Driven by Our Promise™
Ongoing Leadership in Hematology

Lifesaving therapies
for patients around the world
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Who We Are
One of the world’s largest biotechnology companies

CSL Behring is a leading global biotherapeutics company
that is well positioned to unlock the great promise
of biological therapy. Based on the unique combination
of commercial strength, R&D focus, and operational
excellence, we strive to identify, develop, and deliver
innovations that meet patient needs.

We approach biotherapeutics from a global perspective. With research and
manufacturing at 9 sites in 6 countries, CSL Behring is a biotechnology company
with worldwide reach.

US $

8.5+Billion

in annual revenue

US $

3.3+Billion

in R&D investments in the last 5 years
to advance existing pipeline

35+ Countries

of operations around the world

9

Manufacturing
sites
Australia (2)
China (1)
Germany (1)
Switzerland (2)
United Kingdom (1)
United States (2)

— Jonathan, living with hemophilia A

25,000+
employees around the world

1,700+
R&D employees

230+

plasma collection centers across
Europe and North America
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30+ Years of Global Biotherapeutics

Leadership in Hematology

Corporate commitment to integrity
and excellence

A global leader in hematology disease states

• Patient focus
Delivering on our promise to patients
• Innovation
We turn innovative thinking into solutions
• Integrity
We walk the talk
• Collaboration
We are stronger together
• Superior performance
We take pride in our results

Broad range of therapeutic area research
and development

rom our interns to the
“FChair
of the Board, we’re
all serving patients.
By my count, we have
more than 25,000 chief
patient officers around
the world.

”

— Paul Perreault, CEO and
Managing Director,
CSL Limited

• Hemophilia A and B

• Acute hemorrhage control

• von Willebrand disease

• Other life-threatening
conditions

A recognized pioneer in biotherapeutics
We strive to be the best at what we do and have
been recognized for our innovative therapies.
Recent accolades include:
2017 Industry Innovation Award
National Organization for Rare Disorders (NORD)
for developing a long-acting fusion protein for
patients with hemophilia B

 on’t be scared to
“ Dlive
your life. Don’t
let hemophilia hold
you back. You have
hemophilia, it
doesn’t have you.

”

—M
 ichael, living with
hemophilia B

2015 Leadership Award
The National Hemophilia Foundation recognized
CSL Behring for its long-standing commitment to
delivering innovative products and programs that
advance the care of the bleeding disorders community
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One of the Broadest Portfolios
in Hematology

®

Coagulation Factor IX (Recombinant), Albumin Fusion Protein
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One of the Broadest Portfolios
in Hematology
®

Coagulation Factor IX (Recombinant), Albumin Fusion Protein
Long-lasting protection
patients can count on

4.4% Factor VIII
Trough Level
(3x-weekly dosing)*

1

Deliver powerful, long-lasting
bleed protection with the #1
Factor IX choice for prophylaxis5*

Zero Bleeds
(median AsBR)

#1 Prescribed vWF worldwide, effective
across vWD types and clinical situations9

All

6,7

Concentrated. Simplified.
Coagulation.

All

types, ages, situations

types, ages

1.9% when dosed twice weekly*1

Zero median annualized spontaneous
bleeding rate (AsBR) when dosed at 7 or 14
days in adults in clinical trials6,7

Proven efficacy1

Powerful bleed protection10,11

Zero Bleeds

Up to

2.4:1

2.4:1

(median AsBR)

2-4

In all studied populations
regardless of dosing regimen†

14-day Dosing

6,7

Dosing schedule flexibility that
meets your patient’s needs

vWF:FVIII ratio

vWF:FVIII

Reduced risk of FVIII overdose

Rapid bleed control
without FVIII accumulation10

94%

2x Weekly

21% FIX Trough Levels
with once-weekly dosing†8

HMW multimers vs
normal human plasma

Individualized dosing: 2–3 times weekly

High and sustained FIX trough levels

Most physiologic vWF*

available2-4

*Median simulated steady-state FVIII activity trough level
with 50 IU/kg dose of AFSTYLA®.
†2 times or 3 times weekly.
AsBR=annualized spontaneous bleeding rate (median).

*Based on number of patients on different rFIX therapies in
major countries (combined) where IDELVION® is reimbursed
and commercially available (US, UK, Switzerland, Germany,
Italy, and Japan).
†Average FIX levels in prophylaxis with 7-day dosing over
92 weeks was 21% and with 14-day dosing over 104 weeks
was 13% in clinical trials.

<2

minutes
Fast, low-volume infusion for
improved patient experience

*Investigator-blinded study. Multimer pattern and vWF activity were
compared in 12 commercially available vWF/FVIII concentrates (Haemate P
[CSL Behring], Immunate STIM plus [Baxter], Haemoctin SDH [Biotest],
Octanate [Octapharma], Profilate [Grifols], Alphanate [Alpha Therapeutics/
Grifols], Green Eight [Greencross Corea], Fanhdi [Grifols], Factor 8Y [BPL],
Emoclot D.I. [Kedrion], Factane [LFB], Innobrand [LFB]. High molecularweight vWF multimers were defined as band 11 or higher, which
corresponds to a molecular weight of approximately 6,000 kd. HMW vWF
multimer content was expressed as a percentage of that found in NHP.

References: 1. Zhang Y, Roberts J, Tortorici M, et al. Population pharmacokinetics of recombinant coagulation factor VIII-SingleChain in patients with severe
hemophilia A. J Thromb Haemost. 2017;15(6):1106-1114. 2. CSL Behring. AFSTYLA®. Summary of Product Characteristics. 2016. 3. Mahlangu J, Kuliczkowski K,
Abdul Karim F, et al. Efficacy and safety of rVIII-SingleChain: results of a phase I/III multicenter clinical trial in severe hemophilia A. Blood. 2016;128(5):630-637.
4. Stasyshyn O, Djambas Khayat C, Iosava G, et al. Safety, efficacy and pharmacokinetics of rVIII-SingleChain in children with severe hemophilia A: results of
a multicenter clinical trial. J Thromb Haemost. 2017;15(4):636-644. 5. Data on File. Available from CSL Behring as DOF IDL-015. 6. Santagostino E, Martinowitz U,
Lissitchkov T, et al. Long-acting recombinant coagulation factor IX albumin fusion protein (rIX-FP) in haemophilia B: results of a phase 3 trial. Blood. 2016;
127(14):1761-1769. 7. Kenet G, Chambost H, Male C, et al. Long-acting recombinant fusion protein linking coagulation factor IX with albumin (rIX-FP) in children:
results of a phase 3 trial. Thromb Haemost. 2016;116(4):659-668. 8. Gill JC, Roberts J, Li Y, Castaman G. Sustained high trough factor IX activity levels with
continued use of rIX-FP in adult and paediatric patients with haemophilia B. Haemophilia. 2019. 9. Data on File. Available from CSL Behring as DOF HUM-001a.
10. Lissitchkov TJ, Buevich E, Kuliczkowski K, et al. Pharmacokinetics, efficacy, and safety of a plasma-derived VWF/FVIII concentrate (VONCENTO) for on-demand
and prophylactic treatment in patients with von Willebrand disease (SWIFT-VWD study). Blood Coagul Fibrinolysis. 2017;28:152-162. 11. European Medicines
Agency. Assessment report: Voncento (human coagulation factor VIII/von Willebrand factor. EMA/404213/2013.
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One of the Broadest Portfolios
in Hematology

Urgent warfarin reversal with
fast and sustained action*

Urgent VKA-reversal in acute
bleeds and prophylaxis in
urgent surgery

Faster

Rapid

A fast and convenient solution
for acquired and congenital
fibrinogen deficiency

A fast and convenient solution
for congenital
fibrinogen deficiency

administration

Fast

administration

Effectively

Superior INR reduction at 30 minutes
after infusion vs plasma

Administration of BERIPLEX® (17 mins)
was 7x faster than plasma (148 mins)*1,2

Faster preparation (59 vs 390 mins)
and faster to infuse vs plasma
(49 vs 360 mins)*3,4

Raises fibrinogen levels
to within specified targets

Faster

Smaller
volume

Low

infusion volume

Improves

clot firmness

Mean infusion time is under 25 minutes
~85% less volume vs plasma

Volume administered of plasma
(818.7 mL) is 8x greater than
BERIPLEX® (89.7 mL)*1,2

