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Medical Use of Training Materials Disclaimer

• This information is provided by Pfizer Global Medical to help healthcare professionals 
better understand the latest developments in related disease areas.

• This information is intended for health care professionals only for learning purposes and 
should not be forwarded to non-medical professionals.

• This document does not replace professional medical guidance in any way and is also 
considered a diagnosis and treatment recommendation.

• When medical professionals prescribe any drug involved in the document, please strictly 
follow the instructions for use approved for the drug in China.
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Introduction to ATTR-CM

3

ATTR cardiomyopathy (ATTR-CM) is a fatal disease caused by transthyretin amyloid fibrils that deposit in the 
myocardium, disrupting cardiac structure and function1,2

In untreated patients with ATTR-CM, median survival from diagnosis is: 
~2.5 years in patients with the most common cardiac hereditary* (variant; v) form of disease (ATTRv-CM)3–5, and 

~3.6 years in patients with wild-type (wt) disease (ATTRwt-CM)4,6

ATTR-ACT: LTE interim analysis – ‘continuous tafamidis’ vs ‘placebo to tafamidis’

Liver

Amyloidogenic TTR cascade1,2

Amyloid fibril formation
Misfolded monomers 

aggregate into amyloid fibrils

Deposition of fibrilsTTR
Secreted as a tetramer

TTR dissociation
Tetramer dissociates 

into monomers

The international, multicenter, double-blind, placebo-controlled, randomized 
Tafamidis in Transthyretin Cardiomyopathy Clinical Trial (ATTR-ACT) shown tafamidis, a selective TTR stabilizer that 

prevents tetramer dissociation and amyloidogenesis7 , reduced mortality and functional decline in patients with ATTR-CM8

*Val122Ile mutation. ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTR-CM, transthyretin amyloid cardiomyopathy; 
ATTRv-CM, hereditary ATTR-CM; ATTRwt-CM, wild-type ATTR-CM; LTE, long-term extension; TTR, transthyretin. 1. Nativi-Nicolau J, et al. Curr 
Opin Cardiol 2018;33:571‒9; 2. Ruberg FL, et al. J Am Coll Cardiol 2019;73:2872–91; 3. Gillmore JD, et al. Eur Heart J 2018;39:2799–806; 4. 
Ruberg FL et al. Am Heart J 2012;164:222–8.e1; 5. Givens RC, et al. Aging Health 2013;9:229–35; 6. Grogan M, et al. J Am Coll Cardiol
2016;68(10):1014‒20; 7. Waddington Cruz M, et al. Neurol Ther 2015;4:61–79; 8. Maurer MS, et al. N Engl J Med 2018;379:1007–16.
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ATTR-ACT1

ATTR-ACT, Transthyretin Amyloidosis Cardiomyopathy Clinical Trial; ATTR-CM, transthyretin amyloid cardiomyopathy; ATTRv-CM, hereditary 
ATTR-CM; ATTRwt-CM, wild-type ATTR-CM; HF, heart failure; LTE, long-term extension; NT-proBNP, N-terminal pro-B-type natriuretic peptide; 
NYHA, New York Heart Association; QD, once daily; TTR, transthyretin.1. Maurer MS, et al. N Engl J Med 2018;379:1007–16; 2. Damy T, et al. 
Eur J Heart Fail 2021;23:277–85; 3. Elliott M, et al. Circ Heart Fail 2021; doi: 10.1161/CIRCHEARTFAILURE.120.008193 (Epub ahead of print).

