
CONFIDENTIAL INFORMATION 
Do not distribute outside of Takeda without a confidentiality agreement. 

EU RISK MANAGEMENT PLAN (RMP) 
for 

VEYVONDI (vonicog alfa) 

RMP Version number: 5.0 

Date: 14-December-2023 

This document contains confidential information, which is property of TAKEDA 
PHARMACEUTICAL COMPANY LIMITED. No use or disclosure outside Takeda is permitted 
without prior written authorisation from Takeda. 



Vonicog alfa (VEYVONDI®) Page 2 of 61 
European Union Risk Management Plan – Version 5.0 14-December-2023 

 

 
CONFIDENTIAL INFORMATION 

Do not distribute outside of Takeda without a confidentiality agreement. 
 

EU Risk Management Plan for VEYVONDI (vonicog alfa) 

Administrative information 
 

RMP version to be assessed as part of this application: 

RMP Version number: 5.0 

Data lock point (DLP) for this RMP: 31-October-2023 

Date of final sign off: 14-December-2023 

Rationale for submitting an updated RMP: This RMP is updated to reflect the completion status of 
Post-authorization safety study (PASS) TAK-577-4005 as part of the type II variation submission 
(Clinical study report submission [CSR]) and the removal of study VON (BAX0111) VWF-500 COL 
(ATHN-9) as this study was replaced by TAK-577-4005. 

Summary of significant changes in this RMP: 

RMP Module: Significant Changes:  

Part I product overview Not applicable 

Part II safety specification 

• Module SI Epidemiology of the 
indication(s) and target population(s) 

Not applicable 

• Module SII Non-clinical part of the 
safety specification 

Not applicable 

• Module SIII Clinical trial exposure Clinical trial exposure data was updated as per 
the updated DLP 31-October-2023 

• Module SIV Populations not studied in 
clinical trials 

Not applicable 

• Module SV Post-authorisation 
experience 

Exposure was updated as per the updated 
DLP 31-October-2023 

• Module SVI Additional EU requirements 
for the safety specification 

Not applicable 

• Module SVII Identified and potential 
risks 

Post-marketing experience data was updated in 
module SVII.3 as per the updated 
DLP 31-October-2023 

• Module SVIII Summary of the safety 
concerns 

Not applicable 

Part III Pharmacovigilance plan PASS study TAK-577-4005 was completed, 
hence, deleted. 
Removal of VON (BAX0111) VWF-500 COL 
(ATHN-9): With the procedure 
EMEA/H/C/004454/MEA/001.4 (Committee for 
Medicinal Products for Human Use [CHMP] 
endorsement on 14-October-2021), study 
TAK-577-4005 was approved as a replacement 
of ATHN9 (VWF-500-COL) and a revised RMP 
was approved with procedure 
EMEA/H/C/004454/IB/0024 (CHMP notification 
on 19-May-2022). However, the ATHN 9 study 
was not removed from the RMP and therefore 
continues to be a commitment, as category 3 
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RMP Module: Significant Changes:  
study. In October-2023, the marketing 
authorisation holder (MAH) reached out to 
European Medicines Agency (EMA) to inform 
that with the submission of the final study 
report for the category 3 PASS TAK-577-4005, 
the MAH will submit an updated RMP and 
propose to remove the ATHN9 study, based on 
the justification provided above. 

Part IV Plans for post-authorisation 
efficacy studies 

Not applicable 

Part V Risk minimisation measures PASS study TAK-577-4005 was completed, 
hence, deleted. 
Removal of VON (BAX0111) VWF-500 COL 
(ATHN-9) 

Part VI Summary of the risk management 
plan 

PASS study TAK-577-4005 was completed, 
hence, deleted. 
Removal of VON (BAX0111) VWF-500 COL 
(ATHN-9). 

Part VII Annexes Annex 2: Added PASS study TAK-577-4005 
under completed studies table and removed 
from planned and ongoing studies table. 
Removal of VON (BAX0111) VWF-500 COL 
(ATHN-9) from Planned and ongoing studies 
table. 
Annex 3.0: Removal of the completed PASS 
TAK-577-4005 and removal of VON (BAX0111) 
VWF-500 COL (ATHN-9).  

 

Other RMP versions under evaluation: 

Version number:   Not applicable 

Submitted on: 

EU QPPV , on behalf of the EU QPPV (i.e. ‘per procurationem’). 

 

QPPV signature: Refer to the electronic signature at the end of the document 

 

   Not applicable 

Procedure number:   Not applicable 

Details of the currently approved RMP: 

Version number:   4.1 

Approved with procedure:  EMEA/H/C/004454/II/0030 

Date of approval (opinion date): 12-October-2023 

 

QPPV name:  

Please note that signature may also be performed by Deputy EU QPPV  or Deputy 
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Part I: Product(s) Overview 
Table Part I.1 – Product Overview 

Active substance(s) 
(INN or common name) 

Vonicog alfa 

Pharmacotherapeutic 
group(s) (ATC Code) 

Antihaemorrhagics, blood coagulation factor, von Willebrand 
factor (B02BD10) 

Marketing authorisation 
holder (MAH) 

Baxalta Innovations GmbH (herein Baxalta) 
(Baxalta is a subsidiary fully owned by Takeda) 
Industriestrasse 67, 1221 Vienna 
Austria 

Medicinal products to 
which this RMP refers 

1 

Invented name(s) in the 
European Economic Area 

VEYVONDI  

Marketing authorisation 
procedure  

Centralised 

Brief description of the 
product 

Chemical class 
VEYVONDI, vonicog alfa, is recombinant human von Willebrand 
factor (rVWF), a large multimeric glycoprotein normally found in 
plasma. Vonicog alfa belongs to Antihemorrhagics: Blood 
coagulation factors with ATC code B02BD10. 

Summary of mode of action 
VEYVONDI behaves in the same way as endogenous von 
Willebrand factor. 
VEYVONDI allows for the correction of the haemostatic 
abnormalities experienced by von Willebrand Disease (VWD) 
patients by 1) acting as an adhesive molecule, mediating both 
parts of primary hemostasis, platelet adhesion to damaged 
vascular sub-endothelial tissues like collagen and platelet 
aggregation, and 2) functioning as a carrier protein for factor VIII 
while also protecting it from rapid proteolysis. 

Important information about its composition 
VEYVONDI is produced and formulated without the addition of any 
exogenous raw materials of human or animal origin in the cell 
culture, purification, or formulation of the final container product, 
therefore, making the risk of transmission of human blood-borne 
viruses or other adventitious agents a theoretical risk. 
VEYVONDI contains all sizes of multimers including the ultra-large 
non-proteolysed multimers that are found in the physiological 
storage sites, for example the Weibel-Palade bodies. The ultra-
large multimers are the most active VWF multimers, which are also 
observed in the endogenous VWF immediately after secretion from 
the storage sites. Recombinant VWF has unique functional in vitro 
properties that are only detectable under flowing blood conditions 
and is the closest to the endogenous physiological VWF.  

Hyperlink to the product 
information (PI) 

VEYVONDI summary of product characteristics (SmPC) 
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Indication(s) in the EEA Current: 
Prevention and treatment of haemorrhage or surgical bleeding in 
adults (age 18 years and older) with von Willebrand 
disease (VWD), when desmopressin (DDAVP) treatment alone is 
ineffective or contraindicated. 
VEYVONDI should not be used in the treatment of haemophilia A. 

Proposed: Not applicable. 

Dosage in the EEA Current: 
Dosage and frequency of administration must be individualized 
according to clinical judgement and based on the patient’s weight, 
type and severity of the bleeding episodes/surgical intervention 
and based on monitoring of appropriate clinical and laboratory 
measures. Dose based on bodyweight may require adjustment in 
underweight or overweight patients. 
Generally, 1 international units (IU)/kg (VWF:RCo/VEYVONDI/ 
vonicog alfa) raises the plasma VWF:RCo by 0.02 IU/mL (2%). 
Haemostasis cannot be ensured until factor VIII coagulant 
activity (FVIII:C) is at least 0.4 IU/mL (≥40 % of normal activity). 
Depending on the patient’s baseline FVIII:C levels, a single 
infusion of rVWF will, in a majority of patients, lead to an increase 
above 40% in endogenous FVIII:C activity within 6 hours and will 
result in sustaining this level up to 72 hours post infusion. The dose 
and duration of the treatment depend on the clinical status of the 
patient, the type and severity of the bleeding, and both VWF:RCo 
and FVIII:C levels. If the patient’s baseline plasma FVIII:C level is 
<40% or is unknown and in all situations where a rapid correction 
of haemostasis should be achieved, such as treatment of an acute 
haemorrhage, severe trauma or emergency surgery, it is 
necessary to administer a recombinant factor VIII product with the 
first infusion of VEYVONDI, in order to achieve a haemostatic 
plasma level of FVIII:C. 
However, if an immediate rise in FVIII:C is not necessary, or if the 
baseline FVIII:C level is sufficient to ensure haemostasis, the 
physician may decide to omit the co-administration of recombinant 
factor VIII (rFVIII) at the first infusion with VEYVONDI. 
In case of major bleeding events or major surgeries requiring 
repeated, frequent infusions, monitoring of FVIII:C levels is 
recommended, to decide if rFVIII is required for subsequent 
infusions to avoid excessive rise of FVIII:C. 
Prophylactic treatment 
For initiation of long-term prophylaxis against bleeds in patients 
with VWD, doses of 40 to 60 IU/kg of VEYVONDI administered 
twice weekly should be considered. Depending on the patient’s 
condition and clinical response, including breakthrough bleeds, 
higher doses (not exceeding 80 IU/kg) and/or an increased dose 
frequency (up to three times per week) may be required. 
For specific recommendations and additional details, please refer 
SmPC. 

Proposed: Not applicable 

Pharmaceutical form(s) 
and strengths 

Current: 
VEYVONDI 650 IU powder with 5 ml of solvent for solution for 
injection. 
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VEYVONDI 1300 IU powder with 10 ml of solvent for solution for 
injection. 
VEYVONDI contains approximately 130 IU vonicog alfa per mL 
after reconstitution. 

Proposed: Not applicable 

Is/will the product be 
subject to additional 
monitoring in the EU? 