Offers a high concentration
of 20 g/L vs 2.67 g/L, meaning
less infusion burden vs plasma*3,4

Maximum clot firmness was significantly
higher after RiaSTAP vs baseline (P<0.0001)*

acting

†

administration, lower volume

Sustained

raises levels

INR reduction

response

Rapid

Improves

Reconstitutes

Statistically significant INR
reduction sustained ≤1.3 for up to
8 or 12 hours‡ vs plasma

BERIPLEX® was superior to plasma
for rapid INR reduction (≤1.3 at 0.5h
post-infusion) in urgent VKA-reversal*1,2

Decreases transfusion requirements
for allogenic blood products like
red blood cells and plasma5

Requires no thawing or blood matching,
which speeds time to administration

*Effective hemostasis measured up to 24 hours for the Acute Major
Bleeding and until the end of procedure (up to 24 hours) for the
Urgent Surgery/Invasive Procedures trial. Rapid INR reduction
to ≤1.3 at 0.5 hours after end of infusion.
†In 2 head-to-head trials, Kcentra demonstrated superiority to
plasma in 3 of 4 efficacy endpoints. Superior hemostatic efficacy
in the Urgent Surgery/Invasive Procedures trial and equally
effective hemostasis in the Acute Major Bleeding trial. Faster INR
reduction (to ≤1.3 at 30 minutes after end of infusion) in both
head-to-head trials.
‡8 hours for Urgent Surgery/Invasive Procedures trial and 12 hours
for Acute Major Bleeding trial. Administer vitamin K concurrently to
patients receiving Kcentra. Vitamin K is administered to maintain
vitamin K–dependent clotting factor levels once the effects of
Kcentra have diminished.

*In two phase 3b studies.

hemostasis

*A ssuming a dose of 4.9 g of fibrinogen (1.8 L of FFP or 245 mL
of Haemocomplettan P) and an infusion rate of 5 mL/min.

in minutes

*NOTE: RiaSTAP was approved using maximum clot firmness
(MCF) as a surrogate marker likely to predict clinical benefit.
Thus, the hemostatic efficacy of RiaSTAP in acute bleeding
episodes has not been established.

References: 1. Sarode R, Milling TJ Jr, Refaai MA, et al. Efficacy and safety of a 4-factor prothrombin complex concentrate in patients on vitamin K antagonists
presenting with major bleeding: a randomized, plasma-controlled, phase IIIb study. Circulation. 2013;123:1234-1243. 2. Goldstein JN, Refaai MA, Milling TJ Jr, et al.
Four-factor prothrombin complex concentrate versus plasma for rapid vitamin K antagonist reversal in patients needing urgent surgical or invasive
interventions: a phase 3b, open-label, non-inferiority, randomised trial. Lancet. 2015;385:2077-2087. 3. Gatta A, Verardo A, Bolognesi M. Intern Emerg Med. 2012;
7(Suppl 3):S193-S199. 4. Hankins J. The role of albumin in fluid and electrolyte balance. lnfus Nurs. 2006;29:260-265. 5. Fenger-Eriksen C, Lindberg-Larsen M,
Christensen AQ, Ingerslev J, SØrensen B. Fibrinogen concentrate substitution therapy in patients with massive haemorrhage and low plasma fibrinogen
concentrations. Br J Anaesth. 2008;101(6):769-773.
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More Than a Century
of Leadership and Innovation

100+ Years of Leadership and Innovation
1901
Emil von Behring receives
Nobel Prize for his research
on serum therapy

We’ve been patient-focused
for over 100 years

1904

1946

Behringwerke founded by Emil von Behring,
1st recipient of Nobel Prize in Medicine

Behringwerke becomes the ﬁrst
plasma fractionator in Europe

1981

1916

CSL* founded to bring therapeutic
advances to Australia

and bold of
“Bthee proud
differences within

*Commonwealth Serum Laboratories.

yourself. Take care of
your body and go out
and conquer life.

1946

”

Behringwerke fractionates first
plasma proteins in Europe

— Pete, living with
hemophilia B

Behringwerke introduces HAEMATE® human
plasma coagulation Factor VIII/von Willebrand
Factor complex for treatment of patients with
hemophilia A

1986
HUMATE-P® is approved by the US FDA for the
treatment of patients with vWD

1985
HAEMOCOMPLETTAN® P, a human ﬁbrinogen
concentrate, is approved for use in Europe for
therapy and prophylaxis of bleeding in patients
with congenital and acquired ﬁbrinogen deﬁciency
HAEMATE® HS/HAEMATE® P is approved
for the treatment of patients with vWD and
FVIII deﬁciency

1992
1996

Our innovation marches on
CSL Behring continues to expand its capabilities by acquiring rights
to development and manufacturing processes. We are building
state-of-the-art R&D facilities to increase production of novel,
long-acting recombinant products, fractionation capabilities,
and recombinant product development.
Production site locations:

BERIPLEX®/CONFIDEX®, a 4-factor
prothrombin complex concentrate, is
approved for use in Europe

MONONINE®, the ﬁrst highly puriﬁed
FIX for hemophilia B, is approved in
the USA

2003
MONONINE® is registered in Europe

2008
BIOSTATE® is approved in Australia for the
treatment of vWD

2011

BIOSTATE® is launched in Australia for the
treatment of hemophilia A

2009
RiaSTAP®, is approved for use in the USA,
indicated for treatment of patients with
congenital ﬁbrinogen deﬁciency

CORIFACT® is approved as the ﬁrst
and only FXIII concentrate in the USA

Switzerland

Germany

USA

Australia

China

2013
Current areas of research in Hematology include:
• Novel coagulation factors with greater efficacy and
enhanced convenience
• Gammaglobulin gene therapy for severe sickle cell disease

2016
IDELVION® is approved in the USA and
Europe as the ﬁrst hemophilia B therapy
with up to 14-day dosing intervals

KCENTRA® is approved in the USA for urgent
reversal of acquired coagulation factor
deﬁciency induced by Vitamin K antagonist

AFSTYLA®, the ﬁrst recombinant
single-chain FVIII product for hemophilia A,
is approved for use in the USA

We’re not done yet!
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World-class R&D—Patient-centric
to the Core
Innovation is in our DNA
Rooted in groundbreaking research and urgent patient needs, we discover, develop,
and deliver innovative therapies. CSL Behring scientists conduct cutting-edge research
involving plasma fractionation, recombinant technology, and cell gene therapy to
address unmet medical needs or enhance current treatments.
Investment in R&D is an important driver at CSL Behring, but the value
we strive to bring our patients is even greater.

2018/2019
R&D investment

R&D investments
in the last 5 years

US $832 million

US $3.3 billion

Our Integrated Safety System virtually eliminates
the risk of viral transmission*
CSL Behring assures the quality and safety of its plasma-derived
therapies with a proprietary multistep process.

Vein-to-vial tracking ensures the quality and safety of CSL Behring plasma products

R&D employees
worldwide

1,700+

Patients are an integral part of our R&D team. We engage with patients
so we can better understand their needs. And we push to advance care
in different areas, including rapid and accurate diagnosis as well as
effective treatments.

Donor registration

Plasma donation

Plasma storage

Plasma testing

Plasma fractionation
and manufacturing

Final product

To achieve innovative advancements and optimal patient care,
our R&D pipeline includes:
• Strategic partnerships with
universities, medical research
institutes, and hospitals
• Biotech partnerships
• Funding collaborations
and initiatives

• Venture capital investments
and partnerships
• Partnering conference
attendance and sponsorship
• Research site location

“

I t’s more important to concentrate on what
you can do rather than what you can’t do.

