Impact of Hereditary Transthyretin-Mediated Amyloidosis on Daily Living and Work Productivity: Baseline
Results from APOLLO

John Berk?!, Hollis Lin2, Sonalee Agarwal?, Madeline Merkel?3, Jared Gollob?, Ariel Berger#, Surbhi Shah?4, Hankyul Kim4, Teresa Coelho®, Ole B. Suhré, David Adams’

1Boston University, Boston, United States, 2Alnylam Pharmaceuticals, Inc., Cambridge, United States, 3Northeastern University, Boston, United States, *Real-World Evidence, Evidera, Inc., Waltham, United States, *Hospital de Santo Anténio, Centro Hospitalar do Porto, Porto, Portugal, 8Umea University Hospital,
Umed, Sweden, "National Reference Center for FAP (NNERF)/APHP/ INSERM U 1195/CHU Bicétre, Le Kremlin-Bicétre, France

Background and Rationale

Hereditary Transthyretin-Mediated (hATTR) Amyloidosis

* Rare, inherited, rapidly progressive, life-threatening disease caused by a mutation in the transthyretin (TTR) gene that results in misfolded TTR proteins, which accumulate as amyloid deposits leading to
significant morbidity and disability

« Multi-systemic amyloid accumulation often leads to dysfunction in multiple organs, including the peripheral nervous system, heart, gastrointestinal tract, and kidneys?

« Accumulation of fibrils in nerves can lead to manifestations of polyneuropathy, including peripheral neuropathy, autonomic dysfunction, and motor weakness causing fine and gross motor impairments

« Activity and participation abilities have been studied using the Rasch-built Overall Disability Scale (R-ODS) in hATTR amyloidosis with polyneuropathy and in other neuropathic conditions2-3

Objective
» To describe impairments in activities daily living and work productivity loss among patients with hAATTR amyloidosis and their caregivers, using one of the largest available datasets of patients with this disease

Phase 3 Study Design
APOLLO was a multicenter, international, randomized, double-blind, placebo-controlled study designed to evaluate the efficacy and safety of patisiran in patients with hATTR amyloidosis with polyneuropathy

» Each patient was asked to complete a questionnaire at baseline ascertaining levels of disability, social and functional limitations, patient and caregiver work loss, and receipt of government financial support due
to their illness in the year prior to enroliment

« At baseline, R-ODS was administered to patients to measure activity and social participation limitations; R-ODS contains 24 patient-ranked items on a three-point scale (0, 1, 2) with total scores ranging from 0 to
48 points; lower scores correspond to higher degrees of limitation

Statistical Analysis

» Descriptive statistics, including percentages for categorical variables and means and standard deviations for continuous variables, are presented /

* Wilcoxon two-sample and chi-squared tests were performed to test differences across disease stages, as measured by familial amyloidotic polyneuropathy (FAP) Stage J APOLLO
- Analyses were limited to patients with FAP Stage 1 and FAP Stage 2 disease due to limited sample size of patients with FAP Stage 3

Baseline Demographics Caregiver Ability to Work and Work Attendance
» Median age of APOLLO enrollees (N=225) was 62 years (range 24-83 years); 74% were male, 43% * 12% of caregivers reported limiting work to part-time due to patients’ hATTR amyloidosis
were genotype V30M, and 46%, 53%, and 0.4% of FAP Stage 1, 2, or 3, respectively (Figure 1) symptoms (Figure 5)
Figure 1: Baseline Demographics of APOLLO Enrollees, by FAP Stage* - 13% limited to part-time work vs 12% for those caring for a patient with FAP Stage 1 vs 2,
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* 15% of caregivers could not hold paying jobs due to patients’ hATTR amyloidosis symptoms
Characteristic APOLLO Population FAP Stage 1 FAP Stage 2 - Inability to hold a paying job rose from 6% to 22% for those caring for a patient with FAP Stage 1
(N=225) (N=104) (N=120) disease vs FAP Stage 2 (p<0.0001)
Median Age, years (range) 62 (24, 83) 60 (24,80) 65 (34, 83) + Caregivers lost about 3 work weeks/year across FAP Stage 1 and 2 (p=0.22)
Gender, males 167 (74.2) 76 (73.1) 90 (75.0) Figure 5: Impact of hATTR Amyloidosis on Caregivers’ Ability to Work
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NIS Activity and Participation Abilities as Measured by the R-ODS
Mean (min, max) 59.3 (6.0, 141.6) 34.4 (6.0, 115.3) 80.7 (19.5, 141.6) « Patients reported some difficulty performing lower intensity tasks, such as reading a newspaper or
<50 97 (43.1) 82 (78.9) 15 (12.5) book_(27%) and eating (30%); majority_ were t_JnabI_e to perform more difficult_tasks, such as
dancing (59%), standing for a long period of time (i.e., hours) (63%), or running (76%) (Figure 6)
250 - <100 96 (42.7) 20 (19.2) 75 (62.5) - Number of tasks and activities that = 50% of patients were unable to perform increased
>100 32 (14.2) 2 (1.9) 30 (25.0) between FAP Stage 1 and FAP Stage 2
Cardiac Subpopulation*™ o FAP Stage 1: 53% unable to run _ _
o FAP Stage 2: 50% unable to travel by public transportation, carry and put down a heavy
NYHA Class | 50 (39.7) 27 (49.1) 23 (32.4) object (75%), dance (85%), stand for hours (86%), and run (96%)
NYHA Class I 76 (60.3) 28 (50.9) 48 (67.6) Figure 6: R-ODS Results in APOLLO, Stratified by FAP Stage
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* 69% of patients reported being unable to work (Figure 2) Brush your teeth’
* Ability to work and requirement for assistance to live independently was associated with FAP Stage, Wash upper body?
increasing from 47% unable to work to 87% between FAP Stage 1 and 2 Siton a toilet?
Figure 2: Patients’ Functional Status and Ability to Work by FAP Stage ke a sanduieh?
Functional Status \ 3 '\DAr/ess Hpper body?
ash lower body?
40 - 38% { 39%, 9, 20% \ Unable to Work Move a chair?
100 - Turn a key in a lock?
30 4 B Overall 87% Go to the general practitioner?
HFAP 1 80 Take a shower?

Do the dishes?

W FAP 2

(o2}
o

Do the shopping?

12% Catch an object?

N
o

Bend and pick up an object?

Walk one flight of stairs?

N
o

Percent (%) of Respondents
N
(@)

Travel by public transportation?

Percent (%) of Population

Able towork full  Able to work part ~ Unable to work Unable to work Unable to work 0 Walk and avoid obstacles?
time time No assistance Some assistance  Significant/full-time
No special care No special care needed needed assistance needed Walk outdoor < 1 km? |
needed needed Carry and put down a heavy object?

Dance?
Stand for hours?

Run?

Work Attendance and Need for Government Compensation
+ Patients reported an average of 39 work days lost in the year prior to enrollment (Figure 3) - - 1 - o ; !
0% 50% 100% 0% 50% 100% 0% 50% 100%

- Lost workdays numerically increased from 24 to 63 days in FAP Stage 1 vs 2 (p=0.061)
« 24% of patients received government compensation due to their iliness (Figure 4) Percent of Respondents

- Need for government compensation increased from 18% to 30% in FAP Stage 1 vs 2 (p=0.03)

Figure 3: Patients’ Work Loss Figure 4: Need for Government Compensation
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