No* 

*Pursuant to Article 23(3) of Regulation No (EU) 726/2004, VEYVONDI (vonicog alfa) is removed from the 
additional monitoring list as a new biological following five years of authorisation along with the renewal, which 
was approved on 23-June-2023. 
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Part II: Safety specification 
Part II: Module SI - Epidemiology of the indication(s) and 
target population(s) 
von Willebrand Disease 

Incidence and prevalence: Von Willebrand disease (VWD) is an inherited bleeding disorder 
that is characterised by dysfunction or deficiency of von 
Willebrand factor (VWF), with an estimated global incidence of 
100 clinically relevant cases per million population [1]. The 
spectrum of disease varies depending on the severity of the 
deficiency. The majority of cases (70% to 80%) are due to a 
partial quantitative VWF deficiency, described as type 1, which 
are generally expressed as a mild to moderate form of disease 
with few or minor bleeding episodes [1,2]. As one of the most 
common bleeding disorders, it affects 1% to 2% of the 
population with a global prevalence of 13,000 to 16,000 cases 
per million population [3-7]. However, the majority of these 
prevalent cases represent moderate to mild forms of the 
disease. In contrast, clinically severe type 3 VWD has a much 
lower prevalence ranging from 0.1 to 5. cases per million 
population [8]. The most severe form, described as type 3, is 
very rare with an incidence of approximately 1 case per million 
population and is inherited as an autosomal recessive trait 
resulting in a total deficiency of VWF in plasma and 
platelets [6,9]. Individuals with severe forms of the disorder 
have an increased risk of spontaneous or uncontrolled 
mucocutaneous bleeding that is commonly manifested as easy 
bruising, epistaxis, or haemorrhage [10-12].VWD can also be 
acquired; yet this occurs very rarely primarily in older adults 
with only 700 cases reported worldwide [13]. 
Studies based on by population screening, suggest that the 
prevalence of congenital VWD is globally similar among 
populations [3,5,7]. Blood type appears to influence mean 
levels of VWF, with levels 25% lower in persons of blood type O 
as compared to other types [6]. 
VWD encompasses a wide spectrum of disease severity ranging 
from mild bleeding symptoms to rare severe haemorrhagic 
episodes that appears more symptomatic in females than 
males. VWD affects males and females equally; however, in 
females, symptoms become more pronounced with increasing 
reproductive age, particularly associated with menarche and 
childbirth [14]. 
Population-based prevalence 
A recent systematic literature review summarized VWD 
prevalence (22 sources) as ranging from 108.9 to 2200 per 
100,000 in population-based studies and from 0.3 to 16.5 per 
100,000 in referral-based studies [15]. The following studies 
estimated VWD prevalence by screening population samples 
using standardised criteria for symptoms, family history, and 
laboratory values [3,4,7]. 

• In a study, published in 1987, of 1,218 school children 
aged 11±14 years in 4 small towns of the Veneto region 
of Northern Italy, VWD was defined as symptomatic 
children with a low VWF level (on VWF:RCo analysis) 
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von Willebrand Disease 
who were members of a family with a convincing 
bleeding history (probable VWD) [16]. A definite 
diagnosis was assigned if, in addition to these criteria, 
at least one other family member on the haemorrhagic 
side of the family had a low VWF level. Age-adjusted 
ranges were adopted for O and non-O blood groups. Ten 
children (4 with probable and 6 with definite VWD) were 
classified as being affected (0.82% 90% CI 0.57%, 
1.15% 1.5). The criteria for diagnosis were 
conservative, even though all bleeding symptoms, 
unless trivial, were considered. A subsequent study on 
the same sample but using VWF:Ag instead of VWF:RCo 
as screening test gave a slightly lower similar figure 
(0.7%) [17]. 

• A similar investigation was conducted on 600 American 
adolescent schoolchildren aged 12±18 years, 
undergoing well-child or school physical examinations 
at the paediatric ambulatory clinics of the hospitals 
located in Virginia, Ohio and Mississippi, published in 
1993 [18]. The case criteria required at least 1 bleeding 
symptom, a family member with bleeding symptoms 
and a low VWF. The overall prevalence was estimated 
at 1.3%, with no racial difference (1.15% among 
Caucasians and 1.8% among blacks). 

• In 1987, a prevalence of VWD of 1.6% was found in 
adult blood donors from New York; however, the 
prevalence of symptomatic subjects with low VWF:RCo 
was 0.2% [3]. The large majority of these cases 
appeared to have a mild disease, and most of these 
subjects had not previously sought a detailed 
haemostatic evaluation. 

Demographics of the target 
population in the indication: 

Von Willebrand disease may only become apparent on 
hemostatic challenge, and bleeding history may become more 
apparent with increasing age [19]. Patients diagnosed with 
VWD are predominantly white, with a blood group O and a 
family history of VWD or other bleeding disorder [15]. The 
proportion of female patients with VWD (all types) generally 
ranges from 45% to 68%. However, the disorder is likely to 
affect males and females equally. Females experience 
pronounced symptoms associated with menarche and 
childbirth [14]. This increased susceptibility in many ways 
makes this a complex disorder to manage in females, who tend 
to have greater morbidity with increasing reproductive age. 

Risk factors for the disease: VWD is caused by deficiency or dysfunction of VWF, a plasma 
protein that mediates platelet haemostatic function and 
stabilizes blood coagulation factor VIII [20]. Severe bleeding 
may occur in all 3 types (type 1, 2 & 3) of VWD The diagnosis 
of VWD requires (in most cases) a positive family history. In 
those with a risk factor for bleeding (VWF levels >30 and 
<50 IU/dL), family history may not be positive because of 
incomplete penetrance and variable expressivity [19]. 

The main existing treatment 
options: 

Current treatment regimens for VWD are DDAVP, human 
plasma-derived VWF (replacement therapy) or antifibrinolytics. 
In addition to VWF replacement therapy recombinant FVIII may 
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von Willebrand Disease 
be prescribed. 
Desmopressin, a synthetic analogue of vasopressin, was 
originally designed for the treatment of diabetes insipidus. 
Desmopressin stimulates the release of VWF from endothelial 
cells through its agonist effect on vasopressin 
V2 receptors [21,22]. The mechanism by which desmopressin 
is increasing the plasma concentration of VWF is probably 
through cAMP-mediated release of VWF from the Weibel-Palade 
bodies in the endothelial cells [22]. FVIII levels also increase 
acutely after administration of desmopressin [23]. 
Desmopressin induces the release of tissue plasminogen 
activator (tPA) [24]. However, the secreted tPA is rapidly 
inactivated by plasminogen activator inhibitor and does not 
appear to promote fibrinolysis or bleeding after desmopressin 
treatment. 

Natural history of the indicated 
condition in the population, 
including mortality and 
morbidity: 

Individuals with symptomatic VWD typically present with mild 
symptoms of mucocutaneous bleeding, yet if bleeding becomes 
excessive it may affect quality of life. Epistaxis and menorrhagia 
are the most common manifestations of this disorder. However, 
bleeding following surgery, childbirth, or accidental trauma is 
also a common symptom. Gastrointestinal bleeding, which 
occurs infrequently, may develop due to persistent 
angiodysplasia and is often very serious [25]. Individuals with 
type 3 VWD and severe deficiency may also have bleeding into 
soft tissues or joints, causing severe pain and swelling. Over 
time, if treatment is inadequate, chronic musculoskeletal 
damage occurs and type 3 patients may require joint 
replacement surgery later in life [2]. Some patients, who suffer 
with recurrent moderate to severe bleeding symptoms, often 
will require hospitalization for transfusion, replacement 
therapy, or surgical intervention to prevent further 
haemorrhage. 
The onset of menorrhagia at menarche is often the first sign of 
VWD in females. Menorrhagia occurs frequently in 50% to 
60% of females with VWD in contrast to 9% to 14% of healthy 
females who may experience this complication [6,14,26,27]. In 
addition to abnormalities of haemostasis, females with 
menorrhagia may also have manifestations of chronic blood loss 
with associated iron deficiency with or without anaemia [2]. 
Females with VWD may require treatment with antifibrinolytics, 
iron supplementation or an estrogen/progestogen pill to control 
heavy menses [2]. During the course of managing disease, 
patients may lose time from work or school due to recurrent or 
severe symptoms. Recently to improve quality of life and 
preserve reproductive functioning, endometrial ablation has 
also been employed as a treatment option for menorrhagia; 
however, the effectiveness of this therapy is still being 
evaluated [28]. Though pregnancy may be carried to term in 
most women affected, the complication of postpartum 
haemorrhage remains a common concern [6,29]. Following 
childbirth, VWF levels may fall very rapidly, therefore all women 
with VWD are cautioned regarding the potential of developing 
significant secondary postpartum haemorrhage days after 
delivery [2]. Women with VWD are more likely to experience 
postpartum haemorrhage and are 10 times more likely to die 
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von Willebrand Disease 
from childbirth complications than women without 
VWD [29,30]. 
VWD does not appear to be associated with an increased risk of 
death compared with populations without VWD. There has been 
an improvement in treatment outcomes in recent years with the 
introduction of specialized care as well as prophylactic 
treatment regimen [31,32]. As a consequence, life expectancy 
of VWD patients is nearing that of the general population. 

Important co-morbidities: In a study evaluating the incidence and risk factors of 
cardiovascular disease (CVD) events (e.g., myocardial 
infarction, acute coronary syndrome, and stroke), the 
cumulative incidence was approximately 6.5% for ischemic CVD 
events in patients with VWD. While such events appear to be 
increasing in this population the observed frequencies are lower 
than the rate of 20% seen in individuals without VWD [33]. 
VWD patients have also been found to have a lower prevalence 
of arterial thrombosis than what is seen in the general 
population .Specifically, the prevalence of arterial thrombotic 
events (i.e., coronary heart disease, acute myocardial infarction 
and ischemic stroke) was observed to be 39% to 63% 
lower [34]. However, VWD patients had a 5 to 10 times higher 
risk of haemorrhagic stroke than those without VWD. In a study 
of relatively younger individuals with VWD, a reduced incidence 
of arterial thrombosis was reported, but not of venous 
thrombosis [33]. Another study assessing the occurrence of 
coronary artery disease (CAD) using hospital medical records 
reported the incidence of CAD as 3% in patients with VWD [35]. 
Most of the patients were female and 60 years of age or older, 
with common cardiovascular risk factors of hypertension, 
hyperlipidaemia, and smoking. 
A retrospective study of hospital discharge data in the US 
reported a lower prevalence of hypertension in patients with 
VWD compared to patients without VWD. Hypertension risk 
factors (hyperlipidemia, diabetes, smoking, hepatitis C, and 
HIV) and hypertension outcomes (atherosclerotic heart 
disease [ASHD], myocardial infarction, ischemic stroke, and 
renal failure) were less common in patients with VWD than in 
non-VWD patients. This study also reported a higher proportion 
of patients with hepatitis C virus (HCV) among patients with 
VWD versus without and a lower proportion with HIV infection 
in patients with VWD versus without VWD [36]. The proportion 
of patients with liver disease was higher in the population of 
patients with VWD compared to patients without VWD. 
A systematic literature review reported rates of hypothyroidism 
ranging from 2.4% to 16.2% in patients with VWD [15]. The 
rate of 16.2% was based on a single-center case–control study 
in the United States (US) and hypothyroidism was statistically 
significantly higher in patients with VWD than in patients 
without VWD [35]. The proportion of patients with liver disease 
was higher in patients with VWD versus without [15,36]. 
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Collected references for the European Community 

Table SI.1: Tabulated summary of references used to calculate the prevalence of VWD in 
Europe 