”

— Mary Ann, running marathons (15 and counting)
with von Willebrand disease

• All plasma donations are held for
60 days to verify donor health

• Isolated proteins are purified to
inactivate viruses and remove prions

• Verified plasma donations undergo
multiple test processes to reduce
pathogens in adherence to good
manufacturing practices

• Ongoing pharmacovigilance
tracks utilization and expedites
product recall, if necessary

*The risk of virus transmission cannot be completely eliminated.
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AFSTYLA

IDELVION

AFSTYLA. Powder and solvent for solution for injection. Qualitative and quantitative composition: One vial contains nominally 250/500/
1000/1500/2000/2500/3000 IU recombinant, single chain coagulation factor VIII (rVIII-SingleChain, INN = lonoctocog alfa). After
reconstitution with 2.5 mL water for injections (250/500/1000 IU) the solution contains 100/200/400 IU/mL of rVIII-SingleChain. When
reconstituted with 5 mL water for injections (1500/2000/2500/3000 IU) the solution contains 300/400/500/600 IU/mL of rVIII-SingleChain.
Other ingredients: L-Histidine, Polysorbate 80, Calcium chloride di-hydrate, sodium chloride, sucrose. Therapeutic indications: AFSTYLA
is indicated in adults and pediatrics with hemophilia A (congenital factor VIII deficiency) for: Control and prevention of bleeding
episodes, routine prophylaxis to prevent or reduce the frequency of bleeding episodes, perioperative prophylaxis (surgical prophylaxis).
Contraindications: AFSTYLA is contraindicated in patients who have had life-threatening hypersensitivity reactions, including
anaphylaxis to AFSTYLA or any of its components, or hamster proteins. Warnings and precautions for use: Hypersensitivity: Allergic
type hypersensitivity reactions, including anaphylaxis, are possible with AFSTYLA. Patients should be informed of the early signs of
hypersensitivity reactions that may progress to anaphylaxis including hives, generalised urticaria, tightness of the chest, wheezing,
hypotension and pruritus. Immediately discontinue administration and initiate appropriate treatment if hypersensitivity reactions occur.
Advise patients to discontinue use of AFSTYLA and to contact their physician. For patients with previous hypersensitivity reactions
pre-medication with antihistamines may be considered. Neutralizing antibodies: Formation of neutralizing antibodies (inhibitors) to factor
VIII has been reported following administration of factor VIII products, including AFSTYLA. Previously untreated patients (PUPs) are at
greatest risk for inhibitor development with all Factor VIII products, including AFSTYLA. Patients should be monitored for the development
of neutralizing antibodies (inhibitors) by appropriate clinical observations and laboratory tests. If expected factor VIII plasma activity level is
not attained or if bleeding is not controlled after AFSTYLA administration, the presence of an inhibitor (neutralizing antibody) should be
suspected. A specialized hemophilia treatment center should be contacted if a patient develops an inhibitor. Perform a Bethesda inhibitor
assay if expected factor VIII plasma levels are not attained or if bleeding is not controlled with the expected dose of AFSTYLA. Use Bethesda
Units (BU) to report inhibitor levels. Monitoring Laboratory Tests: Factor VIII plasma activity in patients receiving AFSTYLA can be monitored
using either a chromogenic substrate assay or a one-stage clotting assay due to the consistent and predictable discrepancy in factor VIII
activity measurements between the two assay formats. Efficacy results of a large pivotal clinical study confirmed that the chromogenic
substrate assay results most accurately reflect the clinical hemostatic potential. Therefore the chromogenic substrate assay should be used
to determine factor VIII activity in patient samples if available. If the one-stage method is used to determine factor VIII activity in patient
samples, results should be interpreted taking into account that one-stage assay results are approximately 45% lower than those of the
chromogenic substrate assay (i.e. the one-stage assay results can be aligned to chromogenic substrate acquired results by multiplying the
one-stage result with 2). It is strongly recommended that every time that AFSTYLA is administered to a patient, the name and batch
number of the product are recorded in order to maintain a link between the patient and the batch of the medicinal product. Catheterrelated complications: If a central venous access device (CVAD) is required, risk of CVAD-related complications including local infections,
bacteraemia and catheter site thrombosis should be considered. Pediatric population: The listed warnings and precautions apply both to
adults and children. Interactions: No interactions of AFSTYLA with other medicinal products have been reported. Fertility, pregnancy and
lactation: Animal reproduction studies have not been conducted with AFSTYLA. It is not known whether or not AFSTYLA can cause fetal
harm when administered to a pregnant woman or can affect reproduction. Therefore, AFSTYLA should be used during pregnancy and
lactation only if clearly indicated. It is not known whether or not AFSTYLA is excreted into human milk. Because many drugs are excreted
into human milk, caution should be exercised when AFSTYLA is administered to a nursing mother. Undesirable effects: Summary of the
safety profile: Hypersensitivity or allergic reactions (which may include angioedema, burning and stinging at the injection site, chills,
flushing, generalized urticaria, headache, hives, hypotension, lethargy, nausea, restlessness, tachycardia, tightness of the chest, tingling,
vomiting, wheezing) have been observed rarely with the use of factor VIII products and may in some cases progress to severe anaphylaxis
(including shock). Hypersensitivity reactions were observed in clinical trial of AFSTYLA, no anaphylactic reactions were reported. Patients
with hemophilia A may develop neutralizing antibodies (inhibitors) to factor VIII, including AFSTYLA. If such inhibitors occur, the condition
will manifest itself as an insufficient clinical response. In such cases, it is recommended that a specialized hemophilia center be contacted.
No such reactions have been observed in completed clinical trials in previously treated patients with AFSTYLA. Inhibitor development has
been observed in PUPs in both an ongoing study and in postmarketing use. In the ongoing study, a majority of inhibitors resolved with
continued treatment with AFSTYLA. The most frequent adverse reactions in clinical trials include factor VIII inhibition (PUPs) (very
common, ≥ 1/10) hypersensitivity, dizziness, paraesthesia, rash and pyrexia (common, ≥ 1/100 to < 1/10) erythema, pruritus, injection site pain,
chills and feeling hot, factor VIII inhibition (PTPs) (uncommon, ≥ 1/1,000 to < 1/100). Prescription status: Prescription-only drug.
Manufacturer: CSL Behring GmbH, Emil-von-Behring-Str. 76, 35041 Marburg, Germany. Date of information: MAR-2019.

