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Amyloid deposit in different tissues



Courtesy from Dr. Jeffrey Kelly.

TTR transport vitamin A and tyroxin.
98% production in the liver

> 120 mutations
V30M most common



TTR Amyloidosis is a Severe, Progressive and Fatal 
Disease Affecting Multiple Organs 

Adapted from: Conceicao et al, First Congress of the European Academy of Neurology (EAN), June 20-23 2015, Berlin, Germany (#P1184)

Month Year

Presentation Title

Ocular Manifestations

 Vitreous opacities
 Glaucoma
 Abnormal conjunctival vessels
 Papillary abnormalities

Cerebral Amyloid Angiopathy

 Progressive dementia
 Headache
 Ataxia
 Seizure
 Spastic paresis
 Stroke-like episode

GI Manifestations

 Nausea & vomiting
 Early satiety
 Diarrhea
 Severe constipation
 Alternating episodes of

diarrhea & constipation
 Unintentional weight loss

Cardiovascular Manifestations

 Conduction blocks
 Cardiomyopathy
 Arrhythmia

Nephropathy

 Proteinuria
 Renal failure

Carpal Tunnel Syndrome

Peripheral sensory-motor 
neuropathy

 Typically axonal, fiber-length-
dependent, symmetric, and 
relentlessly progressive in 
distal to proximal direction

Autonomic Neuropathy

 Orthostatic hypotension
 Recurrent urinary tract 

infections (due to urinary 
retention)

 Sexual dysfunction
 Sweating abnormalities
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TTR-FAP is a rare disease with areas of identifiable 
clustering around the world 

Published prevalence estimates of TTR-
FAP from key countries

• Portugal
• 19.231 - 163.122 per 100,000 

individuals

• Sweden
• 2.61 - 104.03 per 100,000 

individuals

• Japan
• 0.104 - 1.55 per 100,000 

individuals

• Brazil 

5.000 to 15.000 individuals

1. Parman, 2016  2. Ines, 2015  3. Andersson,1976  4. Kato-Motozaki, 2008 5. Arakai, 
1968 6. Planté-Bordeneuve, 2011



83% at 60 Years. CI 95%: 66 – 100
Significant difference between sexes (p < 0,001)



Haplotype analysis

13 families
MRCA :

26 generations (CI 95%: 17 – 40) 
650 years (CI 95%: 425 – 1000)

In previous work from our center a common haplotype was demonstrated 
in Portuguese and Brazilian patients from 22 families and the calculation 
of the most recent common ancestor in 13 families demonstrated that it 
has occurred at 26 past generations about 650 years ago hence before the 
time of Brazil`s discovery (1500) 1.

Mais de 25 milhões de 
Luso descendentes 



TTR-FAP disease progression

• Patients with TTR-FAP experience a progressive loss of sensory, 
motor, and autonomic nerve function2

1. Ando Y et al., Orphanet J Rare Dis. 2013; doi: 10.1186/1750-1172-8-31; 2. Adams D, et al., Curr Opin Neurol. 2016; 29(Suppl 1):S1–S2.













Therapeutic strategies for TTR-FAP

Antibody therapy,
vaccination

Gene 
silencing

TTR
stabilizers

ASO, siRNA, 
etc

Tafamidis
Diflunisal

Liver 
transplant

Amyloid breaker 

1. Ando Y, et al. Orphanet J Rare Dis, 2013; 1-13



Survival of TTR-FAP patients 
post-liver transplant is influenced by disease onset and 
mutation group1 (1990-2010). 

After 20 years 55% in total pop.

1. Ericzon BG et al. 2015. Transplantation 99:1847-1854. 

Years after transplant



Problems

• Availability of donnor organs.
• Mortality.
• Morbidity.
• Progression.

Aggregation of native TTR in previous amyloid deposits after LT (Suhr, 2002);

Continuous production of mutated TTR in retina and choroid plexus (Ando, 2001);

And in the Brain (Maia, 2014). 
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Tafamidis (VYNDAQEL) linked to ligand sites of
tyroxin at TTR.

• VYNDAQEL is a new and
selective TTR  stabilizer.1

• VYNDAQEL links to ligand
sites of T4 at TTR1

18

Courtesy from Dr. Jeffrey Kelly.

1. VYNDAQEL (tafamidis). Summary of Product Characteristics. 2013. 



Change from baseline in NIS-LL total score 
in V30M patients
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Randomized trial Open-label 
extension

Open-label 
extension

From 18 months all patients were assigned to tafamidis1. Barroso F et al. Amyloid 2017;24(3);194─204. 

Treatment Group

Tafamidis-Tafamidis

Placebo–Tafamidis

Switched to 
tafamidis

12.2

7.4

Pop V30M em estágio inicial







11 patients out of 31 were considered non-responders 

based on a NIS increase >10 points



Necessidades não atendidas

• Não respondedores ao tafamidis.

• Pacientes em estágio 2 ou 3.

• Pacientes com mutação não V30M.



NIS +7.

População abrangente V30 e não V30.
Diferentes estágios da doença.



NIS +7.

População abrangentes V30 e não V30.
Diferentes estágios da doença.
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