Referen
ce 

Type of 
source 

Region Collecti
on 

year(s) 

Case 
definiti

on 

Data 
collection 
method 

Referenc
e 

populatio
n size 

Reporte
d 

prevalen
ce 

Commen
ts 

World 
Federatio
n of 
Hemophi
lia 2009 
[37] 

Report of 
the World 
Federatio
n of 
Haemophi
lia 

23 EU 
countries 

2008 VWD Survey 
sent to 
National 
Registries, 
Haemophili
a 
Treatment 
Centres, 
and other 

471,901,4
46 

0.48/ 
10,000 

22,568 
cases of 
VWD 
patients 
identified 
(all types 
merged) 

Sadler et 
al, 2000 
[38] 

Peer-
reviewed 
literature 

Poland NA 
(1998) 

VWD Regional 
data 

38,000,00
0 

0.05/ 
10,000 

200 
cases of 
VWD 
patients 
(all types 
merged) 

Sadler et 
al, 2000 
[38] 

Peer-
reviewed 
literature 

Lithuania NA 
(1998) 

VWD Regional 
data 

3,700,000 0.08/ 
10,000 

30 cases 
of VWD 
patients 
(all types 
merged) 

Berntorp 
2008 
[39] 

Peer-
reviewed 
literature 

Sweden 2008 Type 2 
and type 
3 VWD 

Survey 9,200,000 0.09/ 
10,000 

type 3: 
0.3 per 
100 000 
inhabitan
ts 
type 2: 
twice 
that 
figure 

VWD 
with 
frequent 
and 
severe 
bleeding 
problem
s 

0.11/ 
10,000 

As above, 
also 
including 
some 
patients 
with 
severe 
type 1 
VWD 

Federici 
1998 
[40] 

Peer-
reviewed 
literature 

Italy 1997 VWD National 
Registry of 
VWD 

57,000,00
0 

0.22/ 
10,000 

1,257 
patients 
in the 
VWD 
registry 
(all types 
merged) 
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Referen
ce 

Type of 
source 

Region Collecti
on 

year(s) 

Case 
definiti

on 

Data 
collection 
method 

Referenc
e 

populatio
n size 

Reporte
d 

prevalen
ce 

Commen
ts 

Federici 
et al, 
2009 
[41] 

Conferenc
e 
proceedin
g 

Italy 2009 VWD National 
Registry of 
VWD 

60,000,00
0 

0.31/ 
10,000 

1,850 
patients 
in the 
VWD 
registry 
(all types 
merged) 

Bloom 
1991 
[42] 

Peer-
reviewed 
literature 

Scandina
via (DK, 
FI, S, 
NO) 

1984 Treated 
VWD 
patients 

Survey NA 0.31/ 
10,000 

Data 
corrected 
for 
number 
of 
replies. 
Survey 
related to 
AIDS, but 
relevant 
prevalenc
e data 
were 
extracted
. 
As data 
related to 
treated 
patients, 
presuma
bly the 
VWD is 
severe 

France 0.22/ 
10,000 

Iberia (E, 
P) 

0.11/ 
10,000 

Netherlan
ds (NL, 
B) 

0.11/ 
10,000 

Rest of 
Europe 

0.07/ 
10,000 

Scheibel 
1999 
[43] 

Peer-
reviewed 
literature 

West 
Denmark 

1999 VWD Registry of 
the 
Haemophili
a Centre 
West in 
Århus 

2,900,000 0.59/ 
10,000 

172 
patients 
in the 
VWD 
registry 
(all types 
merged) 

East 
Denmark 

Registry of 
the 
Haemophili
a Centre 
East in 
Copenhage
n 

2,300,000 0.34/ 
10,000 

78 
patients 
in the 
VWD 
registry 
(all types 
merged) 

Nilsson 
1984 
[44] 

Peer-
reviewed 
literature 

Sweden 1982 VWD NA 8,330,000 0.7/ 
10,000 
(given by 
the 
author) 

530 
known 
cases of 
VWD (all 
types 
merged) 
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Referen
ce 

Type of 
source 

Region Collecti
on 

year(s) 

Case 
definiti

on 

Data 
collection 
method 

Referenc
e 

populatio
n size 

Reporte
d 

prevalen
ce 

Commen
ts 

Berntorp 
et al, 
2005 
[45] 

Peer-
reviewed 
literature 

Nordic 
Region 
(Denmar
k, 
Finland, 
Sweden, 
Norway, 
Iceland) 

2003-
2004 

VWD Survey 
sent to 
Nordic 
haemophili
a centres 

20,840,00
0 

0.8/ 
10,000 

1,658 
cases of 
VWD 
patients 
(all types 
merged) 

Tengbor
n 1999 
[46] 

Peer-
reviewed 
literature 

Sweden 1998 VWD Swedish 
registry of 
von 
Willebrand  

8,900,000 0.86/ 
10,000 

761 
patients 
in the 
VWD 
registry 
(all types 
merged) 

Barlow 
et al, 
2007 
[47] 

Peer-
reviewed 
literature 

UK 2007 VWD n.a. 61,000,00
0 

1.15/ 
10,000 

7,000 
cases of 
VWD 
patients 
identified 
(all types 
merged) 

Holmber
g et al, 
1985 
[48] 

Peer-
reviewed 
literature 

Sweden 1985 VWD n.a. 8,360,000 1.25/ 
10,000 
(given by 
the 
author) 

1,000 
patients 
are 
known to 
have 
VWD (all 
types 
merged) 

Glomstei
n 1999 
[49] 

Peer-
reviewed 
literature 

Norway 1999 VWD Registry of 
the 
Institute 
for 
Haemophili
a, Oslo 

4,400,000 1.34/ 
10,000 

589 
patients 
in the 
VWD 
registry 
(all types 
merged) 

Michiels 
et al, 
2002 
[50] 

Peer-
reviewed 
literature 

South 
West 
Netherlan
ds 

1992 VWD Registry of 
the 
Haemostas
is Unit of 
the 
University 
Hospital 
Rotterdam 

1,200,000 1.39/ 
10,000 

167 
patients 
as of 
1992; 
275 
patients 
coded 
during 
the 
period 
1975 to 
1992 (all 
types 
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Referen
ce 

Type of 
source 

Region Collecti
on 

year(s) 

Case 
definiti

on 

Data 
collection 
method 

Referenc
e 

populatio
n size 

Reporte
d 

prevalen
ce 

Commen
ts 

merged) 

Bauduer 
et al, 
2004 
[51] 

Peer-
reviewed 
literature 

French 
Basque 
Country 

n.a. VWD 
(deficien
cy in 
VWF + 
personal 
or 
familial 
history 
of 
excessiv
e 
bleeding
) 

Registry of 
haemorrha
gic 
disorders 
from the 
Centre 
Hospitalier 
de la Côte 
Basque 

300,000 1.6/ 
10,000 

48 cases 
of VWD 
patients 
(all types 
merged) 

Kekomak
i et al, 
1999 
[52] 

Peer-
reviewed 
literature 

Finland 1985-
1997 

VWD Registry of 
the Finnish 
Red Cross 
Blood 
Transfusio
n Service 

5,150,000 2.09/ 
10,000 

1,076 
patients 
in the 
VWD 
registry 
(all types 
merged) 
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Part II: Module SII - Non-clinical part of the safety 
specification 
Key safety findings from non-clinical studies and relevance to human usage: 

Key Safety Findings Relevance to human usage 

Toxicity: Single dose toxicity 
Single dose toxicity studies investigating the 
effect of vonicog alfa administered either alone or 
with ADVATE were performed in the following 
animal models: ADAMTS13 knock out mice (study 
PV1940601), VWd mice (study PV1930601), 
C57BL/6J mice (study PV1990701), rats (study 
PV1950601), rabbits (study BAX0009 and 
PV2140708), and cynomolgus monkeys (study 
BAX0011 and DI08K001). 
The No Observed Adverse Effect Level (NOAEL) 
for vonicog alfa in the C57BL/6J mouse and 
ADAMTS13 knock out mouse was 250 IU 
VWF:RCo/kg when administered alone and 
250 IU VWF:RCo/kg + 192 IU rFVIII/kg when 
administered with ADVATE; the NOAEL for 
vonicog alfa in the von Willebrand deficient (VWd) 
mouse was 500 IU VWF:RCo/kg + 385 IU 
rFVIII/kg ADVATE. In rats, no signs of toxicity or 
thrombogenicity were observed at any of the 
doses tested; the NOAEL was 1400 IU 
VWF:RCo/kg + 1077 IU rFVIII/kg ADVATE, which 
was the highest dose tested. 
In rabbits as well as in cynomolgus monkeys the 
NOAEL was 1200 IU VWF:RCo/kg alone, or 
600 IU VWF:RCo/kg + 463 IU rFVIII/kg ADVATE, 
which were the highest doses tested. 
Overall, no signs of toxicity were observed in 
single dose toxicity studies involving rats, rabbits, 
and cynomolgus monkeys with vonicog alfa 
(study RD_VB_110702). Signs of 
microthrombosis were observed in mice, mainly 
because mouse ADAMTS13 is not capable of 
sufficiently proteolyse the vonicog alfa; and 
murine ADAMTS13 does not decrease the ultra-
large multimers of vonicog alfa. The studies 
concluded that the observed symptoms of 
microthrombosis are a species-specific 
exaggerated pharmacological effect not relevant 
for human use. 

Overall, no signs of toxicity were observed in 
single dose toxicity studies involving rats, 
rabbits, and cynomolgus monkeys. 
The observed symptoms of microthrombosis in 
mice were considered a species-specific 
exaggerated pharmacological effect that was 
not relevant for human use. 
Assessment of single dose toxicity in animal 
models supports the conclusion that vonicog 
alfa is safe for human usage. 