IDELVION. Powder and solvent for solution for injection. Composition: One vial IDELVION contains nominally 250/500/1000/2000/3500 IU
of the active substance, recombinant fusion protein linking coagulation factor IX with albumin (rIX-FP), (INN = albutrepenonacog alfa). After
reconstitution with 2.5 ml water for injections (250/500/1000 IU) the solution contains 100/200/400 IU/ml of albutrepenonacog alfa. When
reconstituted with 5 ml water for injections (2000/3500 IU) the solution contains 400/700 IU/ml of albutrepenonacog alfa. Other ingredients:
Powder: Tri-sodium citrate, Polysorbate 80, Mannitol, Sucrose. Solvent: Water for injections.Therapeutic indications: Prophylaxis and
treatment of bleeding in all patients with haemophilia B (congenital factor IX deficiency) including control and prevention of bleeding in
surgical settings. Contraindications: IDELVION is contraindicated in patients who have a known hypersensitivity to IDELVION, any of its
components, excipients or hamster protein. Warnings and precautions for use: Hypersensitivity Allergic type hypersensitivity reactions are
possible. The product contains traces of hamster proteins. If symptoms of hypersensitivity occur, discontinue use of the medicinal product
immediately and initiate appropriate treatment. It is recommended that the initial administration of factor IX should be performed under
medical observation where proper medical care for allergic reactions could be provided. Inhibitors: Formation of inhibitor to factor IX has
been reported during factor replacement therapy with IDELVION in the treatment of haemophilia B. Patients should be monitored for the
development of neutralising antibodies (inhibitors) that should be quantified in Bethesda Units (BU) using appropriate biological testing.
Perform an assay that measures factor IX inhibitor concentration if expected plasma factor IX activity levels are not attained, or if the
bleeding is not controlled with the appropriate dose. A specialized haemophilia treatment centre is recommended to be contacted in case
the bleeding cannot be controlled or inhibitor development is suspected. There have been reports in the literature showing a correlation
between the occurrence of a factor IX inhibitor and allergic reactions. Therefore, patients experiencing allergic reactions should be
evaluated for the presence of an inhibitor. It should be noted that patients with factor IX inhibitors may be at an increased risk of
anaphylaxis with subsequent challenge with factor IX. Monitoring Laboratory Tests: To confirm adequate factor IX levels have been achieved
and maintained, monitor plasma factor IX activity by performing the one-stage clotting assay. Factor IX results can be affected by the type
of aPTT reagent used. Measurement with a one-stage clotting assay using a kaolin based aPTT reagent or Actin FS aPTT reagent will likely
result in an underestimation of activity level. Paediatric population: The listed warnings and precautions apply both to adults and children.
Interactions: No interactions of IDELVION with other medicinal products have been reported. Fertility, pregnancy and lactation: Animal
reproduction studies have not been conducted with IDELVION. Based on the rare occurrence of haemophilia B in women, experience
regarding the use of IDELVION during pregnancy and breast-feeding is not available. Therefore, IDELVION should be used during
pregnancy and lactation only if clearly indicated. Undesirable effects: Summary of the safety profile: With the use of factor IX products
hypersensitivity or allergic reactions (which may include angioedema, burning and stinging at the injection site, chills, flushing, generalised
urticaria, headache, hives, hypotension, lethargy, nausea, restlessness, tachycardia, tightness of the chest, tingling, vomiting, wheezing)
have been observed rarely. In rare cases, these reactions have progressed to anaphylaxis, and they have occurred in close temporal
association with development of factor IX inhibitors. No anaphylactic reactions have been observed in clinical trials with 114 patients for
IDELVION. Patients with haemophilia B may develop neutralising antibodies (inhibitors) to factor IX. If such inhibitors occur, the condition
will manifest itself as an insufficient clinical response. In such cases, it is recommended that a specialised haemophilia centre be contacted.
No inhibitors have been observed in clinical trials with 114 previously treated patients for IDELVION. Inhibitor development was reported in
an ongoing clinical study with previously untreated patients. Inhibitor development has been observed in the post-marketing experience
with IDELVION. With the use of factor IX products obtained from CHO cells very rarely development of antibodies to hamster protein has
been observed. No such antibodies have been detected in clinical trials with 114 patients for IDELVION. No thrombotic events were reported
during clinical studies with 114 patients for IDELVION. The most frequent adverse reactions in clinical trials include headache, dizziness
(common, ≥ 1/100 to < 1/10), hypersensitivity, rash and eczema (uncommon, ≥ 1/1,000 to < 1/100) followed by factor IX inhibition / inhibitor
development (not known, cannot be estimated from the available data). Paediatric population: Frequency, type and severity of adverse
reactions in children are similar as in adults. Prescription status: Prescription-only drug. Manufacturer: CSL Behring GmbH, Emil-vonBehring-Str. 76, 35041 Marburg, Germany. Date of information: July 2019.
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HAEMATE P / HUMATE-P

VONCENTO

Haemate P / Humate-P. Powder and solvent for solution for injection / infusion. Qualitative and quantitative composition: One vial
contains nominally 250/500/100 IU human coagulation factor VIII (FVIII) and 600/1200/2400 IU human von Willebrand factor (VWF)
respectively. After reconstitution with 5 mL water for injections (250 IU FVIII and 600 IU VWF) the solution contains 50 IU/mL of FVIII and
120 IU/ml of VWF. When reconstituted with 10 mL water for injections (500 IU FVIII and 1200 IU VWF) the solution contains 50 IU/mL of FVIII
and 120 IU/ml of VWF. When reconstituted with 15 mL water for injections (1000 IU FVIII and 2400 IU VWF) the solution contains 66.6 IU/mL
of FVIII and 160 IU/ml of VWF. Other ingredients: Human albumin, aminoacetic acid, NaCl, sodium citrate, NaOH or hydrochloric acid (in
small amounts for pH adjustment). Therapeutic indications: Von Willebrand Disease (VWD): Prophylaxis and treatment of haemorrhage
or surgical bleeding, when desmopressin (DDAVP) treatment alone is ineffective or contraindicated. Haemophilia A: Prophylaxis and
treatment of bleeding. Haemate P/Humate-P may be used in the management of acquired FVIII deficiency and for treatment of patients
with antibodies against FVIII. Contraindications: Hypersensitivity to the active substance or to any of the excipients. Special warnings and
precautions for use: Hypersensitivity: Allergic type hypersensitivity reactions are possible. Patients should be informed of the early signs
of those reactions and should be advised to discontinue use of the product immediately and contact their physician. In case of shock, the
current medical standards for shock treatment should be observed. Haemate P/Humate-P contains up to 70 mg sodium per 1000 IU.
To be taken into consideration by patients on a sodium controlled diet. VWD: There is a risk of occurrence of thrombotic events, particularly
in patients with known clinical or laboratory risk factors. Therefore, patients at risk must be monitored for early signs of thrombosis.
Prophylaxis against venous thromboembolism should be instituted for patients at risk, according to the current medical standards. When
using a VWF product, treating physicians should be aware that continued treatment may cause an excessive rise in FVIII:C. In patients
receiving FVIII-containing VWF products, plasma levels of FVIII:C should be monitored to avoid sustained excessive FVIII:C plasma levels
which may increase the risk of thrombotic events, and antithrombotic measures should be considered. Patients with VWD, especially type
3 patients, may develop neutralising antibodies (inhibitors) to VWF. If the expected VWF:RCo activity plasma levels are not attained, or if
bleeding is not controlled with an appropriate dose, an appropriate assay should be performed to determine if a VWF inhibitor is present.
In patients with high levels of inhibitor, therapy may not be effective and other therapeutic options should be considered. Haemophilia A:
Inhibitors: The formation of neutralising antibodies (inhibitors) to FVIII is a known complication in the management of individuals with
haemophilia A. These inhibitors are usually IgG immunoglobulins directed against the factor VIII procoagulant activity, which are quantified
in Bethesda Units (BU) per ml of plasma using the modified assay. The risk of developing inhibitors is correlated to the exposure to FVIII,
this risk being highest within the first 20 exposure days. Rarely, inhibitors may develop after the first 100 exposure days. Cases of recurrent
inhibitor (low titre) have been observed after switching from one factor VIII product to another in previously treated patients with more
than 100 exposure days who have a previous history of inhibitor development. Therefore, it is recommended to monitor all patients carefully
for inhibitor occurrence following any product switch. In general, all patients treated with human coagulation FVIII should be carefully
monitored for the development of inhibitors by appropriate clinical observations and laboratory tests. If the expected FVIII activity plasma
levels are not attained, or if bleeding is not controlled with an appropriate dose, testing for FVIII inhibitor presence should be performed.
In patients with high levels of inhibitor, FVIII therapy may not be effective and other therapeutic options should be considered. The
management of such patients should be directed by physicians with experience in the care of haemophilia A patients and those with FVIII
inhibitors. Virus safety: Multiple standard measures to prevent infections are taken. However, when medicinal products prepared from
human blood or plasma are administered, the possibility of transmitting infective agents cannot be totally excluded. This also applies to
unknown or emerging viruses and other pathogens. The measures taken are considered effective for enveloped viruses such as HIV, HBV
and HCV and for the non-enveloped virus HAV but may be of limited value against non-enveloped viruses such as parvovirus B19 which
may be serious for pregnant women (fetal infection) and for individuals with immunodeficiency or increased erythropoiesis (e.g. haemolytic
anaemia). Vaccination against hepatitis A and B is recommended. It is strongly recommended that every time that the product is
administered to a patient, the name and batch number of the product are recorded in order to maintain a link between the patient and the
batch of the product. Interactions: No interaction of VWF and FVIII with other medicinal products have been studied. Fertility, pregnancy
and lactation: Animal reproduction studies have not been conducted. To be used during pregnancy and lactation only if clearly indicated.
Undesirable effects: The most frequent adverse reactions based on postmarketing experience include: Hypersensitivity or allergic
reactions, thrombosis and thromboembolic events, fever, VWF inhibition and FVIII inhibition (very rare, <1/10,000) followed by hypervolemia
and haemolysis (not known, frequency cannot be estimated from the available data). Description of selected adverse events: When very
large amounts of Haemate P/Humate-P are needed, or when inhibitors are present or surgical care is involved, patients should be
monitored for signs of hypervolemia. In addition, those patients with blood groups A, B and AB should be monitored for signs of
intravascular haemolysis and/or decreasing haematocrit values. On very rare occasions, fever has been observed. Hypersensitivity or allergic
reactions have been observed very rarely, and may in some cases progress to severe anaphylaxis (including shock). VWD: Patients with
VWD, especially type 3 patients, may very rarely develop neutralising antibodies to VWF. Such antibodies are precipitating and may occur
concomitantly to anaphylactic reactions. Therefore, patients experiencing anaphylactic reaction should be evaluated for the presence of an
inhibitor. Very rarely, there is a risk of thrombotic/thromboembolic events including pulmonary embolism. Haemophilia A: In patients
receiving VWF products sustained excessive FVIII:C plasma levels may increase the risk of thrombotic events. Patients with haemophilia A
may very rarely develop neutralising antibodies to FVIII, manifesting themselves as impaired clinical response. For safety with respect to
transmissible agents, see special warnings. Paediatric Population: Frequency, type and severity of adverse reactions in children are
expected to be the same as in adults. Prescription status: Prescription-only drug. Manufacturer: CSL Behring GmbH, Emil-von-BehringStr. 76, 35041 Marburg, Germany. Date of information: May-2020.