  
  

ATTR-ACT: LTE interim analysis – ‘continuous tafamidis’ vs ‘placebo to tafamidis’

Key inclusion criteria1

• Patients aged ≥18 and ≤90 years with 
ATTR-CM (ATTRv-CM or ATTRwt-CM) and a medical 
history of heart failure (HF)

• ≥1 prior hospitalization due to HF, or clinical signs and 
symptoms associated with HF

• End-diastolic intraventricular septal wall thickness >12 
mm seen in echocardiography

• N-terminal pro-B-type natriuretic peptide 
(NT-proBNP) concentration ≥600 pg/mL

Key exclusion criteria1

• Prior treatment with tafamidis
• HF not due to ATTR-CM 
• New York Heart Association (NYHA) Class IV
• Diagnosis of light-chain amyloidosis 

Tafamidis 
meglumine

80 mg/day (N=176)*

Tafamidis 
meglumine

20 mg/day (N=88)*

ATTR-CM patients
(N=441)

Randomization
2:1:2

Stratified by presence or absence of 
variant TTR genotype and by baseline 

severity of disease (NYHA class)2 Placebo*
(N=177)

Phase 3, multicenter, international, three-arm, parallel-design, placebo-controlled, double-blind, 
randomized study in patients with ATTR-CM (N=441)1

30-month 
treatment 

phase

Tafamidis meglumine reduced mortality and functional decline in patients with ATTR-CM over 30 months1

• Patients who completed ATTR-ACT could enroll in the ongoing long-term extension (LTE) for up to 60 months3
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LTE1

ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; LTE, long-term extension.
1. Elliott M, et al. Circ Heart Fail 2021; doi: 10.1161/CIRCHEARTFAILURE.120.008193 (Epub ahead of print).

ATTR-ACT: LTE interim analysis – ‘continuous tafamidis’ vs ‘placebo to tafamidis’

• Patients treated with tafamidis 
meglumine in ATTR-ACT continued on 
the same dose (80 mg or 20 mg)

• Patients previously on placebo were 
re-randomized to receive either 
tafamidis meglumine 80 mg or 20 mg 
(2:1 ratio; stratified by genotype)

• July 2018: protocol amended to 
transition all patients to tafamidis free 
acid 61 mg

July 2018: protocol 
amended to transition all 

patients to tafamidis 
free acid 61 mg

July 2018: protocol 
amended to transition all 

patients to tafamidis 
free acid 61 mg
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ATTR-ACT and LTE interim analysis: 
‘continuous tafamidis’ vs ‘placebo to tafamidis’1

ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; LTE, long-term extension.
1. Elliott M, et al. Circ Heart Fail 2021; doi: 10.1161/CIRCHEARTFAILURE.120.008193 (Epub ahead of print); 2. Maurer MS, et al. 
N Engl J Med 2018;379:1007–16.

ATTR-ACT: LTE interim analysis – ‘continuous tafamidis’ vs ‘placebo to tafamidis’

• The aim of this analysis was to examine the long-term 
efficacy of tafamidis meglumine 80 mg or equivalent in 
ATTR-ACT and the LTE1,2

• Patients treated with tafamidis meglumine 80 mg in ATTR-ACT 
continuing with tafamidis meglumine 80 mg then tafamidis free 
acid 61 mg (80 mg/61 mg) in the LTE (‘continuous tafamidis’) 
were compared with those treated with placebo in ATTR-ACT 
who transitioned to tafamidis in the LTE (‘placebo to 
tafamidis’)1

• Patients in the tafamidis 20 mg arm in ATTR-ACT were not 
included in this analysis

• Data were also compared with a model-based extrapolation of 
survival in placebo-treated patients in ATTR-ACT beyond 
30 months (‘extrapolated placebo’)1

• Data cut-off for this interim analysis: March 20201

Primary efficacy outcome in the LTE: all-cause mortality, with heart transplant and implantation of
a cardiac mechanical assist device treated as death1

Data cut
(20 March, 2020)

Baseline 30 months Protocol 
amendment

(20 July, 2018)
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Patient demographics at baseline in ATTR-ACT:
tafamidis meglumine 80 mg vs placebo-treated patients1

• ATTR-ACT cohort included 176 patients treated with tafamidis meglumine 80 mg and 177 treated with placebo
• Majority of patients had ATTRwt-CM (75.9%); 24.1% had ATTRv-CM (Val122Ile was the most common mutation)

• As of the data cut-off for this analysis, the median follow-up was:
• ‘Continuous tafamidis’ group: 58.5 months 
• ‘Placebo to tafamidis’ group: 57.1 months

*July 2018: protocol amended to transition all patients in the LTE to tafamidis free acid 61 mg.
ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTRv-CM, hereditary transthyretin amyloid cardiomyopathy; 
ATTRwt-CM, wild-type transthyretin amyloid cardiomyopathy; LTE, long-term extension.
1. Elliott M, et al. Circ Heart Fail 2021; doi: 10.1161/CIRCHEARTFAILURE.120.008193 (Epub ahead of print).