Toxicity: Repeat-Dose toxicity 
Toxicity after repeated administration of vonicog 
alfa alone or with ADVATE was investigated in 
rats and in cynomolgus monkeys. 
In rats, reversible signs of exaggerated 
pharmacological effects (regenerative anaemia, 
thrombocytopenia, and treatment-related 
histopathologic changes in the heart, liver, and 
spleen) were observed after administration of 

Exaggerated pharmacological effects seen in 
rats were considered a species-specific 
exaggerated pharmacological effect that was 
not relevant for human use. The immunogenic 
response in cynomolgus monkeys was not 
unexpected after repeated administration of a 
foreign protein and is not considered relevant 
for human use. 
Assessment of repeat-dose toxicity in animal 
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Key Safety Findings Relevance to human usage 
1400 IU VWF:RCo/kg/day + 1080 IU 
rFVIII/kg/day intravenously once daily for 
14 days (study 528575). These findings are 
interpreted as a species-specific exaggerated 
pharmacological effect due to the low 
susceptibility of vonicog alfa to proteolysis by 
rodent ADAMTS13 (study RD_VB_110702). No 
toxicologically relevant changes were evident for 
clinical observations, body weight, feed 
consumption, ophthalmology, urinalysis, 
coagulation and serum chemistry parameters, 
platelet aggregation, and gross pathology. 
In cynomolgus monkeys, daily intravenous 
(bolus) administration of vonicog alfa alone at 50 
or 100 IU VWF:RCo/kg/day or 100 IU 
VWF:RCo/kg vonicog alfa with 77 IU/kg rFVIII 
ADVATE for 14 days did not result in any evidence 
of adverse effect (study EWA0015). Therefore, 
100 IU VWF:RCo/kg/day vonicog alfa with or 
without 77 IU rFVIII/kg ADVATE was considered 
the NOAEL in this study. 
In a 4-week repeat-dose toxicity study in 
cynomolgus monkeys, administration of vonicog 
alfa by once daily IV administration was 
associated with life-threatening anaphylactic and 
less serious allergic reactions at 800 IU 
VWF:RCo/kg/day consistent with an 
immunogenic response which was not 
unexpected after repeated administration of a 
foreign protein to cynomolgus monkeys and not 
considered relevant for human use (study 
P10632M-SHP677). In terms of potential toxicity, 
all other changes were well tolerated for 2 weeks 
at 800 IU VWF:RCo/kg/day and for 4 weeks at up 
to 300 IU VWF:RCo/kg/day. The test article 
targeted the clotting pathways and effects 
consisted primarily of antibody formation and 
related complement, acute phase protein, 
haematology and clotting time changes. Based on 
these results, the NOAEL was 300 IU 
VWF:RCo/kg/day. 

studies supports the conclusion that vonicog 
alfa is safe for human usage. 

Toxicity: Reproductive/Developmental 
toxicity 
No adverse effects on male or female 
reproductive organs were detected during 
repeated dose toxicity studies. 
An ex vivo human placental perfusion study 
demonstrated that vonicog alfa does not pass the 
human placenta (Plac-Lab-12-12). 

Vonicog alfa is not expected to pass the human 
placenta. 

Toxicity: Genotoxicity 
Mutagenicity of vonicog alfa was not observed in 
either the in vitro Salmonella typhimurium 
Reverse Mutation Assay (Ames Test) conducted 
with and without metabolic activation 

Vonicog alfa is a recombinant protein which is 
not considered to be genotoxic. 
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Key Safety Findings Relevance to human usage 
(study BAX22), the in vitro chromosomal 
aberration test (study BAX0013), or the in vivo 
micronucleus test (study BAX24). 

Carcinogenicity 
Vonicog alfa is a recombinant protein which is not 
considered to be either mutagenic or clastogenic 
and does not have any carcinogenic potential 
based on its pharmacological action. Genotoxicity 
studies confirmed that vonicog alfa is not 
genotoxic. Due to the lack of concern for the 
carcinogenic potential of vonicog alfa, no 
carcinogenicity studies have been conducted or 
are planned. 

Vonicog alfa is a recombinant protein which is 
not considered to have any carcinogenic 
potential. 

Safety pharmacology: 
The thrombogenic potential of vonicog alfa and its 
effects on blood pressure, cardiac and respiratory 
function and parameters of coagulation activation 
were investigated in 4 in vivo studies in different 
animal models. No signs of thrombogenicity could 
be detected when the thrombogenic potential of 
vonicog alfa was evaluated in the rabbit stasis 
model at a dose of 1262 IU VWF:RCo/kg alone or 
812.5 IU VWF:RCo/kg + 623.7 IU rFVIII/kg 
ADVATE (Study PV2010701). 
Safety pharmacology studies in rats 
(PV2040705), guinea pigs (study PV1900605) 
and dogs (study 34572) revealed no increases in 
anaphylactoid potential of vonicog alfa alone or 
when administered with ADVATE. 
• Effects on electrocardiology, blood pressure, 

and respiration rate were assessed in the 28-
day repeat-dose toxicity study in cynomolgus 
monkeys (study P10632M-SHP677). At 
300 IU VWF:RCo/kg, there were no test 
article-related effects on blood pressure, 
respiration rate, or ECG.  

Assessment of general pharmacology data in 
animal studies supports the conclusion that 
vonicog alfa is safe for human usage. 

Other toxicity-related information or data: 
Local tolerance 
Results from an in vivo, local tolerance study in 
rabbits after intravenous, intra-arterial or 
paravenous administration indicated that vonicog 
alfa administered either alone or with ADVATE is 
well tolerated (study PV2000701). 

Vonicog alfa was well tolerated after 
intravenous, intra-arterial and paravenous 
administration in animal studies and should 
express a similar profile for local tolerance in 
humans. 

Other toxicity-related information or data: 
Immunogenicity 
A comparative immunogenicity study of vonicog 
alfa and highly purified plasma-derived VWF in 
Balb/c mice was conducted and revealed no gross 
difference in immunogenicity between the 
different test items (study FS-IM00907). Neither 
vonicog alfa nor highly purified pdVWF modulated 
the immunogenicity of ADVATE in Balb/c mice. A 

Vonicog alfa is not expected to have increased 
immunogenicity as compared to pdVWF. 
Vonicog alfa with or without ADVATE is also not 
expected to negatively modulate the 
immunogenicity of rFVIII. 
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Key Safety Findings Relevance to human usage 
study investigating the influence of administering 
vonicog alfa with ADVATE on the immunogenicity 
of rFVIII in 3 different hemophilic mouse models 
(E17 hemophilic Balb/c mice, E17 hemophilic 
C57BL/6J mice and E17 hemophilic human F8 
transgenic mice) was performed. The results 
indicated that vonicog alfa does not negatively 
impact the immunogenicity of ADVATE in any of 
the 3 different hemophilic mouse models (study 
IMM_R&D_017_11). 
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Part II: Module SIII - Clinical trial exposure 

Table SIII.1: Duration of exposure 

Indication Duration of 
Exposure category Number of subjects 

Person Time in 
Clinical Study 

(years)* 

Von Willebrand Disease 
(VWD) 

<1 m 98 1.6 

1 to <3 m 14 1.89 

3 to <6 m 7 2.83 

6 to <9 m 3 1.82 

9 to <12 m 1 0.99 

12 to <15 m 7 7.93 

15 to <18 m 1 1.43 

Total 131 18.48 
Data cutoff date = 31-October-2023 
Studies 070701, 071001, 071101, 071301, 071102 and SHP677-304 
* Number of Exposure Days in Observation Period of Safety divided by 365.2425. 

Table SIII.2: Age group and gender 

 
Number of Subjects 

Person Time in 
Clinical Study 

(years)* 

Indication Age Group Male Female Male Female 

Von Willebrand Disease 
(VWD) 

<2 years 1 1 0.08 0.03 

2 to 11 years 5 9 0.32 0.27 

12 to 17 years 6 6 1.14 0.2 

18 to 64 years 48 51 8.01 7.61 

65 to 74 years 2 0 0.18 0 

75 to 84 years 2 0 0.64 0 

Total** 64 67 10.37 8.11 
Data cutoff date = 31-October-2023 
Studies 070701, 071001, 071101, 071301, 071102 and SHP677-304 
* Number of Exposure Days in Observation Period of Safety divided by 365.2425. 
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Table SIII.3: Ethnic origin 

Indication Ethnic Origin Number of 
Subjects 

Person Time in 
Clinical Study (years) * 

Von Willebrand Disease 
(VWD) 

Asian 10 0.11 

White 116 17.42 

Multiple 1 0.02 

Unknown or Not 
Reported 3 0.84 

Other 1 0.09 

Total** 131 18.48 
Data cutoff date = 31-October-2023 
Studies 070701, 071001, 071101, 071301, 071102 and SHP677-304 
* Number of Exposure Days in Observation Period of Safety divided by 365.2425. 
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Part II: Module SIV - Populations not studied in clinical trials 
SIV.1. Exclusion criteria in pivotal clinical studies within the development 
programme 

Hypersensitivity (including anaphylactic reactions) to the active substance, to any of the 
excipients (Na3-citrate x 2 H2O, Glycine, Trehalose dihydrate, Mannitol, Polysorbate 80 
(Tween-80)) or known allergic reaction to mouse or hamster proteins. 

Reason for exclusion:  Including these patients would place them at risk 
of potentially life-threatening reactions. 

Is it considered to be included as missing 
information?: 

No 

Rationale:  “Hypersensitivity” is considered an important 
identified risk. 

 
The subject had a history or presence of VWF inhibitor or the subject had a history or 
presence of FVIII inhibitor with a titre ≥0.4 BU (by Nijmegen assay) or ≥0.6 BU (by 
Bethesda assay). 

Reason for exclusion:  Inhibitors could affect the activity and may 
cause vonicog alfa to be ineffective. 

Is it considered to be included as missing 
information?: 

No 

Rationale:  “Inhibitor formation” is considered an important 
potential risk. 

 
The subject with medical history of a thromboembolic event. 

Reason for exclusion:  There is a risk of occurrence of thrombotic 
events, particularly in patients with known 
clinical or laboratory risk factors for thrombosis 
including low ADAMTS13 levels. 

Is it considered to be included as missing 
information?: 

No 

Rationale:  “Thromboembolic events” is considered an 
important identified risk. 

 
Clinically relevant liver disease, as evidenced by, but not limited to, any of the following: 
serum alanine aminotransferase (ALT) three times the upper limit of normal, 
hypoalbuminemia, portal vein hypertension (e.g., presence of otherwise unexplained 
splenomegaly, history of esophageal varices). 

Reason for exclusion:  Altered liver function may contribute to impaired 
or delayed coagulation. 

Is it considered to be included as missing 
information?: 

No 

Rationale:  Patients with altered hepatic function may 
benefit from VEYVONDI to aid in the treatment 
of bleeding. The benefits and risks of using the 
product should be carefully weighed against the 
patient’s clinical condition. 
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Severe renal impairment (serum creatinine > 2.0 mg/dL) at screening. 

Reason for exclusion:  Altered renal function may contribute to 
impaired coagulation or coagulation 
complications. 

Is it considered to be included as missing 
information?: 

No 

Rationale:  Patients with altered renal function may benefit 
from VEYVONDI to aid in the treatment of 
bleeding. The benefits and risks of using the 
product should be carefully weighed against the 
patient’s clinical condition. 

SIV.2. Limitations to detect adverse reactions in clinical trial development 
programmes 
The clinical development programme is unlikely to detect certain types of adverse reactions such as 
rare adverse reactions, adverse reactions with a long latency, or those caused by prolonged or 
cumulative exposure. 

SIV.3. Limitations with respect to populations typically under-represented 
in clinical trial development programmes 

Table SIV.2: Exposure of special populations included or not in clinical trial development 
programmes 

Type of special population Exposure 

Children The safety and efficacy of vonicog alfa is being investigated in 
paediatric subjects (below 18 years of age) in 2 ongoing 
studies: a Phase 3 study (071102), which is part of the 
paediatric investigation plan (PIP) approved by EMA 
Paediatric Committee (initial approval in 2012, last version 
approved on 25-October-2023 (EMEA-001164-PIP01-11-
M07) and a continuation study (SHP-677-304). 