Biostate / Aleviate / Voncento. Powder and solvent for solution for
injection / infusion. Qualitative and quantitative composition: One
vial contains nominally 250/500/100 IU human coagulation factor
VIII (FVIII) and 600/1200/2400 IU human von Willebrand factor
(VWF). After reconstitution with 5 mL water for injections (250/500
IU FVIII and 600/1200 IU VWF) the solution contains 50/100 IU/mL
of FVIII and 120/240 IU/ml of VWF. When reconstituted with 10 mL
water for injections (500/1000 IU FVIII and 1200/2400 IU VWF) the
solution contains 50/100 IU/mL of FVIII and 120/240 IU/ml of VWF.
Other ingredients: Include for Biostate / Aleviate human plasma
proteins, albumin stabiliser (≥99% pure), calcium chloride, sucrose,
sodium citrate, sodium chloride, sodium octanoate, trometamol.
Include for Voncento Human albumin, calcium chloride, sucrose,
sodium citrate, sodium chloride, trometamol. Therapeutic
indications: Prophylaxis and treatment of non-surgical and surgical
bleeding associated with VWF deficiency due to VWD when
desmopressin (DDAVP) treatment is ineffective or contraindicated.
Prophylaxis and treatment of non-surgical and surgical bleeding
associated with FVIII deficiency due to haemophilia A.
Contraindications: Known hypersensitivity to any of the product
components. Special warnings and precautions for use:
Hypersensitivity: Allergic type hypersensitivity reactions are possible.
If symptoms of hypersensitivity occur, patients should be advised to
discontinue use of the medicinal product immediately and contact
their physician. Patients should be informed of the early signs of
hypersensitivity including hives, generalised urticarial, tightness of
the chest, wheezing, hypotension and anaphylaxis. In case of shock,
the current medical standards for shock treatment should be
observed. Virus safety: Standard measures to prevent infections
resulting from the use of medicinal products prepared from human
blood or plasma include selection of donors, screening of individual
donations and plasma pools for specific markers of infections and
the inclusion of effective manufacturing steps for the inactivation/
removal of viruses. Despite this, when medicinal products prepared
from human blood or plasma are administered, the possibility of
transmitting infective agents cannot be totally excluded. This also
applies to unknown or emerging viruses and other pathogens. The
measures taken are considered effective for enveloped viruses such
as human immunodeficiency virus (HIV), hepatitis B virus (HBV) and
hepatitis C virus (HCV) and for the non-enveloped hepatitis A virus
(HAV). The measures taken may be of limited value against nonenveloped viruses such as parvovirus B19. Parvovirus B19 infection
may be serious for pregnant women (fetal infection) and for
individuals with immunodeficiency or increased erythropoiesis (e.g.
haemolytic anaemia). It is strongly recommended that every time
that Voncento is administered to a patient, the name and batch
number of the product are recorded in order to maintain a link
between the patient and the batch of the product. Appropriate
vaccination (hepatitis A and B) should be considered for patients in
regular/repeated receipt of human plasma-derived factor VIII/VWF
products. Haemophilia A Inhibitors: The formation of neutralising
antibodies (inhibitors) to FVIII is a known complication in the
management of individuals with haemophilia A. These inhibitors
are usually IgG immunoglobulins directed against the FVIII
procoagulant activity, which are quantified in Bethesda Units (BU)
per ml of plasma, using appropriate biological testing. The risk of
developing inhibitors is correlated to the exposure to antihaemophilic FVIII, this risk being highest within the first 20
exposure days. Rarely, inhibitors may develop after the first 100
exposure days. Cases of recurrent inhibitor (low titre) have been
observed after switching from one factor VIII product to another in
previously treated patients with more than 100 exposure days who
have a previous history of inhibitor development. Therefore, it is
recommended to monitor all patients carefully for inhibitor
occurrence following any product switch. In general, all patients
treated with human coagulation FVIII should be carefully monitored
for the development of inhibitors by appropriate clinical
observations and laboratory tests. If the expected factor VIII activity
plasma levels are not attained, or if bleeding is not controlled with
an appropriate dose, testing for FVIII inhibitor presence should be
performed. In patients with high levels of inhibitor, factor VIII
therapy may not be effective and other therapeutic options should
be considered. The management of such patients should be
directed by physicians with experience in the care of haemophilia A
patients and those with factor VIII inhibitors. von Willebrand

disease: There is a risk of occurrence of thrombotic events,
particularly in patients with known clinical or laboratory risk factors.
Therefore, patients at risk must be monitored for early signs of
thrombosis. Prophylaxis against venous thromboembolism should
be instituted for patients at risk, according to the current medical
standards. When using a FVIII-containing VWF product, continued
treatment may cause an excessive rise in FVIII:C. In patients
receiving FVIII-containing VWF products, plasma levels of FVIII:C
should be monitored to avoid sustained excessive FVIII:C plasma
levels which may increase the risk of thrombotic events, and
antithrombotic measures should be considered. Patients with VWD,
especially type 3 patients, may develop neutralising antibodies
(inhibitors) to VWF. If the expected VWF:RCo activity plasma levels
are not attained, or if bleeding is not controlled with an appropriate
dose, an appropriate assay should be performed to determine if a
VWF inhibitor is present. In patients with high levels of inhibitor,
therapy may not only be ineffective but also lead to anaphylactoid
reactions and other therapeutic options should be considered.
Pediatric population: The listed warnings and precautions apply
both to adults and paediatrics. Interactions: Interaction of VWF
and FVIII with other medicinal products has not been studied.
Fertility, pregnancy and lactation: von Willebrand disease:
Experience in the treatment of pregnant or breast-feeding women
is not available. Voncento should be administered to pregnant
or breast-feeding VWF deficient women only if clearly indicated,
taking into consideration that delivery confers an increased risk
of haemorrhagic events in these patients. Haemophilia A: Based
on the rare occurrence of haemophilia A in women, experience
regarding the treatment during pregnancy and breastfeeding is
not available. Therefore, Voncento should be used during pregnancy
and breast-feeding only if clearly indicated. Fertility: Animal
reproduction studies have not been conducted with Voncento.
Undesirable effects: The most frequent adverse reactions in clinical
trials include Headache (very common, ≥ 1/10) followed by FVIII
inhibition, Hypersensitivity (including chest pain, chest discomfort,
tachycardia and back pain), pyrexia (common, ≥ 1/100 to < 1/10)
followed by liver function test abnormal, dysgeusia, thromboembolic
event (uncommon, ≥ 1/1,000 to < 1/100) and VWF inhibition (not
known, frequency cannot be estimated from the available data).
Description of selected adverse events: FVIII inhibition: Patients
with haemophilia A may develop neutralising antibodies (inhibitors)
to FVIII. If such inhibitors occur, the condition will manifest itself as
an inadequate clinical response. VWF inhibition: Patients with VWD,
especially type 3 patients, may develop neutralising antibodies
(inhibitors) to VWF. If such inhibitors occur, the condition will
manifest itself as an inadequate clinical response. Such antibodies
are precipitating and may occur concomitantly to anaphylactic
reactions. Therefore, patients experiencing an anaphylactic reaction
should be evaluated for the presence of an inhibitor.
Hypersensitivity (allergic reactions): Includes: angioedema, burning
and stinging at the infusion site, chills, flushing, generalised
urticaria, headache, hives, hypotension, lethargy, nausea,
restlessness, tachycardia, tightness of the chest, tingling, vomiting,
wheezing have been observed on occasion, and may in some cases
progress to severe anaphylaxis (including shock). Thromboembolic
events: In patients with VWD, there is a risk of occurrence of
thromboembolic events, particularly in patients with known clinical
or laboratory risk factors. In patients receiving FVIII-containing VWF
products, sustained excessive FVIII:C plasma levels may increase the
risk of thromboembolic events. For safety with respect to
transmissible agents, see warnings. Paediatric Population:
Frequency, type and severity of adverse reactions in the
Haemophilia A paediatric population is expected to be the same as
in that observed in the adult population. Frequency, type and
severity of adverse reactions in the von Willebrand paediatric
population is expected to be the same as in that observed in the
adult population. Prescription status: Prescription-only drug.
Manufacturer: CSL Behring GmbH, Emil-von-Behring-Str. 76, 35041
Marburg, Germany. Date of information: March-2019.
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KCENTRA