ATTR-ACT: LTE interim analysis – ‘continuous tafamidis’ vs ‘placebo to tafamidis’

ATTR-ACT 80 mg cohort
• Male: 89.8% 
• White: 77.3%
• Median age: 76.0 years

ATTR-ACT placebo cohort
• Male: 88.7% 
• White: 82.5%
• Median age: 74.0 years

‘Continuous tafamidis’
110 patients treated with tafamidis meglumine 80 mg 

continued in the LTE 
(and continued to receive tafamidis meglumine 80 mg*)

‘Placebo to tafamidis’
82 placebo-treated patients continued in the LTE: 

• 54 randomized to tafamidis 80 mg*
• 28 to tafamidis meglumine 20 mg*

LTE
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Disease severity at Month 30 in ATTR-ACT: 
tafamidis meglumine 80 mg vs placebo-treated patients1

At Month 30 in ATTR-ACT (prior to enrolling in the LTE), patients who had received placebo had 
more severe disease vs those treated with tafamidis meglumine 80 mg, as assessed by:

6MWT Walk distance:* 333.8 meters (± 117.5) in the placebo group vs                          
364.7 meters (± 126.1) in the tafamidis meglumine 80 mg group

KCCQ-OS Score:* 53.4 (± 24.4) placebo vs 69.1 (± 21.2) tafamidis meglumine 80 mg

NT-
proBNP†

*Data are mean (± standard deviation); †Data are median (inter-quartile range).
6MWT, 6-minute walk test; ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; KCCQ-OS, Kansas City 
Cardiomyopathy Questionnaire Overall Summary Score; LTE, long-term extension; NT-proBNP, N-terminal pro-brain natriuretic 
peptide. 1. Elliott M, et al. Circ Heart Fail 2021; doi: 10.1161/CIRCHEARTFAILURE.120.008193 (Epub ahead of print).

ATTR-ACT: LTE interim analysis – ‘continuous tafamidis’ vs ‘placebo to tafamidis’

0 500 1000 1500 2000 2500 3000 3500 4000 4500 5000

Placebo

Tafamidis
meglumine (80 mg)

Placebo

Tafamidis meglumine (80 mg)

4775.6 (3631.0‒6911.0) 

2620.5 (1492.1‒4405.0) 
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All-cause mortality:
‘continuous tafamidis’ vs ‘placebo to tafamidis’1

The risk of all-cause mortality was significantly reduced by 41% in patients on continuous tafamidis 
treatment compared with those who received placebo during ATTR-ACT 

(HR 0.59 [95% CI 0.44–0.79]; P<0.001)

‘Continuous tafamidis’ 
(N=176)

‘Placebo to 
tafamidis’
(N=177)

All-cause mortality, n (%)
Deaths
Heart transplant
Implantation of cardiac mechanical assist device

KM estimates of time to event, median (95% CI), months
KM preliminary estimates of 5-year survival

79 (44.9)
70 (39.8)
7 (4.0)
2 (1.1)

67.0 (47.0‒N/E)
0.532

111 (62.7)
105 (59.3)

6 (3.4)
0

35.8 (29.7‒47.1)
0.324

Tafamidis vs placebo HR 
95% CI
P value

0.59 
0.44–0.79

<0.001
Median follow-up was 58.5 months with ‘continuous tafamidis’ and 57.1 months with ‘placebo to tafamidis’.
HR from Cox proportional hazards model with treatment, genotype (ATTRwt-CM and ATTRv-CM), and NYHA baseline 
classification (NYHA Classes I and II combined and NYHA Class III) in model.

ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTRv-CM, hereditary transthyretin amyloid cardiomyopathy; 
ATTRwt-CM, wild-type transthyretin amyloid cardiomyopathy; CI, confidence interval; HR, hazard ratio; KM, Kaplan–Meier; LTE, 
long-term extension; NE, non-estimable; NYHA, New York
Heart Association. 1. Elliott M, et al. Circ Heart Fail 2021; doi: 10.1161/CIRCHEARTFAILURE.120.008193 (Epub ahead of print).

ATTR-ACT: LTE interim analysis – ‘continuous tafamidis’ vs ‘placebo to tafamidis’
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Time to death: 
‘continuous tafamidis’ vs ‘placebo to tafamidis’1

KM plot of observed time to all-cause mortality in ATTR-ACT and the LTE compared with a 
model-based extrapolation of time to all-cause mortality with placebo1

*High degree of censoring prior to this point suggests estimate subject to change. 
ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTRwt-CM, wild-type transthyretin amyloid cardiomyopathy; 
KM, Kaplan–Meier; LTE, long-term extension.
1. Elliott M, et al. Circ Heart Fail 2021; doi: 10.1161/CIRCHEARTFAILURE.120.008193 (Epub ahead of print).

ATTR-ACT: LTE interim analysis – ‘continuous tafamidis’ vs ‘placebo to tafamidis’

Median survival:
• ‘Placebo to tafamidis’: 35.8 months
• ‘Continuous tafamidis’: 67.0 months*
• Extrapolated placebo: 35.2 months 

Results
• Survival curves for ‘continuous tafamidis’ diverged from 

‘placebo to tafamidis’ after ~17 months 
• Survival curves for ‘placebo to tafamidis’ diverged from 

extrapolated placebo after ~44 months 
(~14 months after the start of the LTE) in favor of 
patients treated with ‘placebo to tafamidis’
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Preliminary 5-year survival: 
‘continuous tafamidis’ vs ‘placebo to tafamidis’1

ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTRv-CM, hereditary transthyretin amyloid cardiomyopathy; 
ATTRwt-CM, wild-type transthyretin amyloid cardiomyopathy; KM, Kaplan–Meier; LTE, long-term extension; NYHA, New York Heart 
Association. 1. Elliott M, et al. Circ Heart Fail 2021; doi: 10.1161/CIRCHEARTFAILURE.120.008193 (Epub ahead of print).

ATTR-ACT: LTE interim analysis – ‘continuous tafamidis’ vs ‘placebo to tafamidis’

• Preliminary 5-year survival rate was 53.2% in the ‘continuous tafamidis’ group and 32.4% in the ‘placebo to 
tafamidis’ group

• There was no significant interaction of treatment with NYHA baseline classification (P=0.73) or genotype (P=0.58)

‘Continuous tafamidis’ ‘Placebo to tafamidis’

ATTRwt-CM
KM preliminary estimates of 5-year survival (%) 57.8 36.3

ATTRv-CM
KM preliminary estimates of 5-year survival (%) 39.1 20.9

‘Continuous tafamidis’ ‘Placebo to tafamidis’

NYHA Class I and II
KM preliminary estimates of 5-year survival (%) 61.4 40.3

NYHA Class III
KM preliminary estimates of 5-year survival (%) 35.0 18.0

Preliminary 5-year survival rate by genotype

Preliminary 5-year survival rate by NYHA class
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All-cause mortality by genotype:
‘continuous tafamidis’ vs ‘placebo to tafamidis’1

‘Continuous tafamidis’ ‘Placebo to tafamidis’

ATTRwt-CM, N
All-cause mortality, n (%)

Deaths
Heart transplant
Implantation of cardiac mechanical assist device

KM estimates of time to event, 
median (95% CI), months
KM preliminary estimates of 5-year survival

134
54 (40.3)
51 (38.1)

3 (2.2)
0

67.0 (54.4–NE)
0.578

134
80 (59.7)
75 (56.0)

5 (3.7)
0

38.6 (34.1–47.1)
0.363

Tafamidis vs placebo HR (95% CI)
P-value

0.61, (0.43–0.87)
0.006

ATTRv-CM, N
All-cause mortality, n (%)