Elderly No studies on efficacy of vonicog alfa have been performed in 
elderly patients (> 65 years). 
Surgery study 071101 included 1 elderly person aged 
70 years who underwent laparoscopic cholecystectomy with 
an overall primary hemostatic efficacy rating of “good”. 
Study 071301 included 3 subjects over age 65. 
A total of four subjects age ≥65 years has been included in 
the completed and ongoing clinical studies. The number of 
subjects age ≥65 years was too low to determine whether this 
age group responds differently than younger subjects. 

Pregnant women Not included in the clinical development program. 

Breast-feeding women 

Patients with relevant co-
morbidities: 

- Patients with hepatic 
impairment 

- Patients with renal impairment 

Not included in the clinical development program. 
Subjects with hepatic impairment (as evidenced by, but not 
limited to, any of the following: serum ALT three times the 
upper limit of normal, hypoalbuminemia, portal vein 
hypertension (e.g., presence of otherwise unexplained 
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Type of special population Exposure 
splenomegaly, history of esophageal varices)) were not 
included in the clinical trial program for vonicog alfa. 
Subjects with renal impairment (serum creatinine level 
≥2 mg/dL) were not included in the clinical trial program for 
vonicog alfa. 

Population with relevant different 
ethnic origin 

In the VWD studies, 89% were white (N=116); the remaining 
7.7% (n=10) were Asian and for 3%, the ethnic origin was 
not specified. 
There were no statistically significant differences in safety or 
efficacy corresponding to the race of any subject in the clinical 
trial program for vonicog alfa. It is important to note that as 
the majority of subjects were white and not all races were 
represented, it is difficult to make valid inferences regarding 
safety and efficacy across different racial groups. Please refer 
to Table SIII.3 for full demographic data for all studies where 
vonicog alfa was administered.  

Subpopulations carrying relevant 
genetic polymorphisms 

Clinical studies for vonicog alfa included subjects with type 1, 
type 2A, type 2B, type 2N, type 2M, and type 3 (severe VWD). 
For the pooled studies 070701, 071001 and 071101, the 
majority of subjects were diagnosed with VWD type 3 (78.8% 
n=63). The remainder of subjects had VWD type 1 (10.0%; 
n=8), type 2A (8.8%; n=7), type 2B (1.3%; n=1) or type 2M 
(1.3%; n=1). In study 071301, 3 subjects (13.0%) had type 
1, 1 (4.3%) had type 2A, 1 (4.3%) had type 2B, and 18 
(78.3%) had type 3. 

Patients with a disease severity 
different from the inclusion criteria 
in the clinical trial population 

Not included in the clinical development program. 
A list of medical conditions or diseases with different levels of 
severity, which have been considered to support exclusion 
from participation in the clinical studies, is provided below: 
• The subject had been diagnosed with a hereditary or 

acquired coagulation disorder other than VWD (including 
qualitative and quantitative platelet disorders and/or an 
international normalized ratio [INR]>1.4). 

• The subject had a medical history of immunological 
disorders, excluding seasonal allergic 
rhinitis/conjunctivitis, food allergies, or animal allergies. 

• The subject was HIV positive with an absolute clusters of 
differentiation 4 (CD4) count <200/mm3. 

• The subject had been diagnosed with CVD, if the subject 
had been diagnosed with clinically relevant liver disease, 
as evidenced by, but not limited to, any of the following: 
serum ALT three times the upper limit of normal, 
hypoalbuminemia, portal vein hypertension (e.g., 
presence of otherwise unexplained splenomegaly, history 
of esophageal varices). 

• The subject had been diagnosed with renal disease, with 
a serum creatinine level ≥2 mg/dL. 

As per the judgement of the investigator, the subject had 
another clinically significant concomitant disease (e.g., 
uncontrolled hypertension, diabetes type II) that may pose 
additional risks for the subject. 
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Part II: Module SV - Post-authorisation experience 
SV.1. Post-authorisation exposure 
SV.1.1. Method used to calculate exposure 
Patient exposure to vonicog alfa was estimated based on the distribution data available through 
31-October-2023. The proportion of patients who use vonicog alfa for treatment likely changes over 
time. We estimated the annual patient consumption of vonicog alfa data from a prospective, 
multi-centre phase III study among patients ages 18 to 65 years with severe type 1 and 2A, type 2B, 
type 2N, or type 3 VWD [53] and treated for an average of 1 bleed. Patients enrolled had an average 
weight of 73 kg. Based on the data from this study, the following for patients on-demand were 
assumed: 

• The median dose of vonicog alfa was 46.5 IU/kg and the median number of infusions per bleed 
episode was 1. 

• The median annual bleed rate in patients treated on-demand was 3.7 bleeds per year. 

The average treatment dose (IU) used in the calculation is 46.5 IU/kg (based on data from the study 
[071001]) 

Total Units Sold = (O) (Do) 

Where: 

O = No. of patients-years of vonicog alfa use for treatment of bleeds (i.e., patient-years of exposure 
to vonicog alfa). 

Do = Average annual consumption of vonicog alfa per patient (IUs/patient-year of exposure) 

The average annual consumption of vonicog alfa per patient is equivalent to the average consumption 
of vonicog alfa per patient-year. Calculating Do (vonicog alfa consumption in patients treating 
individual bleeds on an annual basis). 

Where Do = (The average dose per infusion) (no. infusions per episode) (average weight) (median 
annual bleed rate) 

Do = 46.5 IU/kg × 1.0 infusions × 73 kg × 3.7 bleeds 

Do = 12,559.65 IU 

413,097,325 IUs = (O) (12,559.65 IU) 

O (No. patient-years) = 413,097,325 IU/12,559.65 = 32,891 patient-years. 

SV.1.2. Exposure 
Based on the above methodology, the patient exposure is estimated to be 413,097,325 IUs 
cumulatively, corresponding to approximately 32,891 patient-years of treatment cumulatively. 

There is no generally accepted methodology to model patient exposure in the post-marketing setting 
and the above-cited method is imprecise. The sales distribution data does not reflect the amount of 
product that is used for infusion and does not account for product waste, pharmacy inventory. 
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Part II: Module SVI - Additional EU requirements for the 
safety specification 
Potential for misuse for illegal purposes 

The potential for misuse of VEYVONDI for illegal purposes is considered unlikely. 
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Part II: Module SVII - Identified and potential risks 
SVII.1. Identification of safety concerns in the initial RMP submission 
SVII.1.1 Risks not considered important for inclusion in the list of safety concerns in the 
RMP 
None. 
Reason for not including an identified or potential risk in the list of safety concerns in the 
RMP: 

Not applicable. 
SVII.1.2. Risks considered important for inclusion in the list of safety concerns in the RMP 

Important Identified Risks Risk-benefit impact 

Hypersensitivity reactions Hypersensitivity reactions can range from a Rash 
to fatal anaphylactic reactions. 
Hypersensitivity, allergic reactions, and 
anaphylaxis may result in a serious medical 
condition or potentially lead to fatal outcomes. 
Signs of hypersensitivity reactions may include 
angioedema, chest tightness, dyspnea, wheezing, 
urticaria, signs of shock (e.g., hypotension) or 
pruritus. 
Cumulatively no serious adverse events (SAEs) 
were retrieved for this risk term from the clinical 
studies with vonicog alfa. 

Thromboembolic events (particularly in 
patients with low ADAMTS13 levels as well as 
other risk factors, and concomitant overuse of 
FVIII) 

Thrombotic events can vary in seriousness and 
result in a variety of outcomes. Deep vein 
thrombosis (DVT) may resolve spontaneously with 
little sequelae while stroke and myocardial 
infarction may result in significant disability or 
death. 
Thromboembolic events (including Pulmonary 
Embolism, venous thrombosis, arterial 
thrombosis, and cerebral artery thrombosis) may 
potentially result in a serious medical condition or 
fatal outcome. 
In study 071101, one subject (#450001) 
underwent a total hip replacement and 
experienced 2 thrombotic adverse events (AEs) (1 
non-serious event of non-occlusive thrombosis at 
4 days post-op and 1 serious event of deep vein 
thrombosis at 8 days post-op) in this confounded 
surgical case (i.e., total hip replacement surgery 
and low ADAMTS13 levels). However, the 
possibility of causal relationship cannot be ruled 
out based on the nature of the event, the 
mechanism of action of vonicog alfa, and the close 
temporal proximity of the event of deep vein 
thrombosis (DVT) with the ongoing infusions of 
vonicog alfa during the post-op period. 
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Important Potential Risks Risk-benefit impact 

Inhibitor formation Inhibitor formation may result in a non-serious 
asymptomatic lack of response to treatment or 
potentially serious haemorrhage which may be 
life-threatening depending on the level of inhibitor 
present. 
In patients with high levels of inhibitors to VWF or 
FVIII, VEYVONDI therapy may not be effective and 
infusion of this protein may lead to severe adverse 
reactions, including potentially serious 
haemorrhage. 
Overall, the risk for VWD patients to develop 
neutralizing or binding antibodies against 
VEYVONDI or potential impurities present in 
VEYVONDI can be considered to be low. 

 
Missing Information  Risk-benefit impact 

Insufficient clinical data on use in pregnancy 
and lactation 

No pregnant or lactating women were included in 
the vonicog alfa clinical program to date; 
therefore, no applicable data are available. 
Ex vivo, it has been demonstrated that vonicog 
alfa does not cross the human placenta barrier. It 
is unknown whether VEYVONDI or its metabolites 
are excreted in human milk. Use in pregnancy and 
lactation, if available, will be collected. 

Insufficient clinical data on use in geriatric 
patients 

The number of subjects aged 65 and over (n=4) 
included in clinical trials of rVWF was too low to 
determine whether they respond differently 
compared to younger subjects. Use in geriatric 
patients, if available, will be collected. 

SVII.2. New safety concerns and reclassification with a submission of an 
updated RMP 
Not applicable. 

SVII.3. Details of important identified risks, important potential risks, 
and missing information 
SVII.3.1. Presentation of important identified risks and important potential risks 

Important Identified Risk: Hypersensitivity reactions 

Potential mechanisms: Immune mediated response to vonicog alfa or 
any of the constituents of the product. 

Evidence source(s) and strength of evidence: Clinical trials, potential mechanism of action of 
risk. Post-marketing and literature. 

