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BACKGROUND RESULTS'
« Transthyretin amyloidosis (ATTR) is often associated with cardiovascular (CV) Table 1. Baseline Demographics and Comorbidities During 1-year Pre-index Period Table 2. Evidence of Cardiovascular Conditions Within 3 Years Prior to ATTR Diagnosis or Index Date
involvement, with CV symptoms occurring sometimes years before diagnosis'?
ST . . . Matched DF Matched DF Matched DF Matched DF Matched DF
- CV symptoms a_re often m_ISdIa_gnosed 22 _cardlac conditions that are common in the ﬁLI'TRZ Controls? P Value 'ﬂ;r:z Controls? P Value r?—TsTng Controls? P Value r?—TsTng Controls? P Value ﬁ;r;:z Controls? P Value
general population, especially in older patients3-5 =55 N=552 = N=552 = N=552 = N=552 = N=552
* Identifying the CV symptoms commonly associated with ATTR could increase earlier Age, year, mean (SD) 78.3 (6.3) 78.3 (6.3) n/ab Aortic Stenosis Congestive Heart Failure Restrictive Cardiomyopathy Atrial Fibrillation/Flutter
: : : : : : : : 68-69, n (%) 29 (5.3) 29 (5.3) n/ab N (%) 143 (25.9) 87 (15.8)  <0.001 348 (63.0) 121(21.9)  <0.001 63 (11.4) 18 (3.3) <0.001 267 (48.4) 128 (23.2)  <0.001
diagnosis and intervention, which are essential for prognosis as treatment is most o4 NG TN First evidence occurred <0.001 <0.001 <0.001 <0.001
effective when started at early stages of the disease’ 7584 281 (50.9) 281 (50.9) No evidence 400 (74.1) 465 (84.2) 204 (37.0)  431(78.1) 489 (88.6) 534 (96.7) 285(51.6) 424 (76.8)
» The study’s aim was to examine CV symptom manifestation and healthcare use leading 85+ 93 (16.8) 93 (16.8) Pre Y1 50 E9-1; 21 23-8; 133((24-1)) 25 24-5; 15 EZ-7§ : 70 ((12-7)) 18 E3-3;
- - : SR . Pre Y2 40 (7.2 23 (4.2 73 (13.2 31 (5.6 11 (2.0 - 43 (7.8 20 (3.6
up to an ATTR diagnosis among Medicare beneficiaries in the US Female, r: (%) 196 (35.5) 196 (35.5) n/aP Pre Y3 53 (9.6) 43 (7.8) 142 (25.7) 65 (11.8) 37 (6.7) 15 (2.7) 154 (27.9) 90 (16.3)
Race,- n (%) <0.001 Hypertrophic Cardiomyopathy Ventricular Hypertrophy AV Block/Bradycardia Dyspnea
White 463 (83.9) 505 (91.5) N (%) 44 (8.0) --b <0.001 = 248 (44.9) 81 (14.7)  <0.001 146 (26.4) 97 (17.6)  <0.001 396 (71.7) 208 (37.7)  <0.001
Black 67 (12.1) 30 (5.4) First evidence occurred <0.001 <0.001 0.002 <0.001
Other/Unknown 22 (4.0) 17 (3.1) No evidence 508 (92.0) 546 (98.9) 304 (55.1) 471 (85.3) 406 (73.6) 455 (82.4) 156 (28.3) 344 (62.3)
Study Design and Data Source Region n/aP Pre Y1 26 (4.7) ——: 118 (21.4) 27 (4.9) 33 (6.0) 14 (2.5) 126 (22.8) 58 (10.5)
