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Relazioni con soggetti portatori di 
interessi commerciali in campo sanitario

Ai sensi dell’art. 3.3 sul Conflitto di Interessi, pag. 17
del Regolamento Applicativo dell’Accordo Stato-Regione
del 5 novembre 2009, io sottoscritto Dott. Marco
Marietta dichiaro che negli ultimi due anni ho avuto i
seguenti rapporti ricevendo compens individuali con
soggetti portatori di interessi commerciali in campo
sanitario:

Partecipazione ad Advisory Board per Novo-
Nordisk

Consulenze / Relazioni a congressi per Kedrion,
Orphan, Novo-Nordisk
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EACH registry

Registro multicentrico, prospettico,
osservazionale

117 centri in 13 paesi (Austria, Finlandia, Francia,
Germania, Grecia, Italia, Olanda, Portogallo, Regno
Unito, Spagna, Svezia, Svizzera, Ungheria)

Arruolamento: 1/2003 – 12/2008

End-point maggiori: controllo delle emorragie e
eradicazione dell’inibitore

Pazienti trattati in accordo alla pratica clinica
locale

Sponsorizzato da Novo Nordisk, Danimarca



BJOG 2012;119:1529–1537.







Time to bleeding control  (hrs)





rFVIIa

Pts = 174

aPCC

Pts = 63

FVIII/DDAVP

Pts = 70
Thromboembolic 
events n (%) 5 (2.9) 3 (4.8) 0
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Site of 
bleeding

n Number of 
doses

Duration of therapy (days)

median IQR median mean IQR

Intramuscolar 110 5 3 - 13 2 3.4 1 – 4 

Subcutaneous 33 3 3 - 7 1 2.3 1 – 2

Intra-articular 27 3 2 - 12 1 3.3 1 – 3

Genitourinary 11 8 3 - 24 2 4.2 2 – 6

Gastrointestinal 9 4 3.5 - 15 2 2.7 1 – 3

Intracranial 4 4.5 2 - 34.5 2 4.3 2 - 6.5

Oral 3 4 3.5 – 20.5 2.5 3 1.5 – 4.5

Intraperitoneal 2 19.5 3 - 36 4 4 2 – 6 

Total 280 3 2 – 9 2 2.9 1 - 3





Response rate according to the time from the onset of 

bleeding to the first dose of rFVIIa. 



Serious adverse events (SAE)

Case# Pt y/sex Underlying disease SAE

1 87, F Cholelithiasis
Chronic rheumatoid arthritis

Pre-DIC (plt  to 424 to 331)
Acute cholecystitis

2 81,M Lithotomy for 
choledocholitiasis

Aspiration pneumonia

Sepsis
DIC (16 days after rFVIIa)

3 70,M Pontine haemorrhage due to 
AHA

Aspiration pneumonia

Hydrocephalus
Intestinal ischemia

Intestinal necrosis (6 days after 
rFVIIa)

4 76,M Prostate cancer Hypotension (4 days after 
rFVIIa)

5 75,M Pemphigus
Pneumonia

Hepatic dysfunction (24 days 
after rFVIIa)

Acute renal failure (on the day 
of the 6th dose of rFVIIa)







Thromboembolic events

Case# Pt y/sex Underlying disease SAE

1 31, F AHA post-partum, initially treated
with FFP (3-day period), 24 units of
pRBCs (unknown period), and
platelets (?) without improvement.
Then the patient began treatment
with rFVIIa and the bleeding episode
was resolved after 72 h. Despite
resolution of the bleeding episode,
rFVIIa treatment regimen was
continued for an additional 7 days.

The patient developed an
acute cerebrovascular
accident.
NMR revealed multiple
small infarcts bilaterally in
the frontal lobes.
The neurologist reported that
it was most likely related to
eclampsia and vasculitis given
the patient’s medical history.





 In 20 of 22 (91%) rFVIIa-treated surgical and other
invasive procedures with a reported haemostatic
outcome, investigator assessments were judged as
excellent/good or no other haemostatic agents were
administered

 17 rFVIIa-treated procedures were rated excellent/good
and three additional procedures were rated fair/partially
effective or poor/ineffective, although no other
medications were required for haemostasis

No AEs, including thromboembolic events or CVAD related
thromboses, were reported in relation to rFVIIa treatment
in surgical or other invasive procedures in patients with
AH.
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For each bleeding episode, the investigators rated treatment as:
 markedly effective (a haemostatic effect was observed <8 h after

administration of the first dose of rFVIIa),
 effective (a haemostatic effect was observed after 8–12 h), 
moderate (a haemostatic effect was observed after >12 h) or 
 ineffective (no haemostatic effect was observed or bleeding

worsened). 
Haemostatic response was defined as the proportion of patients with 
either a markedly effective or effective response. 



Treatment response was classified by investigators into the
following categories:
 bleeding stopped,
 bleeding slowed, but not stopped (with additional

subclassifications of ‘no additional medications given
after rFVIIa,’ ‘additional blood products given after
rFVIIa, with bleeding stopped,’ and ‘additional
hemostatic agents given, with bleeding stopped’),

 no improvement (with additional subclassifications)
 inadequate rFVIIa trial





Pt #1 Pt #2

Pt #3









The challenge for future studies will be to develop IST regimens that reduce the
burden of side effects, potentially by tailoring their intensity to prognostic
baseline characteristics established in the current study.









Ah, but I was so much older then

I'm younger than that now. 