Characterisation of the risk: The incidence of anaphylaxis does not appear to 
vary significantly between countries. Rates 
globally range from 1-3 cases per 10,000 in the 
general population [4,5]. However, 
hypersensitivity drug reactions represent 
approximately one third of adverse drug 
reactions (ADR), which can affect 7% of the 
general population and up to 20% of hospitalized 
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Important Identified Risk: Hypersensitivity reactions 
patients [6]. In studies, allergic reactions to 
plasma concentrates of VWF have been reported 
to occur in ≤6% of patients who may present 
with symptoms of hives, chest tightness, Rash, 
pruritus, and swelling [7,54]. Though data are 
limited, more severe anaphylactoid reactions 
have rarely been observed, but may be seen 
following infusion of VWF plasma concentrates in 
patients with severe type 3 disease [9,10]. 
However, while responses to plasma 
concentrates have been reported, the exact 
incidence and prevalence of hypersensitivity 
reactions from recombinant VWF treatment 
remains unknown at this time. Anaphylactic 
reaction has been reported from post-marketing 
sources. 
Clinical studies 
Cumulatively, no SAEs were retrieved for this risk 
term from the clinical studies with vonicog alfa. 
Post-marketing experience 
Cumulatively 29 cases including 37 events 
(12 serious and 25 non-serious) were reported 
from post-marketing sources. They include 
11 events of Rash, 6 events of Anaphylactic 
Reaction, 5 events of Hypersensitivity, 3 events 
of Infusion Related Reaction, 2 events of Swelling 
Face, 3 events of Drug Hypersensitivity, and 
1 event of each for Angioedema, Rash Pruritic, 
Pharyngeal Swelling, Rhinitis Allergic, Rash 
Papular, Multiple Allergies and Urticaria. 
The outcome of these ADRs is reported as not 
recovered/not resolved (n=2), 
recovered/resolved (n=11), and unknown 
(n=24). 
Of the 37 events, causality was assessed as 
related (n=32) and not related (n=5). 

Risk factors and risk groups: Patients with previous history of hypersensitivity 
to vonicog alfa or any other constituents of the 
product. VWD patients who have developed 
antibodies against VWF are at increased risk to 
develop anaphylactic reactions after re-exposure 
to VWF [11]. 

Preventability: Careful intake of patients’ medical history for 
allergic/hypersensitivity reactions. Note history 
of past hypersensitivity reactions in the patient 
records. Vonicog alfa is contraindicated in 
patients with hypersensitivity to the active 
substance or to any of the excipients or known 
allergic reaction to mouse of hamster proteins. 
Patients should be closely monitored and 
carefully observed for any symptoms throughout 
the infusion period. Patients and/or their 
caregivers should be informed of the early signs 
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Important Identified Risk: Hypersensitivity reactions 
of hypersensitivity reactions, and they should be 
advised to discontinue use of the product 
immediately and contact their physician for 
support care if such symptoms occur. 

Impact on the risk-benefit balance of the 
product: 

Hypersensitivity to the drug or its ingredients is 
a concern of any medicinal product and may 
result in a serious medical condition or potentially 
lead to fatal outcome. Through risk minimisation, 
the risk of hypersensitivity can be minimised and 
ensures the potential benefits outweigh the risks. 

Public health impact: Depending on the severity and nature of the 
hypersensitivity reaction, patients may require 
medical intervention and hospitalization. 

 
Important Identified Risk: Thromboembolic events (particularly in patients with low 
ADAMTS13 levels as well as other risk factors and concomitant overuse of FVIII) 

Potential mechanisms: ADAMTS13 is responsible for proteolytic cleavage 
of the ultra-large multimers (ULM) of vonicog alfa 
within minutes of platelet adhesion and 
aggregation. Thus, the risk for thrombotic events 
associated with use of vonicog alfa is limited in 
patients with sufficient levels of ADAMTS13. 
However, for patients with other concomitant risk 
factors, such as overuse of FVIII/ADVATE, there 
still may be a risk for thromboembolic events due 
to excessive aggregation of platelets at site of 
endothelial injury, resulting in increased 
coagulation. 

Evidence source(s) and strength of evidence: Clinical trials, potential mechanism of action of 
risk. Post-marketing and literature. 

Characterisation of the risk: In patients with VWD, elevated FVIII levels have 
been reported as an increased risk factor for 
thrombosis [12,33,55,56]. However, this is a rare 
event in VWD that has been reported only in 
patients receiving repeated VWF⁄ FVIII 
concentrate infusions to maintain hemostasis 
occurring with an incidence of 7 cases per 
12,640 treatments annually [55,57]. 
Additionally, ADAMTS13 deficiency may lead to 
platelet aggregation which promotes the 
formation of thrombi and ultimately vascular 
occlusion [25,27,58]. Therefore, VWD patients 
with ADAMTS13 deficiency who receive excessive 
FVIII replacement may have an increased risk of 
myocardial infarction and other arterial 
occlusions [59,60]. Even so, the exact incidence 
of thromboembolic events in patients with VWD 
and low levels of ADAMTS13 is currently 
unknown. 
Clinical studies 
Cumulatively, 2 SAEs were retrieved for this risk 
term from the clinical studies with vonicog alfa. 
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Important Identified Risk: Thromboembolic events (particularly in patients with low 
ADAMTS13 levels as well as other risk factors and concomitant overuse of FVIII) 

The reported preferred terms (PTs) included 
Deep Vein Thrombosis and Haemorrhoids 
thrombosed. Causality was assessed as possible 
for 1 SAE and not related for another SAE. The 
outcome of both events was reported as 
recovered. 
Post-marketing experience 
Cumulatively, 23 cases including 27 events. Out 
27 events, 26 serious and 1 non-serious event 
were reported from post-marketing sources. The 
26 serious events included 4 events of Deep Vein 
Thrombosis, 5 events of Thrombosis, 4 events of 
Pulmonary Embolism, 2 events of Myocardial 
Infarction, and 1 event each of Blindness 
Transient, Cerebral Thrombosis, Cerebrovascular 
Accident, Haemorrhoids Thrombosed, Infusion 
Site Thrombosis, Stress Cardiomyopathy, Post 
Procedural Pulmonary Embolism, Thrombotic 
Microangiopathy, Pelvic Venous Thrombosis, 
Superficial Vein Thrombosis and Vascular Stent 
Thrombosis. The outcome of these ADRs is 
reported as fatal (n=1), not recovered/ not 
resolved (n=5), recovering/ resolving (n=3), 
recovered/resolved (n=5), and unknown (n=12). 
Out of 27 events, 26 serious events, causality 
was assessed as related (n=15) and not related 
(n=11) and 1 non-serious event as causality was 
assessed as related.  

Risk factors and risk groups: Thromboembolic events can occur, particularly in 
patients with known clinical or laboratory risk 
factors including low ADAMTS13 levels. 
Administration of vonicog alfa with a FVIII 
product containing VWF would pose an additional 
risk of thrombotic events. Patients with sustained 
excessive FVIII:C plasma levels may be at 
increased risk of thrombotic events. 

Preventability: Patients with known clinical or laboratory risk 
factors for thrombosis have to be monitored for 
early signs of thrombosis, and prophylaxis 
measures against venous thromboembolism 
should be instituted according to current 
recommendations and standard of care. Monitor 
plasma levels for FVIII:C activity to decide if 
rFVIII is required for subsequent infusions in 
patients requiring frequent doses of vonicog alfa 
in combination with recombinant factor VIII to 
avoid sustained excessive FVIII:C plasma levels. 

Impact on the risk-benefit balance of the 
product: 

Thromboembolic events may result in a serious 
medical condition with persistent injury or fatal 
outcome. Through risk minimisation, the risk of 
thromboembolic events can be minimised and 
ensures the potential benefits outweigh the risks. 
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Important Identified Risk: Thromboembolic events (particularly in patients with low 
ADAMTS13 levels as well as other risk factors and concomitant overuse of FVIII) 

Public health impact: Thromboembolic events may result in 
hospitalization or life-threatening injury. Injury 
may require lifelong costly therapy. Injury may 
also result in loss of days of school and/or work, 
persistent disability, and impact upon caregivers. 

 
Important Potential Risk: Inhibitor formation 

Potential mechanisms: Upon administration of vonicog alfa, the body 
may perceive vonicog alfa as a foreign antigen, 
thus triggering an immune response leading to 
the development of neutralizing antibodies 
aiming to counteract the hemostatic efficacy of 
the drug. High titre non-neutralizing antibodies 
against vonicog alfa can be associated with 
decreased vWF:Ag post infusion and 
consequently decreased vonicog alfa associated 
biological activities. 

Evidence source(s) and strength of evidence: Potential mechanism of risk. 

Characterisation of the risk: None of the subjects treated in studies 070701, 
071001, 071101 or 071301 developed 
neutralizing antibodies against vonicog alfa or 
FVIII. Furthermore, an analysis of a second 
pharmacokinetic (PK) infusion repeated 6 months 
after the initial PK at 80 IU/kg VWF:RCo in the 
phase 3 study 071001 demonstrated no 
difference between PK infusions for all vonicog 
alfa PK parameters, confirming the absence of 
subclinical inhibitors after repeated doses of 
vonicog alfa. The development of inhibitor 
antibodies against VWF represents a rare but 
serious complication of treatment in patients 
administered plasma concentrates, occurring in 
5% to 10% of VWD patients, primarily with type 
3 disease [10,11]. Patients who develop 
inhibitors may present with loss of response to 
VWF concentrate, sometimes with an associated 
Anaphylactic Reaction [30]. However, while 
responses to plasma concentrates have been 
reported, the exact incidence and prevalence of 
inhibitor formation from recombinant VWF 
treatment remains unknown at this time. 
Clinical studies 
Cumulatively, no SAEs were retrieved for this risk 
term from the clinical studies with vonicog alfa. 
Post-marketing experience 
Cumulatively, 1 serious case with Von 
Willebrand’s factor antibody positive which was 
retrieved for this risk from post-marketing 
source. The case causality was unlikely related to 
VWF. The event outcome was recovering. 

Risk factors and risk groups: VWD patients who have developed antibodies 
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Important Potential Risk: Inhibitor formation 
against VWF are at risk to develop anaphylactic 
reactions after re-exposure to VWF. Inhibitor 
development in patients with VWD is a rare 
complication of treatment and mainly occurs in 
patients with severe inherited type 3 
VWD [11,31]. The risk for VWD patients to 
develop antibodies in response to exogenously 
administered VWF is highly variable in individual 
patients and can only partially be explained by 
genetic factors. Mutations in the VWF gene which 
have been reported to be associated with VWD 
are very heterogeneous [32]. 
The development of neutralizing antibodies 
against VWF is frequently reported in patients 
with partial or complete VWF gene deletions but 
also in patients carrying nonsense or frameshift 
mutations [11]. 
Since not all cases of type 3 VWD caused by large 
gene deletions are associated with the 
development of anti-VWF antibodies, it is highly 
probable that additional genetic or environmental 
factors contribute to the risk of developing 
antibodies against VWF. A positive family history 
of anti-VWF antibodies is considered as a major 
risk factor [11]. Patients previously treated with 
pdVWF concentrates may be at risk to express 
binding antibodies against VWF prior to first 
exposure to vonicog alfa. 