Deaths
Heart transplant
Implantation of cardiac mechanical assist device

KM estimates of time to event, 
median (95% CI), months
KM preliminary estimates of 5-year survival

42
25 (59.5)
19 (45.2)

4 (9.5)
2 (4.8)

34.6 (21.3–NE)
0.391

43
31 (72.1)
30 (69.8)

1 (2.3)
0

23.5 (16.9–30.6)
0.209

Tafamidis vs placebo HR (95% CI)
P-value

0.57 (0.33–0.99)
0.05

ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTRv, hereditary transthyretin amyloid cardiomyopathy; 
ATTRwt, wild-type transthyretin amyloid cardiomyopathy; CI, confidence interval; HR, hazard ratio; KM, Kaplan–Meier; LTE, long-
term extension; NE, non-estimable; NYHA, New York Heart Association.
1. Elliott M, et al. Circ Heart Fail 2021; doi: 10.1161/CIRCHEARTFAILURE.120.008193 (Epub ahead of print).

ATTR-ACT: LTE interim analysis – ‘continuous tafamidis’ vs ‘placebo to tafamidis’

• All-cause mortality was reduced with 
‘continuous tafamidis’ vs ‘placebo to 
tafamidis’ for both genotype subgroups:

• ATTRwt-CM: 39% risk reduction; 
HR 0.61 (0.43–0.87); P=0.006

• ATTRv-CM: 43% risk reduction; 
HR 0.57 (0.33–0.99); P=0.05

HR from Cox proportional hazards model with treatment and NYHA baseline classification 
(NYHA Classes I and II combined and NYHA Class III) in model
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All-cause mortality by NYHA class:
‘continuous tafamidis’ vs ‘placebo to tafamidis’1

• All-cause mortality was reduced with 
‘continuous tafamidis’ vs ‘placebo to 
tafamidis’ for both NYHA classes:

• NYHA Class I and II: 44% risk 
reduction; HR 0.56 (0.38–0.82); 
P=0.003

• NYHA Class III: 35% risk 
reduction; 
HR 0.65 (0.41–1.01); P=0.06

ATTR-ACT, Tafamidis in Transthyretin Cardiomyopathy Clinical Trial; ATTRv-CM, hereditary transthyretin amyloid cardiomyopathy; 
ATTRwt-CM, wild-type transthyretin amyloid cardiomyopathy; CI, confidence interval; HR, hazard ratio; KM, Kaplan–Meier; LTE, 
long-term extension; NE, non-estimable; NYHA, New York 
Heart Association. 1. Elliott M, et al. Circ Heart Fail 2021; doi: 10.1161/CIRCHEARTFAILURE.120.008193 (Epub ahead of print).

ATTR-ACT: LTE interim analysis – ‘continuous tafamidis’ vs ‘placebo to tafamidis’

‘Continuous tafamidis’ ‘Placebo to tafamidis’

NYHA Class I and II, N
All-cause mortality, n (%)

Deaths
Heart transplant
Implantation of cardiac mechanical assist device

KM estimates of time to event, 
median (95% CI), months
KM preliminary estimates of 5-year survival

121
45 (37.2)
38 (31.4)

6 (5.0)
1 (0.8)

67.0 (67.0–NE)
0.614

144
61 (53.5)
55 (48.2)

6 (5.3)
0

46.9 (36.7–NE)
0.403

Tafamidis vs placebo HR, (95% CI)
P value

0.56 (0.38–0.82)
0.003

NYHA Class III, N
All-cause mortality, n (%)

Deaths
Heart transplant
Implantation of cardiac mechanical assist device

KM estimates of time to event, 
median (95% CI), months
KM preliminary estimates of 5-year survival

55
34 (61.8)
32 (58.2)

1 (1.8)
1 (1.8)

28.1 (18.8–41.7)
0.350

63
50 (79.4)
50 (79.4)