BERIPLEX P/N

Kcentra®, Prothrombin Complex Concentrate (Human), is a blood coagulation factor replacement product indicated for the urgent reversal of
acquired coagulation factor deficiency induced by Vitamin K antagonist (VKA—eg, warfarin) therapy in adult patients with acute major
bleeding or the need for urgent surgery or other invasive procedure. Kcentra is for intravenous use only. WARNING: ARTERIAL AND VENOUS
THROMBOEMBOLIC COMPLICATIONS: Patients being treated with Vitamin K antagonist therapy have underlying disease states that
predispose them to thromboembolic events. Potential benefits of reversing VKA should be weighed against the risk of
thromboembolic events, especially in patients with history of such events. Resumption of anticoagulation therapy should be carefully
considered once the risk of thromboembolic events outweighs the risk of acute bleeding. Both fatal and nonfatal arterial and venous
thromboembolic complications have been reported in clinical trials and postmarketing surveillance. Monitor patients receiving
Kcentra, and inform them of signs and symptoms of thromboembolic events. Kcentra was not studied in subjects who had a
thromboembolic event, myocardial infarction, disseminated intravascular coagulation, cerebral vascular accident, transient ischemic
attack, unstable angina pectoris, or severe peripheral vascular disease within the prior 3 months. Kcentra might not be suitable for
patients with thromboembolic events in the prior 3 months. Kcentra is contraindicated in patients with known anaphylactic or severe
systemic reactions to Kcentra or any of its components (including heparin, Factors II, VII, IX, X, Proteins C and S, Antithrombin III and human
albumin). Kcentra is also contraindicated in patients with disseminated intravascular coagulation. Because Kcentra contains heparin, it is
contraindicated in patients with heparin-induced thrombocytopenia (HIT). Hypersensitivity reactions to Kcentra may occur. If patient
experiences severe allergic or anaphylactic type reactions, discontinue administration and institute appropriate treatment. In clinical trials, the
most frequent (≥2.8%) adverse reactions observed in subjects receiving Kcentra were headache, nausea/vomiting, hypotension, and anemia.
The most serious adverse reactions were thromboembolic events, including stroke, pulmonary embolism and deep vein thrombosis. Kcentra
is derived from human plasma. The risk of transmission of infectious agents, including viruses and, theoretically, the Creutzfeldt-Jakob disease
(CJD) agent and its variant (vCJD), cannot be completely eliminated. Please see accompanying (enclosed, attached) full prescribing
information for Kcentra.

Beriplex® P/N. , 250, 500, 1000. Powder and solvent for solution for
injection. Qualitative and quantitative composition: Active
Ingredients: 250 IU: Coagulation factor II 200 – 480 IU, Coagulation
factor VII 100 – 250 IU, Coagulation factor IX 200 – 310 IU, Coagulation
factor X 220 – 600 IU, Protein C 150 – 450 IU, Protein S 120 – 380 IU.
500 IU: Coagulation factor II 400 – 960 IU, Coagulation factor VII
200 –500 IU, Coagulation factor IX 400 – 620 IU, Coagulation
factor X 440 – 1200 IU, Protein C 300 – 900 IU, Protein S 240 – 760 IU.
1000 IU: Coagulation factor II 800 – 1920 IU, Coagulation factor VII
400 –1000 IU, Coagulation factor IX 800 – 1240 IU, Coagulation factor X
880 – 2400 IU, Protein C 600 – 1800 IU, Protein S 480 – 1520 IU.
Contents per ml after reconstitution: Coagulation factor II 20 – 48 IU,
Coagulation factor VII 10 –25 IU, Coagulation factor IX 20 – 31 IU,
Coagulation factor X 22 – 60 IU, Protein C 15 – 45 IU, Protein S 12 – 38 IU.
Total protein 6 – 14 mg. The specific activity of factor IX is 2.5 IU per mg
total protein. Excipients: Powder: Heparin, human albumin, human
antithrombin III, sodium chloride, sodium citrate, HCl or NaOH.
Solvent: Water for injections. Therapeutic indications: Treatment and
perioperative prophylaxis of bleedings in acquired deficiency of the
prothrombin complex coagulation factors, such as deficiency caused
by treatment with vitamin K antagonists, or in case of overdose of
vitamin K antagonists, when rapid correction of the deficiency is
required. Treatment and perioperative prophylaxis of bleedings in
congenital deficiency of any of the vitamin K dependent coagulation
factors when purified specific coagulation factor products are not
available. Contraindications: Hypersensitivity to the active substance
or to any of the excipients. In the case of disseminated intravascular
coagulation, prothrombin complex-preparations may only be applied
after termination of the consumptive state. Known history of heparininduced thrombocytopenia. Special warnings and precautions for
use: In patients with acquired deficiency of the vitamin K-dependent
coagulation factors (e.g. as induced by treatment of vitamin K
antagonists), Beriplex should only be used when rapid correction
of the prothrombin complex levels is necessary, such as major
bleedings or emergency surgery. In other cases, reduction of the
dose of the vitamin K antagonist and/or administration of vitamin K
is usually sufficient. Patients receiving a vitamin K antagonist may
have an underlying hypercoagulable state and infusion of human
prothrombin complex may exacerbate this. In congenital deficiency
of any of the vitamin K-dependent factors, specific coagulation
factor products should be used when available. If allergic or
anaphylactic-type reactions occur, the administration of Beriplex
has to be stopped immediately (e.g. discontinue injection) and an
appropriate treatment has to be initiated. Therapeutic measures
depend on the kind and severity of the undesirable effect. The current
medical standards for shock treatment are to be observed. There is
a risk of thrombosis or disseminated intravascular coagulation when
patients, with either congenital or acquired deficiency, are treated
with human prothrombin complex particularly with repeated dosing.
The risk may be higher in treatment of isolated factor VII deficiency,
since the other vitamin K-dependent coagulation factors, with longer
half-lives, may accumulate to levels considerably higher than normal.
Patients given human prothrombin complex should be observed
closely for signs or symptoms of disseminated intravascular
coagulation or thrombosis. Because of the risk of thromboembolic
complications, close monitoring should be exercised when
administering Beriplex to patients with a history of coronary heart
disease or myocardial infarction, to patients with liver disease, to
patients per- or postoperatively, to neonates or to patients at risk of
thromboembolic phenomena or disseminated intravascular
coagulation or simultaneous inhibitor deficiency. In each of these
situations, the potential benefit of treatment with Beriplex should be
weighed against the potential risk of such complications. In patients
with disseminated intravascular coagulation, it may, under certain
circumstances, be necessary to substitute the coagulation factors of
the prothrombin complex. This substitution may, however, only be
carried out after termination of the consumptive state (e.g. by
treatment of the underlying cause, persistent normalization of the
antithrombin III level). Reversing vitamin K antagonists exposes
patients to the thromboembolic risk of the underlying disease.
Resumption of anticoagulation should be carefully considered as soon
as possible. Undesirable reactions may include the development of
heparin-induced thrombocytopenia, type II (HIT, type II). Characteristic
signs of HIT are a platelet count drop > 50 per cent and/or the
occurrence of new or unexplained thromboembolic complications
during heparin therapy. Onset is typically from 4 to 14 days after
initiation of heparin therapy but may occur within 10 hours in patients
recently exposed to heparin (within the previous 100 days). Nephrotic
syndrome has been reported in single cases following attempted
immune tolerance induction in haemophilia B patients with factor IX
inhibitors and a history of allergic reaction. No data are available
regarding the use of Beriplex in case of perinatal bleeding due to
vitamin K deficiency in neonates. Beriplex contains up to 343 mg
sodium (approximately 15 mmol) per 100 ml. To be taken into
consideration by patients on a controlled sodium diet. Standard
measures to prevent infections resulting from the use of medicinal