Preventability: Patients using vonicog alfa should be regularly 
evaluated for the development of inhibitors by 
appropriate clinical observations (e.g., bleeding 
that is not controlled with an expected dose) and 
laboratory tests. If bleeding cannot be controlled, 
an assay that measures inhibitor concentration 
should be performed. Inhibitor testing should also 
be performed if the patient experiences 
hypersensitivity or anaphylactic reactions when 
exposed to vonicog alfa.  

Impact on the risk-benefit balance of the 
product: 

In patients with high levels of anti-VWF 
antibodies, von Willebrand factor therapy may 
not be effective and other therapeutic options 
should be considered. Inhibitors may result in 
reduced or lack of response to treatment and 
subsequent acute bleeding episodes potentially 
affecting joints, muscles, mucosa, body cavities, 
and the central nervous system, which may 
require additional therapies (e.g., central venous 
access device (CVAD) placement). Left 
untreated, the patient could experience fatal 
uncontrolled bleeding. Through risk minimisation, 
the risk of inhibitor formation can be minimised 
and ensures the potential benefits outweigh the 
risks. 

Public health impact: Uncontrolled bleeding episodes may result in 
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Important Potential Risk: Inhibitor formation 
hospitalization or life-threatening injury. Once an 
inhibitor exists, there may be lifelong costly 
therapy, e.g., with bypassing agents. Injury may 
also result in loss of days of school and/or work, 
persistent disability, and impact upon caregivers. 

SVII.3.2. Presentation of the missing information 

Missing information: Insufficient clinical data on use in pregnancy and lactation 

Evidence source:  No pregnant or lactating women were included in 
the vonicog alfa clinical program to date; 
therefore, no applicable data are available. 

 
Missing information: Insufficient clinical data on use in geriatric patients 

Evidence source:  The number of subjects aged 65 and over (n=4) 
included in clinical trials of rVWF was too low to 
determine whether they respond differently 
compared to younger subjects. 
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Part II: Module SVIII - Summary of the safety concerns 

Table SVIII.1: Summary of safety concerns 

Summary of safety concerns 

Important identified risks • Hypersensitivity reactions 
• Thromboembolic events (particularly in 

patients with low ADAMTS13 levels as well as 
other risk factors, and concomitant overuse 
of FVIII) 

Important potential risks • Inhibitor formation 

Missing information • Insufficient clinical data on use in pregnancy 
and lactation 

• Insufficient clinical data on use in geriatric 
patients 
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Part III: Pharmacovigilance Plan (including 
post-authorisation safety studies) 
III.1. Routine pharmacovigilance activities 
The SmPC recommends that with each administration of VEYVONDI, the name of the patient and batch 
number be recorded to maintain a link between the two to enhance traceability. 

Routine pharmacovigilance includes periodic signal detection. Manufacturing investigations will be 
initiated in the following situations: 

• An increasing trend in number or frequency of AEs are observed, that could be related to drug 
manufacturing or quality. 

• Unusual failure of efficacy or increase in trends of lack of effect. 

• Clustering of AEs related to geographical region, lot or batch. 

• Suspected counterfeiting or tampering of drug product/device. 

In addition, AE forms include a field for reporters to provide the product lot number. 

Routine pharmacovigilance activities beyond adverse reactions reporting and signal 
detection: 

There are no routine pharmacovigilance activities beyond adverse reactions reporting and signal 
detection. 

Specific adverse reaction follow-up questionnaires: 

None 

Other forms of routine pharmacovigilance activities: 

None 

III.2. Additional pharmacovigilance activities 

EUHASS registry summary 

Study short name and title: 
Participation in EUHASS registry and review of the data provided by the registry to further 
characterise the safety concerns for long-term safety follow-up. 

Rationale and study objectives: 
• To monitor the safety of treatments for people with inherited bleeding disorders in Europe. 
• To inform clinicians, regulators and other interested parties of the treatment patterns and 

AEs reported for these patients in Europe. 
• To set up a publicly available database of all the Haemophilia centres in Europe with details 

of how they can be accessed by patients, and information on relevant patient, doctor, nurse 
and physiotherapist organisations in each country. 

• To set up a publicly available directory containing information and publications lists for all 
the clotting factor products used in Europe to treat inherited bleeding disorders. 

Study design: 
The MAH aims to collaborate with established European Haemophilia Registries (i.e. EUHASS) to 
collect prospective AEs. 

Study population: 
Patients with VWD. 

Milestones: 
Regular updates 
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EUHASS registry summary 
Data will be reviewed on an ongoing basis as part of signal detection and reported within periodic 
safety update report (PSUR)/ periodic benefit-risk evaluation report (PBRERs) when available. 

 

III.3. Summary Table of additional Pharmacovigilance activities 

Table Part III.1: Ongoing and planned additional pharmacovigilance activities 

Study 
Status  

Summary of objectives Safety concerns 
addressed Milestones  Due dates 

Category 1 - Imposed mandatory additional pharmacovigilance activities which are conditions of 
the marketing authorisation 

None 

Category 2 – Imposed mandatory additional pharmacovigilance activities which are Specific 
Obligations in the context of a conditional marketing authorisation or a marketing authorisation 
under exceptional circumstances 

None 

Category 3 - Required additional pharmacovigilance activities 

Participation in 
registries (e.g., 
European 
Haemophilia 
Safety 
Surveillance 
(EUHASS) 
registry) and 
review of the 
data provided 
by the registries 
to further 
characterise the 
safety concerns 
for long-term 
safety 
follow-up. 
 
Ongoing 

The EUHASS registry serve 
to collect further safety 
information in patients with 
vWD. 

-Hypersensitivity 
reactions 
-Thromboembolic 
events 
(particularly in 
patients with low 
ADAMTS13 levels 
as well as other 
risk factors, and 
concomitant 
overuse of FVIII) 
-Inhibitor 
formation 
-Insufficient 
clinical data on use 
in pregnancy and 
lactation 
-Insufficient 
clinical data on use 
in geriatric 
patients 

Regular 
updates 

Data are 
reviewed 
on an 
ongoing 
basis as 
part of 
signal 
detection 
and 
reported 
within 
PSUR/ 
PBRERs 
when 
available.  
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Part IV: Plans for post-authorisation efficacy studies 
Not applicable. 
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Part V: Risk minimisation measures (including evaluation of 
the effectiveness of risk minimisation activities) 
Risk Minimisation Plan 
V.1. Routine Risk Minimisation Measures 

Table Part V.1: Description of routine risk minimisation measures by safety concern 

Safety concern Routine risk minimisation activities 

Hypersensitivity 
reactions 

Routine risk communication: 
SmPC sections 4.3, 4.4 and 4.8 
Package leaflet (PL) section 2 and 4 
Routine risk minimisation activities recommending specific clinical 
measures to address the risk: 
SmPC section 4.4 mentions 
• Patients and/or caregivers should be informed of the early signs of 

hypersensitivity reactions. Patients should be closely monitored and 
carefully observed for any symptoms throughout the infusion period. If 
signs and symptoms of severe allergic reactions occur, immediately 
discontinue administration of VEYVONDI and provide appropriate 
supportive care. 

• Adequate medical treatment and provisions should be available for 
immediate use for a potential anaphylactic reaction, especially for 
patients with a history of allergic reactions. 

• Patients treated with VEYVONDI may develop hypersensitivity reactions 
to non-human mammalian proteins (mouse immunoglobulin G (MuIgG) 
and Hamster proteins) due to their presence in VEYVONDI. 

Symptoms of severe allergic reactions and if present, patients should stop 
infusion immediately and contact doctor is mentioned in PL section 2 and 
4. 
Other routine risk minimisation measures beyond the Product 
Information: 
None 

Thromboembolic 
events (particularly 
in patients with low 
ADAMTS13 levels 
as well as other risk 
factors, and 
concomitant 
overuse of FVIII) 

Routine risk communication: 
SmPC sections 4.4, 4.8 and 4.9 
PL section 2 and 3 
Routine risk minimisation activities recommending specific clinical 
measures to address the risk: 
SmPC section 4.4 mentions: 
• Patients at risk for thrombotic events have to be monitored for early 

signs and prophylaxis measures should be instituted. 
• Any FVIII that would be administered along with VEYVONDI should be 

a pure FVIII product. 
SmPC section 4.8 mentions Patients at risk for thrombotic events have to 
be monitored for early signs and prophylaxis measures should be instituted. 
PL section 2 mentions patients who have previously had thromboembolic 
complications should inform their doctor immediately. 
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Safety concern Routine risk minimisation activities 
Other routine risk minimisation measures beyond the Product 
Information: 
None 

Inhibitor formation Routine risk communication: 
SmPC sections 4.4 and 4.8 
PL sections 2 and 4 
Routine risk minimisation activities recommending specific clinical 
measures to address the risk: 
SmPC section 4.4 mentions: 
• If the expected plasma levels of VWF:RCo are not attained, or if 

bleeding is not controlled with an appropriate dose, an appropriate 
assay should be performed to determine if a von Willebrand factor 
inhibitor. 

• In patients with high levels of anti-VWF antibodies, von Willebrand 
factor therapy may not be effective and other therapeutic options 
should be considered. 

• VWD patients who have high titre binding antibodies may require a 
higher VEYVONDI dose to overcome the binding antibody effect and 
such patients could be managed clinically by administration of higher 
doses of vonicog alfa based on the PK data for each individual patient. 

SmPC section 4.8 mentions patients experiencing hypersensitivity or 
anaphylactic reactions should be tested and evaluated for the presence of 
an inhibitor. 
PL section 2 mentions that if bleeding is not controlled with VEYVONDI, 
patients should inform their doctor immediately. 
Other routine risk minimisation measures beyond the Product 
Information: 
None. 

Insufficient clinical 
data on use in 
pregnancy and 
lactation 

Routine risk communication: 
SmPC section 4.6 
PL section 2 
Routine risk minimisation activities recommending specific clinical 
measures to address the risk: 
SmPC section 4.6 mentions VEYVONDI should be administered to pregnant 
or lactating VWF deficient women only if clearly indicated. 
PL section 2 mentions patients who are pregnant or breast-feeding, think 
they may be pregnant or are planning to have a baby, should ask their 
doctor for advice before taking VEYVONDI. 
Other routine risk minimisation measures beyond the Product 
Information: 
None. 

Insufficient clinical 
data on use in 
geriatric patients 

Routine risk communication: 
None. 
Routine risk minimisation activities recommending specific clinical 
measures to address the risk: 
None. 
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Safety concern Routine risk minimisation activities 
Other routine risk minimisation measures beyond the Product 
Information: 
None. 

V.2. Additional risk minimisation measures 
Routine risk minimisation activities as described in Part V.1 are sufficient to manage the safety 
concerns of the medicinal product. 

