

In APOLLO, patients randomized to patisiran

exhibited significantly decreased NfL levels at 18

months relative to baseline (p<0.001)

hATTR, hereditary transthyretin-mediated; NfL, neurofilament light chain

Levels of NfL in Healthy Controls (Grey) and
Placebo- (Magenta) or Patisiran- ( ) Treated
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Numbers represent mean NfL levels; boxplots show the first quartile, median, and third quartile of the data; the
whiskers are the minimum and maximum values within 1.5x the interquartile range



Results
Elevated NfL Levels in Patients with hATTR Amyloidosis with Polyneuropathy

 Athreshold of 37 pg/mL for plasma NfL is suggested by the data (true positive rate=84.9%; false positive rate=3.7%) to
distinguish between healthy controls and patients with hATTR amyloidosis with polyneuropathy
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Receiver Operator Curve (ROC) Analysis Histogram of NfL Levels in Healthy Controls (Grey) or APOLLO Patients
Using Levels of NfL in Healthy Controls or at Baseline ( ; Regardless of Subsequent Treatment); the Proposed
APOLLO Patients at Baseline (Regardless of Threshold to Differentiate between the Two Populations, 37 pg/mL NfL, Is
Subsequent Treatment) Shown by a

AUC, area under the curve; hATTR, hereditary transthyretin-mediated; NfL, neurofilament light chain; ROC, receiver operator curve



Results
Improvement in Polyneuropathy Following Patisiran Treatment in the Global OLE

After 12 months of additional patisiran
treatment in the Global OLE, APOLLO-
patisiran patients demonstrated durable
iImprovement in neuropathy versus
their parent-study baselines, as seen
by mean negative change from baseline
in modified neuropathy impairment
score+7 (MNIS+7)

Rapid trajectory of polyneuropathy
progression among the APOLLO-
placebo patients halted once patisiran
treatment was initiated in the Global
OLE, with an improvement in mNIS+7
score over the 12 months they
received patisiran in the Global OLE

Warse

Better

Mean (£SEM) mNIS+7 Change

mNIS+7, modified neuropathy impairment score+7; OLE, open-label extension; SEM, standard error of the mean.

from Baseline

Integrated Change in mNIS+7 from APOLLO and

Global OLE
35 - :
30 - -e—-APOLLO-placebo
25 -
20 -
15 -
10 -
S 1n=77
0 1- ittt il R Rl
5 fn=148 _ A
n=137 n=120
-10 T T ] T
Baseline Month 9 Month 18/ Month 30/
OLE Baseline OLE 12 Months

APOLLO Global OLE



Results
NfL Decreases in Patients who Switch from Placebo to Patisiran in the Global OLE

 NfL levels remained steady after 12 months in the Global OLE for the APOLLO-patisiran patients
(mean 48.8 pg/mL vs 50.0 pg/mL)
 NfL levels decreased significantly after 12 months of patisiran treatment in the APOLLO-placebo patients
(mean 99.5 pg/mL vs 65.6 pg/mL; p-value<0.001)
Integrated Change in NfL from APOLLO and Global Plasma NfL Levels of Healthy Controls and Patients from

OLE Studies at Baseline, Month 18, and Month 302 the APOLLO and Global OLE Studies at Baseline, 18
: Months, and 30 Months?
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Numbers represent mean NfL levels; boxplots show the first quartile, median, and third quartile of the data; the

20ne individual with NfL levels of 747 pg/mL at 18 months and a cerebral stroke at 17 months was excluded from the analysis
whiskers are the minimum and maximum values within 1.5x the interquartile range

NfL, neurofilament light chain; OLE, open-label extension; SEM, standard error of the mean



Results
NfL Levels in Patients with hATTR Amyloidosis with Cardiomyopathy

NfL levels were measured at baseline in patients

enrolled in a Phase 3 study of hATTR
amyloidosis with cardiomyopathy
(ENDEAVOUR)

Levels of NfL were significantly elevated in
these patients relative to healthy controls
(mean 54.1 pg/mL vs 16.3 pg/mL; p<0.001)

hATTR, hereditary transthyretin-mediated; NfL, neurofilament light chain

Levels of NfL in Healthy Controls, APOLLO,
and ENDEAVOUR Patients at Baseline
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Numbers represent mean NfL levels; boxplots show the first quartile, median, and third
quartile of the data; the whiskers are the minimum and maximum values within 1.5x the
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Conclusions

« NfLis awell-described biomarker for neuronal damage and may serve as a biomarker of nerve damage
and polyneuropathy resulting from TTR amyloid deposition

o Patisiran treatment lowers levels of NfL in patients with hATTR amyloidosis with polyneuropathy,
though not back to levels observed in healthy controls
— Degree of NfL lowering is sustained following the initial reduction observed upon treatment

initiation and remains consistent over the duration of treatment

« Patients initially enrolled in the APOLLO-placebo group demonstrated a lowering of NfL levels once they
began receiving patisiran treatment during the Global OLE, though the reduction was not to the same
level observed in patients receiving patisiran earlier in their disease course

 Elevated NfL levels were also observed in patients with hATTR amyloidosis with cardiomyopathy
relative to healthy controls, suggesting presence of nerve damage, regardless of predominant
manifestation

« This analysis may further establish NfL as a potential biomarker of neuronal injury in hATTR amyloidosis

hATTR, hereditary transthyretin-mediated; NfL, neurofilament light chain; OLE, open-label extension; TTR, transthyretin
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