Retrospective analysis using claims data from the 100% Medicare Research Identifiable Midwest 149 (27.0) 149 (27.0) Pre Y2 11(2.0) - 58 (10.5) 26 (4.7) 36 (6.5) 29 (5.3) 100 (18.1) 66 (12.0)
P v ysIs us| gF||eIS from 1/1/2011 12/31/?018 ! d Northeast 163 (29.5) 163 (29.5) Pre Y3 --b --b 72 (13.0) 28 (5.1) 77 (13.9) 54 (9.8) 170 (30.8) 84 (15.2)
- Edema Hypotension Chest Pain Coronary Artery Disease
3\7::? 1926((127664)) 19446((1276'0‘;) N (%) 279 (50.5) 121(21.9)  <0.001 114 (20.7) 62(11.2)  <0.001 231 (41.8) 142 (25.7)  <0.001 207 (37.5) 163 (29.5)  0.005
. . ) o ' ' First evidence occurred <0.001 <0.001 <0.001 0.015
' Patient Identification Charlson comorbidity index, mean (SD) 3.1(2.5) 2.0 (2.4) <0.001 No evidence 273 (49.5) 431 (78.1) 438 (79.3) 490 (88.8) 321(58.2) 410 (74.3) 345 (62.5) 389 (70.5)
Inclusion criteria Number of chronic conditions, mean (SD) 5.4 (2.0) 4.3 (2.0) <0.001 Pre Y1 91 (16.5) 32 (5.8) 51 (9.2) 25 (4.5) 100 (18.1) 52 (9.4) 22 (4.0) 11 (2.0)
R Patlents >68 yearS neW|y dlagnosed W|th ATTR |dent|f|ed US|ng a Clalms_based ;ATTR: trans’_[hyretin-mediated amyloidosis; SD: standard deviation. Pre Y2 90 (163) 36 (65) 41 (74) 22 (40) 71 (129) 49 (89) 33 (60) 21 (38)
algori thm_as o llows: - Matohad ety 2eeer: resten: Pre Y3 98 (17.8) 53 (9.6) 22 (4.0) 15 (2.7) 60 (10.9) 41 (7.4) 152 (27.5) 131 (23.7)
. Myocardial Infarction
— Diagnosis required =1 inpatient or =22 outpatient claims with ATTR ICD-10- N (%) 80 (14.5) 34 (6.2) <0.001
_ : First evidence occurred <0.001
CM che (.E85'1’ E85_'2’ E85'8.2) between 2016 2018 (ID period) or othe_r Baseline Demographics and Comorbidity During 1-year Pre-Index Period (Table 1) No evidence 472 (85.5) 518 (93.8)
amyloidosis form during ID period plus the following between 2011-2018: o -~ Bro Y4 =g 14 (2.5
o1 olai . . . _ - Among the 552 matched ATTR-control pairs identified, mean (SD) age was 78.3 2 D) )
— 21 claim for congestive heart failure (CHF), cardiomyopathy or neuropathy; and no 6.3 d 64.5% | Pre Y2 26 (4.7) 11 (2.0)
chemotherapy, stem cell transplant, or light-chain amyloidosis claims (6.3) an -070 WEIE male Pre Y3 11 (2.0) --b
- StUdy index date was date of first amyloidosis claimin ID period * Mean (SD) CCl was higher among ATTR patients vs. controls: 3.1 (25) VS. PJTth:]tr:ms'::yretin-megiated amyloidosis; AV: atrioventricular; DF: disease-free; Y: year.
atched with age, gender, region
_ PatientS had ContinUOUS enrollment in fee'for'serVice Medicare (Part A/Part 20 (24) b Reported per Centers for Medicare and Medicaid Services (CMS) cell size suppression policy (frequency <11).