0
0

24.1 (19.1–30.1)
0.180

Tafamidis vs placebo HR (95% CI)
P value

0.65 (0.41–1.01)
0.06

HR from Cox proportional hazards model with treatment and genotype (ATTRwt-CM and ATTRv-CM) in model
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Safety1

• Safety profiles of tafamidis meglumine 80 mg, 
tafamidis meglumine 20 mg, and placebo were 
similar in ATTR-ACT1

• In the LTE, 164 patients treated with tafamidis 
meglumine 80 mg transitioned to tafamidis free acid 
61 mg

• Incidence and types of adverse events (AEs) were 
similar, or lower, in patients treated with tafamidis 
meglumine 80 mg who transition to free acid 61 mg 
compared with the pooled tafamidis meglumine 
(80 mg and 20 mg) or placebo arms in ATTR-ACT1

TEAEs from the ATTR-ACT LTE interim safety analysis2

No new safety concerns emerged in patients 
treated with tafamidis meglumine 80 mg or 

tafamidis free acid 61 mg in the LTE2

AE, adverse event; ATTR-ACT, Transthyretin Amyloidosis Cardiomyopathy Clinical Trial; LTE, long-term extension; 
TEAE, treatment-emergent adverse event.
1. Maurer MS, et al. N Engl J Med 2018;379:1007–16; 2. Elliott M, et al. Circ Heart Fail 2021; doi: 
10.1161/CIRCHEARTFAILURE.120.008193 (Epub ahead of print).

ATTR-ACT: LTE interim analysis – ‘continuous tafamidis’ vs ‘placebo to tafamidis’

AEs, n (%) ‘Continuous tafamidis‘ 
(N=164)

Any AE 158 (96.3)
Cardiac disorders

Cardiac failure
Atrial fibrillation
Cardiac failure acute
Cardiac failure congestive
Ventricular tachycardia

106 (64.6)
32 (19.5)
31 (18.9)
15 (9.1)
15 (9.1)
14 (8.5)

Infections and infestations 93 (56.7)
Respiratory, thoracic and mediastinal disorders 

Pleural effusion
Dyspnea
Cough
Epistaxis

83 (50.6)
31 (18.9)
29 (17.7)
28 (17.1)
13 (7.9)

Injury, poisoning and procedural complications 79 (48.2)
Gastrointestinal disorders 78 (47.6)
General disorders and administration site conditions

Peripheral edema
Fatigue
Asthenia

75 (45.7)
23 (14.0)
21 (12.8)
14 (8.5)

Nervous system disorders 72 (43.9)
Metabolism and nutrition disorders 72 (43.9)
Musculoskeletal and connective tissue disorders 71 (43.3)
Renal and urinary disorders 63 (38.4)
Skin and subcutaneous tissue disorders 59 (36.0)
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Conclusions1

Interim analysis of long-term efficacy and safety data showed: 

• The LTE interim results highlight the importance of early diagnosis and treatment initiation in ATTR-CM

• In patients with advanced disease, tafamidis treatment may still provide survival benefit

• At a median follow up of ~58 months, this analysis demonstrated long-term reduction in mortality with the approved 
tafamidis dose in ATTR-CM patients 

ATTR-ACT, Transthyretin Amyloidosis Cardiomyopathy Clinical Trial; ATTR-CM, transthyretin amyloid cardiomyopathy; LTE, long-
term extension; NYHA, New York Heart Association.
1. Elliott M, et al. Circ Heart Fail 2021; doi: 10.1161/CIRCHEARTFAILURE.120.008193 (Epub ahead of print).

Patients initially 
randomized to placebo in 

ATTR-ACT had poorer 
survival in the LTE than 

those randomized to 
tafamidis from the start of 

ATTR-ACT

Upon transition to 
treatment with tafamidis, 

survival appeared to 
improve in patients 

treated with placebo in 
ATTR-ACT, regardless of 

genotype or baseline 
NYHA classification

No new safety 
concerns with longer 

term follow-up or 
transition to 61 mg 

formulation

ATTR-ACT: LTE interim analysis – ‘continuous tafamidis’ vs ‘placebo to tafamidis’
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