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Substance: pegcetacoplan 
 
Brand Name: Aspaveli  
 
Originator/licensee: Swedish 
Orphan Biovitrum AB (publ) 
 
Classification: NCE 
 
ATC code: L0AA54 
 
Orphan Status: 
Eu: Yes 
Us: Yes 
 
Mechanism of action:  
pegcetacoplan binds to 
complement protein C3 and its 
activation fragment C3b, 
thereby regulating the cleavage 
of C3 and the generation of 
downstream effectors of 
complement activation. In PNH, 
EVH is facilitated by C3b 
opsonization while IVH is 
mediated by the downstream 
MAC. Pegcetacoplan acts 
proximally in the complement 
cascade controlling both C3b-
mediated EVH and terminal 
complement-mediated IVH [1]. 

Authorized Indication:  
EMA: pegcetacoplan is indicated in 
the treatment of adult pts with PNH 
who are anaemic after treatment with 
a C5 inhibitor for at least three months 
[2]. 
 
FDA: pegcetacoplan is a complement 
inhibitor indicated for the treatment 
of adult pts with PNH [1]. 
 
Route of administration: IV 
 
Licensing status 
EU CHMP P.O. date: 14/10/2021 
FDA M.A. date: 14/05/2021 
 
EU Speed Approval Pathway: No 
FDA Speed Approval Pathway: Yes 
----- 
 
ABBREVIATIONS: 
AE: Adverse events 
CFB: change from baseline 
CHMP: Committee for Medicinal Products for 
Human Use 
EVH: Extravascular Hemolysis 
IVH: Intravascular Hemolysis 
MA: Marketing Authorization 
MAC: Membrane Attack Complex 
p: p-value 
PESG: PNH Education and Study Group  
PNH: Paroxysmal Nocturnal Haemoglobinuria 
PO: Positive Opinion 
pts: patients 
vs: versus 

Summary of clinical EFFICACY: 
NCT03500549 is a randomized, open-label, active comparator-controlled, 16-week phase 3 
study in adult pts (n=80) with PNH who had been treated with a stable dose of eculizumab 
for at least the previous three months and with mean Hb levels = 8.7g/dL. Pts were 
randomized to receive either 1,080 mg of pegcetacoplan twice weekly (n=41) or their 
current dose of eculizumab (n=39). The primary endpoint was CFB to week 16 in 
hemoglobin level. At week 16 the CFB was 2.37 g/dL in pegcetacoplan arm and –1.47 g/dL 
in eculizumab arm, for a mean difference between treatments of 3.84 g/dL (95%CI: 2.33 to 
5.34; p<0.001). [1,3] 
 
Summary of clinical  SAFETY: 
AE were similar in the two groups and occurred in 88% of pts in pegcetacoplan arm vs. 87% 
in eculizumab arm. Serious AE occurred in 17% vs. 15% respectively, being hemolysis (5% 
vs. 3%) the most frequent serious AE. The most common AE in pegcetacoplanarm arm vs. 
eculizumab were, respectively: injection-site reactions (37% vs. 3%), infections (29% vs. 
26%), diarrhoea (22% vs. 3%) and breakthrough hemolysis (10% vs. 23%).[1,3] 
 
Ongoing studies: 
● For the same indication: Yes 

● For other indications: Yes 

Discontinued studies (for the same indication): - 
 
----- 
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Cost of therapy: 
In the USA, the cost of pegcetacoplan 
subcutaneous solution (1080 mg/20 mL) is $36,790 
for 8 vial 20mL. [4], which covers one month of 
therapy (recommended dose of pegcetacoplan is 
1,080 mg by subcutaneous infusion twice weekly). 
[1]  
 
Epidemiology: 
At January 2021, in Europe the prevelance of PNH 
was 2/100,000. [5] In Italy, there are at least 250 
affected people (within June 2019)[6] 
 
----- 
 
POSSIBLE PLACE IN THERAPY 
According to the PESG, supportive treatments and 
immunosuppressive treatments include: 
- Blood/erythrocyte suspension transfusion 
- Oral iron supplementation 
- Steroids 
- Anticoagulant treatment 
- Immunosuppressive treatment 
Treatment changing the course of the disease 
include: 
- Eculizumab 
- Meningoccal prophylaxis 
Potential curative treatment: 
- Allogeneic bone marrow transplantation[7] 
 
OTHER INDICATIONS IN DEVELOPMENT: cold 
agglutinin disease, geographic atrophy secondary 
to age-related macular degeneration, C3 
glomerulopathy [8] 
 
SAME INDICATION IN EARLIER LINE(S) OF 
TREATMENT: - 
 
OTHER DRUGS IN DEVELOPMENT for the SAME 
INDICATION : Iptacopan, Danicopan, Crovalimab, 
Pozelimab, Nomacopan, Ravulizumab [9] 
 
*Service reorganization No 
*Possible off label use No 
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