V.3. Summary of risk minimisation measures 

Table Part V.3: Summary table of pharmacovigilance activities and risk minimisation 
activities by safety concern 

Safety concern Risk minimisation measures Pharmacovigilance activities 

Hypersensitivity reactions Routine risk minimisation 
measures: 
SmPC sections 4.3, 4.4 and 4.8. 
PL section 2 and 4 
Additional risk minimisation 
measures: 
No risk minimisation measures 

Routine pharmacovigilance 
activities beyond adverse 
reactions reporting and signal 
detection: 
None 
Additional pharmacovigilance 
activities: 
EUHASS registry 

Thromboembolic events 
(particularly in patients 
with low ADAMTS13 levels 
as well as other risk 
factors, and concomitant 
overuse of FVIII) 

Routine risk minimisation 
measures: 
SmPC sections 4.4, 4.8 and 4.9. 
PL section 2 and 3 
Additional risk minimisation 
measures: 
No risk minimisation measures 

Routine pharmacovigilance 
activities beyond adverse 
reactions reporting and signal 
detection: 
None 
Additional pharmacovigilance 
activities: 
EUHASS registry 

Inhibitor formation Routine risk minimisation 
measures: 
SmPC sections 4.4 and 4.8. 
PL section 2 and 4 
Additional risk minimisation 
measures: 
No risk minimisation measures 

Routine pharmacovigilance 
activities beyond adverse 
reactions reporting and signal 
detection: 
None 
Additional pharmacovigilance 
activities: 
EUHASS registry 

Insufficient clinical data on 
use in pregnancy and 
lactation 

Routine risk minimisation 
measures: 
SmPC section 4.6 
PL section 2 
Additional risk minimisation 
measures: 
No risk minimisation measures 

Routine pharmacovigilance 
activities beyond adverse 
reactions reporting and signal 
detection: 
None 
Additional pharmacovigilance 
activities: 
EUHASS registry 

Insufficient clinical data on 
use in geriatric patients 

Routine risk minimisation 
measures: 
None 

Routine pharmacovigilance 
activities beyond adverse 
reactions reporting and signal 
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Safety concern Risk minimisation measures Pharmacovigilance activities 
Additional risk minimisation 
measures: 
No risk minimisation measures 

detection: 
None 
Additional pharmacovigilance 
activities: 
EUHASS registry 
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Part VI: Summary of the risk management plan 
Summary of risk management plan for VEYVONDI® (Vonicog alfa) 
This is a summary of the risk management plan (RMP) for VEYVONDI. The RMP details important risks 
of VEYVONDI, how these risks can be minimised, and how more information will be obtained about 
VEYVONDI’s risks and uncertainties (missing information). 

VEYVONDI’s summary of product characteristics (SmPC) and its package leaflet give essential 
information to healthcare professionals and patients on how VEYVONDI should be used. 

This summary of the RMP for VEYVONDI should be read in the context of all this information including 
the assessment report of the evaluation and its plain-language summary, all which is part of the 
European Public Assessment Report (EPAR). 

Important new concerns or changes to the current ones will be included in updates of VEYVONDI’s 
RMP. 

I. The medicine and what it is used for
VEYVONDI is authorised for von Willebrand disease (vWD) (see SmPC for the full indication). It 
contains vonicog alfa as the active substance and it is given by intravenous infusion. 

Further information about the evaluation of VEYVONDI’s benefits can be found in VEYVONDI’s EPAR, 
including in its plain-language summary, available on the EMA website, under the medicine’s webpage: 
https:/www.ema.europa.eu/en/medicines/human/EPAR/veyvondi. 

II. Risks associated with the medicine and activities to minimise or further 
characterise the risks
Important risks of VEYVONDI, together with measures to minimise such risks and the proposed studies 
for learning more about VEYVONDI’s risks, are outlined below. 

Measures to minimise the risks identified for medicinal products can be: 

• Specific information, such as warnings, precautions, and advice on correct use, in the package
leaflet and SmPC addressed to patients and healthcare professionals;

• Important advice on the medicine’s packaging;

• The authorised pack size — the amount of medicine in a pack is chosen so to ensure that the
medicine is used correctly;

• The medicine’s legal status — the way a medicine is supplied to the patient (e.g. with or
without prescription) can help to minimise its risks.

Together, these measures constitute routine risk minimisation measures. 

In addition to these measures, information about adverse reactions is collected continuously and 
regularly analysed, including periodic safety update report (PSUR) assessment so that immediate 
action can be taken as necessary. These measures constitute routine pharmacovigilance activities. 

If important information that may affect the safe use of VEYVONDI is not yet available, it is listed 
under ‘missing information’ below. 
II.A List of important risks and missing information

Important risks of VEYVONDI are risks that need special risk management activities to further 
investigate or minimise the risk, so that the medicinal product can be safely administered. Important 
risks can be regarded as identified or potential. Identified risks are concerns for which there is 
sufficient proof of a link with the use of VEYVONDI. Potential risks are concerns for which an association 
with the use of this medicine is possible based on available data, but this association has not been 
established yet and needs further evaluation. Missing information refers to information on the safety 
of the medicinal product that is currently missing and needs to be collected (e.g., on the long-term 
use of the medicine); 
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List of important risks and missing information  

Important identified risks • Hypersensitivity reactions 
• Thromboembolic events (particularly in patients with low 

ADAMTS13 levels as well as other risk factors, and concomitant 
overuse of FVIII) 

Important potential risks • Inhibitor formation 

Missing information • Insufficient clinical data on use in pregnancy and lactation 
• Insufficient clinical data on use in geriatric patients 

II.B Summary of important risks 

Important Identified Risk: Hypersensitivity reactions 

Evidence for linking the risk 
to the medicine 

Clinical trials, potential mechanism of action of risk. 

Risk factors and risk groups Patients with previous history of hypersensitivity to vonicog alfa or 
any other constituents of the product. VWD patients who have 
developed antibodies against VWF are at increased risk to develop 
anaphylactic reactions after re-exposure to VWF. 

Risk minimisation measures Routine risk minimisation measures: 
SmPC sections 4.3, 4.4 and 4.8. 
PL section 2 and 4 
Additional risk minimisation measures: 
No additional risk minimisation measures 

Additional 
pharmacovigilance activities 

Additional pharmacovigilance activities: 
• European Haemophilia Safety Surveillance System (EUHASS 

registry) 
See Section II.C of this summary for an overview of the 
post-authorisation development plan. 

 
Important Identified Risk: Thromboembolic events (particularly in patients with low 
ADAMTS13 levels as well as other risk factors, and concomitant overuse of FVIII) 

Evidence for linking the risk 
to the medicine 

Clinical trials, potential mechanism of action of risk. 

Risk factors and risk groups Thromboembolic events can occur, particularly in patients with 
known clinical or laboratory risk factors including low ADAMTS13 
levels. Administration of vonicog alfa with a FVIII product containing 
VWF would pose an additional risk of thrombotic events. Patients 
with sustained excessive FVIII:C plasma levels may be at increased 
risk of thrombotic events. 

Risk minimisation measures Routine risk minimisation measures: 
SmPC sections 4.4, 4.8 and 4.9. 
PL section 2 and 3 
Additional risk minimisation measures: 
No additional risk minimisation measures 

Additional 
pharmacovigilance activities 

Additional pharmacovigilance activities: 
• EUHASS registry 
See Section II.C of this summary for an overview of the 
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Important Identified Risk: Thromboembolic events (particularly in patients with low 
ADAMTS13 levels as well as other risk factors, and concomitant overuse of FVIII) 

post-authorisation development plan. 
 
Important Potential Risk: Inhibitor formation 

Evidence for linking the risk 
to the medicine 

Potential mechanism of action of risk. 

Risk factors and risk groups VWD patients who have developed antibodies against VWF are at 
risk to develop anaphylactic reactions after re-exposure to VWF. 
Inhibitor development in patients with VWD is a rare complication of 
treatment and mainly occurs in patients with severe inherited type 3 
VWD. The risk for VWD patients to develop antibodies in response to 
exogenously administered VWF is highly variable in individual 
patients and can only partially be explained by genetic factors. 
Mutations in the VWF gene which have been reported to be 
associated with VWD are very heterogeneous. 
The development of neutralizing antibodies against VWF is frequently 
reported in patients with partial or complete VWF gene deletions but 
also in patients carrying nonsense or frameshift mutations. 
Since not all cases of type 3 VWD caused by large gene deletions are 
associated with the development of anti- VWF antibodies, it is highly 
probable that additional genetic or environmental factors contribute 
to the risk of developing antibodies against VWF. A positive family 
history of anti-VWF antibodies is considered as a major risk factor. 
Patients previously treated with pdVWF concentrates may be at risk 
to express binding antibodies against VWF prior to first exposure to 
vonicog alfa. 

Risk minimisation measures Routine risk minimisation measures: 
SmPC sections 4.4 and 4.8. 
PL section 2 and 4 
Additional risk minimisation measures: 
No additional risk minimisation measures 

Additional 
pharmacovigilance activities 

Additional pharmacovigilance activities: 
• EUHASS registry 
See Section II.C of this summary for an overview of the post-
authorisation development plan. 

 
Missing Information: Insufficient clinical data on use in pregnancy and lactation 

Risk minimisation measures Routine risk minimisation measures: 
SmPC section 4.6 
PL section 2 
Additional risk minimisation measures: 
No additional risk minimisation measures 

Additional 
pharmacovigilance activities 

Additional pharmacovigilance activities: 
EUHASS registry 

 
Missing Information: Insufficient clinical data on use in geriatric patients 

Risk minimisation measures Routine risk minimisation measures: 
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Missing Information: Insufficient clinical data on use in geriatric patients 
None 
Additional risk minimisation measures: 
No additional risk minimisation measures 

Additional 
pharmacovigilance activities 

Additional pharmacovigilance activities: 
EUHASS registry 

II.C. Post-authorisation development plan 

II.C.1. Studies which are conditions of the marketing authorisation 

There are no studies which are conditions of the marketing authorisation or specific obligation of 
VEYVONDI. 

II.C.2. Other studies in post-authorisation development plan 

Study name: EUHASS registry 

Purpose of the study: The EUHASS registry serve to collect further safety information in patients with 
vWD. 
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Part VII: Annexes 
Table of contents 

Annex 1: EudraVigilance Interface 

Annex 2: Tabulated summary of planned, ongoing, and completed pharmacovigilance study 
programme 

Annex 3: Protocols for proposed, ongoing and completed studies in the pharmacovigilance plan 

Annex 4: Specific adverse drug reaction follow-up forms 

Annex 5: Protocols for proposed and ongoing studies in RMP part IV 

Annex 6: Details of proposed additional risk minimisation activities 

Annex 7: Other supporting data (including referenced material) 

Annex 8: Summary of changes to the risk management plan over time 
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Annex 4: Specific adverse drug reaction follow-up forms 
Not applicable. 
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Annex 6: Details of proposed additional risk minimisation activities 
Not applicable. 

 