B) and in Medicare Part D for 3 years pre-index (look-back period) Selected CV Conditions and Healthcare Utilization During 3-Year Look-Back Period
Exclusion criteria _ _ «All of the selected CV conditions were more common among ATTR patients vs. Figure 1. First Observed Evidence of Cardiovascular Conditions Within 3 Years Prior to ATTR Diagnosis
* Evidence of amyloidosis during look-back period (ICD-9 or ICD-10 codes) or controls during the look-back period compared to controls (Table 2)
evidence of dementia at any time in the study period _ Dyspnea (71.7% vs. 37.7%), CHF (63.0% vs. 21.9%), edema (50.5% vs. 21.9%), A B C
O 0O Disease-free Control Group atrial fibrillation/flutter (48.4% vs. 23.2%), ventricular hypertrophy 10 - 1 1.0 10
(o) o)
M « To serve as a reference group, an ATTR-free cohort was created from a 5% (44.9% vs. 14'_7 /o) were the most Tre.quent o
. random sample of Medicare enrollees who, during the study period, had no — All observed differences were statistically significant (p<0.05) i * "
diagnosis of amyloidosis — For patients with ATTR, manifestation of the selected CV conditions was common s s z.. ,,f/ z
— ATTR-free patients were matched 1:1 to patients with ATTR based on age, more than 2 years prior to diagnosis of ATTR 2 - 3 I s
- (Figure 1A, 1B, 1C) ¢ - i I -
gender, region 9 , 1B, & 04 | s el E 04 -
- ATTR-free patients were assigned the same index date and had the same — Initial CV manifestation before ATTR diagnosis occurred earliest for coronary artery g e “ i,rf” - - e R L
enroliment requirements as the matched ATTR patients disease (943.9 days; interquartile mean) and atrial fibrillation/flutter (809.2 days) 02- — — -J:r:__ —— | ;f T i) S g
(results not shown) g’_if__;_ﬁi—f—* R L T / e o e
2 Study Measures - Hospitalization (54.0% vs. 35.5%), ED visits (56.0% vs. 43.5%) and cardiac imaging 00- — == 1l e ool feororo "
=] - Demographics and Charlson comorbidity index (CCIl) measured 1-year pre- (81.7% vs. 48.2%) were also more frequent among ATTR patients vs. controls Pre Year 3 Pre Year 2 Pre Year1  Dx Date Pre Year 3 Pre Year 2 Pre Year1  Dx Date Pre Yoar 3 Pre Yoar 2 PreYear1  DxDate
v index — CV-related hospitalization (29.7% vs. 11.4%) and CV-related ED visits (22.8% vs.  Cardiovascular Conditon o R T e
- Occurrence (first and any observed) of selected CV conditions and of 13.0%) were also more frequent among ATTR patients (results not displayed) Eiﬁfe:af’:% . ﬂﬂiﬁﬁ&;ﬁ%‘?ﬁ@ww
Festrictive cardiamyapat] Ventricular hypertrop |
healthcare utilization (all-cause and CV-related hospitalization and emergency
department/ED V|S|tS) measured durlng the 3_year Iook_back perlod ATTR: transthyretin-mediated amyloidosis; Dx: diagnosis. T Results may have changed from those reported in abstract due to changes in measure definitions.
— Selected CV conditions of interest: aortic stenosis, CHF, restrictive
ventricular hypertrophy, atrioventricular (AV) block/bradycardia, dyspnea,
;cilr::zﬁc,):ypotensmn, chest pain, coronary artery disease, myocardial - Our approach to identifying patients with ATTR has not been validated using medical records ~ * Medicare beneficiaries with ATTR have ﬁ?ﬁtthnaﬁ;‘t?c'\"R'g;rfc r?ml_pl_lgy?/veri o Siggiﬂihé@fﬁicea o . Gertz M, et al. BMC Fam Pract. 2020;21:198.
C\orel lioat . o ED visit claim with & ori - The 3-year look-back period limited our ability to examine earlier manifestations of disease; considerable CV disease burden in the 3 perform this research. 2. Banypersad SM, et al. J Am Heart Assoc.
- -related utilization defined by an inpatient or ED visit claim with a primary : . . years prior to diagnosis - JP: Advisory board fees: Akcea 2012;1:e000364.
diagnosis code for a CV condition (CV condition broadly defined to include NERERUEN, Ul [IEMEN WS ENSER I e o EMSUE EM EREGUED SETRE Sl
: : : : . . isti - IN: Financial: Pfizer, Ak d Eidos; Grants: Pfizer. - - : 1357-
syncope, stroke, and hemorrhages in addition to the above selection of CV - The study sample had a low representation of patients with the wild-type amyloidosis I(;\\c;rease? awarenesls %f fharalc?terlstlc Consmgﬁapﬁz ;eéidosc,e/ikiga, ;ngsAln;?anms izer 3. Maurer MS, et al. Circulation. 2017;135(4):1357-1377.
conditions) (ATTRwt) code, as would be expected given recent availability of this code for administrative di Symp om;, may eta. to eartl_er - NF: Consulting/Speakers: honoraria-Akcea, Alnylam, 4. Rapezzi C, et al. Circulation. 2009;120(13):1203-1212.
coding in claims with respect to study period 1aghosis and prompt intervention Piizer; Research support/clinical trial participation: Akcea, 5. Hawkins PN, et al. Ann Med. 2015:47(8):625-638.
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