products prepared from human blood or plasma include selection of
donors, screening of individual donations and plasma pools for
specific markers of infection and the inclusion of effective
manufacturing steps for the inactivation/removal of viruses. Despite
this, when medicinal products prepared from human blood or plasma
are administered, the possibility of transmitting infective agents
cannot be totally excluded. This also applies to unknown or emerging
viruses and other pathogens. The measures taken are considered
effective for enveloped viruses such as human immunodeficiency
virus (HIV), hepatitis B virus (HBV) and hepatitis C virus (HCV) and for
the non-enveloped hepatitis A and parvovirus B19 viruses. Appropriate
vaccination (hepatitis A and B) should be considered for patients in
regular/repeated receipt of human plasma-derived prothrombin
complex products. It is strongly recommended that every time that
Beriplex is administered to a patient, the name and batch number of
the product are recorded in order to maintain a link between the
patient and the batch of the product. Interactions: Human
prothrombin complex products neutralise the effect of vitamin K
antagonist treatment, but no interactions with other medicinal
products are known. When performing clotting tests which are
sensitive to heparin in patients receiving high doses of human
prothrombin complex, the heparin as a constituent of the
administered product must be taken into account. Fertility,
pregnancy and lactation: The safety of human prothrombin complex
for use in human pregnancy and during lactation has not been
established. Animal studies are not suitable to assess the safety with
respect to pregnancy, embryonal/foetal development, parturition or
postnatal development. Therefore, human prothrombin complex
should be used during pregnancy and lactation only if clearly
indicated. No fertility data are available. Undesirable effects:
Summary of the safety profile: Allergic or anaphylactic-type reactions
have been uncommonly observed, including severe anaphylactic
reactions. Replacement therapy may lead to the formation of
circulating antibodies inhibiting one or more of the human
prothrombin complex factors. If such inhibitors occur, the condition
will manifest itself as a poor clinical response. In such cases, it is
recommended to contact a specialised haemophilia center for
guidance. Anaphylactic reactions have been observed in patients with
antibodies to factors contained in Beriplex. Increase in body
temperature has been commonly observed. There is a risk of
thromboembolic episodes following the administration of human
prothrombin complex. Tabulated list of adverse drug reactions of
Beriplex The following adverse reactions are based on clinical trial
data, post marketing experience as well as scientific literature. The
table presented below is according to the MedDRA system organ
classification (SOC and Preferred Term Level). Frequencies have been
based on clinical trial data, according to the following convention: very
common (≥1/10); common (≥1/100 to <1/10); uncommon (≥1/1,000 to
<1/100); rare (≥1/10,000 to <1/1,000); very rare (<1/10,000) or not known
(cannot be estimated from the available data).
MedDRA Standard
System Organ Class
Vascular disorders and
other SOCs

Adverse Drug
Reaction by PT

Frequency

Thromboembolic
events*

common

Disseminated
intravascular
coagulation

not known

Hypersensitivity or
allergic reactions

uncommon

Anaphylactic reactions
including anaphylactic
shock

not known

Development of
antibodies

not known

Headache

common

Body temperature
increased

common

Blood and lymphatic
system disorders

Immune system
disorders

Nervous system
disorders
General disorders and
administration site
conditions

*including cases with fatal outcome

Overdose: To avoid overdosage, regular monitoring of the coagulation
status is indicated during the treatment as the use of high doses of
prothrombin complex concentrate (overdosage) has been associated
with instances of myocardial infarction, disseminated intravascular
coagulation, venous thrombosis and pulmonary embolism. In case of
overdosage the risk of thromboembolic complications or
disseminated intravascular coagulation is enhanced in patients at risk
of these complications. Prescription status: Prescription-only drug.
Manufacturer: CSL Behring GmbH,
Emil-von-Behring-Strasse
76, D-35041 Marburg. Date
of information: February 2016.
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RIASTAP

HAEMOCOMPLETTAN P

Riastap 1g. Powder for solution for injection or infusion. Composition: The product contains 1g human fibrinogen per vial. The product
reconstituted with 50 ml of water for injections contains approximately 20 mg/ml human fibrinogen. Other ingredients: Sodium, human
albumin, L-arginine hydrochloride, sodium hydroxide (for pH adjustment), sodium chloride, sodium citrate. Therapeutic indications:
Treatment of bleeding in patients with congenital hypo-, or afibrinogenaemia with bleeding tendency. Contraindications: Hypersensitivity
to the active substances or to any of the excipients. Warnings and precautions for use: There is a risk of thrombosis when patients with
congenital deficiency are treated with human fibrinogen, particularly with high dose or repeated dosing. Patients given human fibrinogen
should be observed closely for signs or symptoms of thrombosis. In patients with a history of coronary heart disease or myocardial
infarction, in patients with liver disease, in peri- or post-operative patients, in neonates, or in patients at risk of thromboembolic events or
disseminated intravascular coagulation, the potential benefit of treatment with human plasma fibrinogen should be weighed against the
risk of thromboembolic complications. Caution and close monitoring should also be performed. If allergic or anaphylactic-type reactions
occur, the injection/infusion should be stopped immediately. In case of anaphylactic shock, standard medical treatment for shock should
be implemented. In the case of replacement therapy with coagulation factors in other congenital deficiencies, antibody reactions have
been observed, but there is currently no data with fibrinogen. Riastap contains up to 164 mg (7.1 mmol) sodium per vial. This correlates with
11.5 mg (0.5 mmol) sodium per kg body weight of the patient if the recommended initial dose of 70 mg/kg body weight is applied. To be
taken into consideration by patients on a controlled sodium diet. Virus safety Standard measures to prevent infections resulting from the
use of medicinal products prepared from human blood or plasma include selection of donors, screening of individual donations and
plasma pools for specific markers of infection and the inclusion of effective manufacturing steps for the inactivation/removal of viruses.
Despite this, when medicinal products prepared from human blood or plasma are administered, the possibility of transmitting infective
agents cannot be totally excluded. This also applies to unknown or emerging viruses and other pathogens. The measures taken are
considered effective for enveloped viruses such as HIV, HBV and HCV and for the non-enveloped HAV. The measures taken may be of
limited value against non-enveloped viruses such as parvovirus B19. Parvovirus B19 infection may be serious for pregnant women (fetal
infection) and for individuals with immunodeficiency or increased erythropoesis (e.g. haemolytic anaemia). Appropriate vaccination
(hepatitis A and hepatitis B) should be considered for patients in regular/repeated receipt of human fibrinogen products. It is strongly
recommended that every time that Riastap is administered to a patient, the name and batch number of the product are recorded in order
to maintain a link between the patient and the batch of the product. Interactions: No interactions of human plasma fibrinogen products
with other medicinal products are known. Fertility, pregnancy and lactation: Animal reproduction studies have not been conducted with
Riastap. Pregnancy and lactation: The safety of Riastap for use in human pregnancy and lactation has not been established in controlled
clinical trials. Fertility: There are no data on fertility available. Undesirable effects: Summary of safety profile: Allergic or anaphylactic type
reactions have been uncommonly observed. The events reported in association with allergic/anaphylactic reactions include generalized
urticarial, rash, dyspnoea, tachycardia, nausea, vomiting, chills, pyrexia, chest pain, cough, blood pressure decreased, and anaphylactic
shock. Frequencies based on pooled analyses across two company sponsored clinical trials performed in aortic surgery with or without
other surgical procedures. The calculated frequency is based on crude incidence rates without considering the frequency of the
comparator arm. It should be noted that in the clinical trials included in the analysis, the incidence of TEEs was higher in the placebo arm.
In view of the fact that these trials were conducted in only the narrow population of aortic surgery with or without other surgical
procedures, adverse drug reaction rates observed in these trials may not reflect the rates observed in clinical practice and are unknown for
clinical settings outside the studied indication. The most frequent adverse reactions include pyrexia (very common, ≥ 1/10) followed by
Thromboembolic events (Common, ≥ 1/100 and < 1/10, isolated cases have been fatal) and allergic or anaphylactic reactions (Uncommon, ≥
1/1,000 and < 1/100). Prescription status: Prescription-only drug. Manufacturer: CSL Behring GmbH, Emil-von-Behring-Str. 76, 35041
Marburg, Germany. Date of information: April 2019.

