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Substance: vutrisiran 
 
Brand Name: Amvuttra 
 
Originator/licensee: Alnylam 
Netherlands B.V. 
 
Classification: NCE 
 
ATC code: NA 
 
Orphan Status: 
Eu: No 
Us: No 
 
Mechanism of action:  
vutrisiran is a double-stranded 
siRNA that specifically targets 
variant and wild-type TTR mRNA. 
The TTR gene is mutated in hATTR 
amyloidosis, resulting in an 
ubiquitous accumulation of TTR 
protein fragments as amyloid 
deposits in multiple organs. By 
reducing TTR production in the 
liver, vutrisiran reduces amyloid 
deposition and potentially clears 
existing deposits, thereby halting 
or even reversing disease 
progression [1].  

 

Authorized Indication:  
EMA: treatment of hereditary 
transthyretin-mediated amyloidosis 
(hATTR amyloidosis) in adult 
patients with stage 1 or stage 2 
polyneuropathy [1].  
FDA: A indicated for the treatment 
of the polyneuropathy of hereditary 
transthyretin-mediated amyloidosis 
in adults [2].  
 
Route of administration: sc 
 
Licensing status 
EU CHMP P.O. date: 21/07/2022 
FDA M.A. date: 13/06/2022 
 
EU Speed Approval Pathway: No 
FDA Speed Approval Pathway: No 
 
----- 
ABBREVIATIONS: 
AE: Adverse Event 
ATTRV: Hereditary amyloid 
transthyretin 
CHMP: Committee for Medicinal 
Products for Human Use 
CI: Confidence Interval 
ISR: injection site reactions 
LS: least squares 
NIS: Neuropathy Impairment Score 
OR: odds ratio 
P: p-value 
PBO: placebo 
PND:  polyneuropathy disability 
P.O.: positive opinion 
Pts: patients 
PS: Performance Status 
Q3M: Every three months 
Q3W: Every three week 
SAE: Serious Adverse Event 
siRNA: small interfering ribonucleic 
acid 
TTR: Transthyretin 
yrs: years 

 

Summary of clinical EFFICACY: 
HELIOS-A (NCT03759379) is a phase III, global, randomized, open-label study comparing the efficacy and safety of vutrisiran with an external 
PBO groub in another study (APOLLO study; NCT01960348). Pts were aged 18-85 yrs with a diagnosis of ATTRv amyloidosis with a documented 
TTR variant and neuropathy (baseline Neuropathy Impairment Score [NIS] of 5-130), a PND score of ≤IIIb, a Karnofsky PS score of ≥60%, and 
adequate liver and renal function. The primary efficacy end-point was the change from baseline to month 9 in modified NIS +7*.  Pts (n=164) 
were randomized 3:1 to sc vutrisiran 25 mg (n=122) Q3M or iv patisiran (n=42) 0.3 mg/kg Q3W for 18 months (pts on external PBO were n=77).   
Vutrisiran treatment resulted in statistically significant improvement in mNIS+7 at month 9 vs the external PBO group (LS mean change from 
baseline: −2.24 [vutrisiran] and +14.76 [placebo]; LS mean difference [95% CI]: −17.00 [–21.78, −12.22], p = 3.54 × 10−12), meeting the primary 
endpoint. At month 9, 50.4% of pts in the vutrisiran group showed improvement in mNIS+7 (decrease from baseline) versus 18.2% in the 
external placebo group (OR [95% CI]: 4.8 [2.4, 9.5]; nominal p = 4.64 × 10−6) [3]. 
*The mNIS+7 is an objective assessment of neuropathy and comprises the NIS and Modified +7 composite scores. In the version of the mNIS+7 used in the trial, the 
NIS objectively measures deficits in cranial nerve function, muscle strength, and reflexes, and the +7 assesses postural blood pressure, quantitative sensory testing, 
and peripheral nerve electrophysiology. The mNIS+7 has a total score range from 0 to 304 points, with higher scores representing a greater severity of disease. 

 
Summary of clinical  SAFETY: 
The results from the trial demonstrated that vutrisiran has an encouraging safety profile.  

Summary of AEs  
N (%) 

APOLLO HELIOS-A 

Placebo (n=77) Vutrisiran 
(n=122) 

Patisiran 
(n=42) 

Any AEs* 75 (97%) 119 (98%) 41 (98%) 

SAEs** 31 (40%) 32 (26%) 18 (43% 

Severe AEs 28 (37%) 19 (16%) 16 (38%) 

AEs occurring in 10% of pts receiving vutrisiran included falls, pain in extremity, diarrhea, peripheral edema, urinary tract infection, arthralgia, 
and dizziness; all of which, except pain in extremity and arthralgia, occurred at a similar or lower rate than in the external pbo group.  Five pts 
(4%) who received vutrisiran reported mild and transient ISRs.  There were no deaths, no discontinued treatment and no safety signals 
regarding liver function tests, hematology, or renal function related to vutrisiran.  
*with the majority mild or moderate in severity.  

** only two are considered related to vutrisiran (one dyslipidemia and one urinary tract infection) [3].  

 
Ongoing studies: 
● For the same indication: Yes 

● For other indications: No 

Discontinued studies (for the same indication): No 
----- 
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Cost of therapy: 
Price is not available yet. 
 
Epidemiology: 
hATTR amyloidosis is a rare 
disease which affects 
approximately 50,000 people 
worldwide [4].  
 
----- 
POSSIBLE PLACE IN THERAPY 
Treatment strategies which 
reduce pathogenic TTR protein 
levels through silencing of the 
TTR gene are Patisiran and 
Inotersen [5-6].  
 
OTHER INDICATIONS IN 
DEVELOPMENT: No 
 
SAME INDICATION IN EARLIER 
LINE(S) OF TREATMENT: No 
 
OTHER DRUGS IN DEVELOPMENT 
for the SAME INDICATION: 
ALXN2060, Eplontersen [7].  
 
*Service reorganization: No 
*Possible off label use: Yes 
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