
3.10.2018

1

PERSONALIZED PROPHYLAXIS
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COMPLICATIONS OF BLEEDS

• Decreased range of motion

• Joint arthropathy

• Chronic pain

• Muscle atrophy

• Compartment syndrome

• Neurological symptoms

• Poor quality of life

Nordic Hemophilia Guideline, www.hematology.fi; Guidelines for the management of hemophilia, www.wfh.org
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CURRENT TREATMENT

Replacement of the
missing clotting factor

Hemophilia A

Hemophilia B

X

X
• On-demand
• Prophylaxis

VWD -> VWF

* Prophylaksin tehokkuus

Nilsson et al J Int Med 1992; 232: 25-32

BENEFITS OF PROPHYLAXIS



3.10.2018

3

Blood
transfusion

Gene Therapy

Cryo-AHG

1915
FFP

Prophylactic
Home Tx

Heat-treatment
HCV
HIV

Recombinant
FVIII ja FIX

2. and 3. generation
products

2000 -

Human cell line rFVIII
EHL

1900 -
1958 1968

1969-70

1992
1994

Plasma-derived
factors

1986

1987

Development of
Hemophilia Care



3.10.2018

4

The goal of treatment is not only to
stay alive and to prevent serious
complications but also gain good

quality of life

(The Voice of the Patient. Hemophilia A, Hemophilia B, von Willebrand Disease and Other Heritable Bleeding Disorders. FDA report, 2016)

https://thumbs.dreamstime.com/b/young-happy-family-jumping-silhouettes-sunset-
silhouette-people-group-team-time-60499935.jpg

INDIVIDUALIZED TREATMENT

W are all individuals!
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Viite: den Uijl et al 2011 Haemophilia 17:  849-853

BLEEDING EVENTS CORRELATE TO FACTOR LEVELS

ABR

TAYLORED TREATMENT PLAN

Carlsson et al Eur J Haematol 1993: 51 247-52
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• 1% minimum level not enouhg

• Ideal level = 10-15% ??

Minimum level of 10% would prevent the majority of
joint bleeds and would protect from most bleeding

events

Viite: Dr. Flora Peyvandi, EHC New Technologies workshop 17.-19.11.17 Estoril

• If factor level is <5%, risk of joint bleeds increases

• If factor level is > 15%, joint bleeds are rare

Expert consensus FVIII target levels to optimise prevention
of bleeding in haemophilia

<1% 1%–3% 3%–5% 5%–15%

• Any child before the
first bleed

• Any patient treated on-
demand

• Adults on prophylaxis
with
a sedentary lifestyle not
presenting with
bleeding

• Any patients on
prophylaxis not
presenting with
bleeding

• Patients with mild
bleeding phenotype

• Adult and pediatric
patients with a
sedentary lifestyle

• Any child up to 2 years
or until the first bleed

• Patients with
moderate haemophilia

• Patients performing
mild physical activity

• Patients with target
joints or severe
progressive haemophilic
arthropathy

• Patients presenting with
bleeding despite
prophylaxis at a lower
target threshold

• Children on primary
prophylaxis

• Patients with previous
life-threatening
bleeding events

• Children and adults
performing high-risk
activity

• Patients presenting
with bleeding despite
prophylaxis at a lower
target threshold

• Patients with target
joints or severe
arthropathy
presenting with
bleeding despite
prophylaxis at a lower
target threshold

• Patients with severe
comorbidities

Further target FVIII level scenarios and recommendations available
in: Iorio A et al. Haemophilia. 2017;23(3):e170-e179
.
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PERSONALIZED PROPHYLAXIS
Based on the patient’s half-life of FVIII:C
(FDA-approved mean half-lives from US package inserts)

T1/2 VWF ~15 hours

T1/2 FVIII 8-12 hours

US package insert https://www.fda.gov/BiologicsBloodVaccines/BloodBloodProducts/ApprovedProducts/LicensedProductsBLAs/FractionatedPlasmaProducts/ucm127580.htm

Concentrates
are different…

T 1/2 (18-24 hours)

T1/2 prolongs
• rFVIII 1.4 – 1.7 x
• rFIX 3  – 5 x

Dosing frequency (2-3 x /week)

Less infusions / Higher trough

• EHL

pdFVIII/FIX
rFVIII/FIX

• STANDARD CARE

STANDARD VS. EHL PRODUCTS
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PK IN PRACTICE
• If adjusting prophylaxis to an appropriate trough level

based on individual PK, in addition to monitoring bleed
pattern, is useful, then the introduction of limited blood
sampling for the determination of pharmacokinetics has
major benefits.

• Different trough levels may be targeted
– higher levels may be desired to manage target joints, highly

active patients, or those more prone to bleeding
– lower levels may be allowed in a patient who has not bled for a

long time.
• Because pharmacokinetics changes with growth in young

children and breakthrough bleeds are potentially more
damaging, PK information is likely to be more useful at this
age.

Björkman & Collins, Journal of Thrombosis and Haemostasis, 2013, 11: 180–182

59-hour difference with the same dose
administered ~2.5 days

FV
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ONE SIZE DOES NOT FIT ALL

Time (h)
0 10 20 30 40 50 60 70 80 90 100 110

(This figure is for illustrative purposes only and doesn’t represent real clinical data.)
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Valentino LA. Haemophilia. 2014 20(5):607-15. 2. Collins PW et al. Haemophilia. 2011;17(1):2-10, adapted
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Subject 01 – Personalized prophylaxis
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CRITERIA FOR CHOOSING
TREATMENT

• According to natioal / international guidelines –
(UKHCDO, Nordic Guideline)

• Individualized patient – doctor discussion
• Opportunities, expectations, possible side effects
• Individual response is variable - pharmakokinetics
• Is there a need?
• Goal: Higher trough or less frequent dosing?

HOW TO SWITCH?

• Patient-doctor discussion
regarding different options

• Benefits and possible risks
• PK, ABR, infusion management,

life style
• Laboratory response before and

after
• Follow-up;

Bleeds, Lab
Home treatment logs
Registry data
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Patient

Pain clinic
Psychiatry

Urology
Dental care

Cardiology
Oncology

Orthopedy
Rehab Med
Physical Tx

Pt education
-home

treatment

Hepatology
ER

Social services
-education

planning and
career

councedlingPatient
organization

OB&GYN

Genetics

Registry
SHR

EUHASS

CENTRALIZED CARE
INDIVIDUALIZED CARE

”CCC”

Patient card
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EXAMPLE OF HOME TX LOG

www.wfh.org

www.isth.org

www.rbdd.org

www.eahad.org

www.nordhemophilia.org

www.hemofilia.fi www.hematology.fi