Haemocomplettan® P 1g/2g. Powder for solution for injection or infusion. Composition: The product contains 1g or 2g human fibrinogen
per vial. The product contains 20 mg/ml human fibrinogen after reconstitution with 50 ml water for injections for Haemocomplettan P 1g
or 100 ml water for injections for Haemocomplettan P 2g. Other ingredients: Sodium, human albumin, L-arginine hydrochloride, sodium
hydroxide (for pH adjustment), sodium chloride, sodium citrate. Therapeutic indications: Therapy and prophylaxis of haemorrhagic
diathesis in: Congenital hypo-, dys- or afibrinogenaemia and Acquired hypofibrinogenaemia resulting from: disorders of synthesis in cases
of severe liver parenchyma damage, increased intravascular consumption e.g. as a result of disseminated intravascular coagulation,
hyperfibrinolysis, or increased loss. The most important clinical pictures associated with a defibrination syndrome are: Obstetrical
complications, acute leukaemia especially promyelocytic leukaemia, liver cirrhosis, intoxications, extensive injuries, haemolysis after
transfusion errors, operative interventions, infections, sepsis, all forms of shock as well as tumours especially in the lung, pancreas, uterus,
and prostate. Contraindications: Hypersensitivity to the active substances or to any of the excipients. [For Haemocomplettan P (only
relevant for FCH approved for treatment of acquired hypofibrinogenemia)]: Manifest thrombosis and myocardial infarction, except in cases
of life-threatening haemorrhages. Warnings and precautions for use: There is a risk of thrombosis when patients with congenital
deficiency are treated with human fibrinogen, particularly with high dose or repeated dosing. Patients given human fibrinogen should be
observed closely for signs or symptoms of thrombosis. In patients with a history of coronary heart disease or myocardial infarction, in
patients with liver disease, in peri- or post-operative patients, in neonates, or in patients at risk of thromboembolic events or disseminated
intravascular coagulation, the potential benefit of treatment with human plasma fibrinogen should be weighed against the risk of
thromboembolic complications. Caution and close monitoring should also be performed. [For Haemocomplettan P (only relevant for FCH
approved for treatment of acquired hypofibrinogenemia)]: Acquired hypofibrinogenemia is associated with low plasma concentrations of
all coagulation factors (not only fibrinogen) and inhibitors and so treatment with blood products containing coagulation factors should
be considered (with or without administration of fibrinogen concentrate). Careful monitoring of the coagulation system is necessary. If
allergic or anaphylactic-type reactions occur, the injection/infusion should be stopped immediately. In case of anaphylactic shock, standard
medical treatment for shock should be implemented. In the case of replacement therapy with coagulation factors in other congenital
deficiencies, antibody reactions have been observed, but there is currently no data with fibrinogen. Important information about specific
excipients: Haemocomplettan contains up to 164 mg (7.1 mmol) sodium per 1g fibrinogen. This correlates with 11.5 mg (0.5 mmol) sodium
per kg body weight of the patient if the recommended initial dose of 70 mg/kg body weight is applied. To be taken into consideration by
patients on a controlled sodium diet. Virus safety: Standard measures to prevent infections resulting from the use of medicinal products
prepared from human blood or plasma include selection of donors, screening of individual donations and plasma pools for specific markers
of infection and the inclusion of effective manufacturing steps for the inactivation/removal of viruses. Despite this, when medicinal
products prepared from human blood or plasma are administered, the possibility of transmitting infective agents cannot be totally
excluded. This also applies to unknown or emerging viruses and other pathogens. The measures taken are considered effective for
enveloped viruses such as human immunodeficiency virus (HIV), hepatitis B virus HBV and hepatitis C virus (HCV) and for the nonenveloped hepatitis A virus (HAV). The measures taken may be of limited value against non-enveloped viruses such as parvovirus B19.
Parvovirus B19 infection may be serious for pregnant women (fetal infection) and for individuals with immunodeficiency or increased
erythropoesis (e.g. haemolytic anaemia). Appropriate vaccination (hepatitis A and hepatitis B) should be considered for patients in regular/
repeated receipt of human fibrinogen products. It is strongly recommended that every time that Haemocomplettan is administered to a
patient, the name and batch number of the product are recorded in order to maintain a link between the patient and the batch of the
product. Interactions: No interactions of human plasma fibrinogen products with other medicinal products are known. Fertility,
pregnancy and lactation: Animal reproduction studies have not been conducted with Haemocomplettan. Pregnancy and lactation: The
safety of human plasma fibrinogen products for use in human pregnancy and lactation has not been established in controlled clinical trials.
Fertility: There are no data regarding effects of Haemocomplettan on fertility. Undesirable effects: Summary of safety profile: Allergic or
anaphylactic type reactions have been uncommonly observed. The events reported in association with allergic/anaphylactic reactions
include generalized urticarial, rash, dyspnoea, tachycardia, nausea, vomiting, chills, pyrexia, chest pain, cough, blood pressure decreased,
and anaphylactic shock. Frequencies based on pooled analyses across two company sponsored clinical trials performed in aortic surgery
with or without other surgical procedures. The calculated frequency is based on crude incidence rates without considering the frequency
of the comparator arm. It should be noted that in the clinical trials included in the analysis, the incidence of TEEs was higher in the placebo
arm. In view of the fact that these trials were conducted in only the narrow population of aortic surgery with or without other surgical
procedures, adverse drug reaction rates observed in these trials may not reflect the rates observed in clinical practice and are unknown for
clinical settings outside the studied indication. The most frequent adverse reactions include pyrexia (very common, ≥ 1/10) followed by
Thromboembolic events (Common, ≥ 1/100 and < 1/10, isolated cases have been fatal) and allergic or anaphylactic reactions (Uncommon, ≥
1/1,000 and < 1/100. Prescription status: Prescription-only drug. Manufacturer: CSL Behring GmbH, Emil-von-Behring-Str. 76, 35041
Marburg, Germany. Date of information: April 2019.
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More Than 3 Decades of Lifesaving
Innovations in Hematology
A Leader in Hematology
Treating hemophilia A & B, von Willebrand disease, thrombosis,
and other life-threatening conditions

100+
Years

100+ Years of Innovation
From a Nobel Prize in Medicine in 1901 to important recent
acquisitions expanding therapeutic areas

One of the World’s Largest Biotechnology Companies
In 35+ countries with over 25,000 employees

day at CSL Behring, we work as if someone’s
“Elifeverydepends
on it. Because it does.
”

— Paul Perreault, CEO and Managing Director, CSL Limited

Biotherapies for LifeTM is a trademark of CSL Behring LLC. AFSTYLA®, IDELVION®, HAEMATE® P, HUMATE-P®, BERIATE®, MONONINE®,
VONCENTO®, BIOSTATE®, HAEMOCOMPLETTAN® P, RiaSTAP®, and KCENTRA®, ZEMAIRA®, PRIVIGEN®, BERINERT®, CORIFACT®, and
HAEGARDA® are manufactured by CSL Behring GmbH and distributed by CSL Behring LLC. AFSTYLA®. IDELVION®, HAEMATE® P,
HUMATE-P®, BERIATE®, MONONINE®, VONCENTO®, BIOSTATE®, HAEMOCOMPLETTAN® P, RiaSTAP®, KCENTRA® , ZEMAIRA®,
PRIVIGEN®, BERINERT®, CORIFACT®, and HAEGARDA® are registered trademarks of CSL Behring Lengnau AG.
CSL Behring GmbH, P.O. Box 1230, 35002 Marburg, Germany
Phone: +49 6421 39 12 Fax: +49 6421 39 4825
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