
SUSAN, 62*

• Married, mother of 3

INTRACRANIAL HEMORRHAGE

Medical history

• Atrial fibrillation

• Hypertension

• Diabetes mellitus

• Chronic kidney disease 
(renal failure)

• Congestive heart failure

Current medications include warfarin 7.5 mg once daily, hydralazine, insulin, atorvastatin, 
and lisinopril.

Presentation

Transported to emergency department after family found her lying on the bathroom 
floor. Exam showed she was awake and alert but nonverbal; did not follow commands 
but responded purposefully to pain.

Vital signs

Susan's results Normal range

Weight 72 kg 

Blood
pressure

205/115 mmHg 120/80 mmHg

Heart rate 99 bpm 60–100 bpm (resting HR)

Respiratory
rate

12 bpm 12–16 bpm (adults)

Temperature 98.5°F 98.6°F

Glasgow
Coma Scale
(GCS)

10

Mild 13–15,

Moderate 9–12,

Severe 3–8

INR 2.3

0.8–1.1
(healthy individuals)

2.0–3.0
(patients on warfarin)

Hemoglobin 12.1 g/dL 12–16 g/dL (women)

Hematocrit 35.7%
36–48% (women) or
0.36–0.48 volume fraction

GCS=clinical scale used to measure a person's level of consciousness and ability
to function after a brain injury.

*Hypothetical patient.

How would you quickly reduce the risk of severe complications in a patient like Susan?

Imaging results

CT results showed a 6.4 x 3 x 3 cm, 
~30 cc left basal ganglia hemorrhage.

Fluid 
overload risk

Urgent Warfarin Reversal

INTRACRANIAL HEMORRHAGE

Use KCENTRA for VKA reversal in major 
bleeding cases like Susan

SUSAN, 62*

Treatment

The patient was stabilized. Blood pressure control was obtained 
with nicardipine infusion and labetalol 10–20 mg intravenous (IV) 
q 15 mins x 2.

For reversal of warfarin, KCENTRA 25 units/kg x 72 kg 
(1800 units) was given along with a vitamin K 10 mg 
IV infusion. INR was normalized to 1.1 within 30 minutes 
and was 1.1 twenty-four hours later.

Repeat CT scans 6 and 24 hours later confirmed stable size 
of hemorrhage. Examination showed that the patient remained 
stable with aphasia and right hemiplegia.

The patient was discharged to a rehabilitation facility.
††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.

FASTER ACTING††

FASTER ADMINISTRATION, 
LOWER VOLUME 
SUSTAINED INR REDUCTION‡‡

*Hypothetical patient.



UrgentWarfarinReversal

The Neurocritical Care Society and Society of Critical Care Medicine 
support PCC inclusion of warfarin reversal guidelines

3

“Benefits of PCC include its fast preparation and reconstitution time, rapid INR reversal, small 
volume, and lower risk of infection as compared to [plasma].”

3

“PCC use in VKA-associated intracranial hemorrhage leads to faster INR reversal, less hematoma 
expansion, and similar or better mortality rates and functional outcomes compared to [plasma].”

3

Important Safety Information (continued)
WARNING: ARTERIAL AND VENOUS THROMBOEMBOLIC COMPLICATIONS (continued from previous page) 
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 additional Important Safety Information inside and accompanying full prescribing information, 
including boxed warning.

KCENTRA is manufactured by CSL Behring GmbH and distributed by CSL Behring LLC.
KCENTRA

® 
is aregistered trademark of CSL Behring GmbH. Biotherapies for Life

®
 is a registered trademark of CSL Behring LLC. 

©2022 CSL Behring LLC 1020 First Avenue, PO Box 61501, King of Prussia, PA 19406-0901 USA 
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FASTER ACTING
Superior INR reduction 
at 30 minutes after 
end of infusion
vs plasma

FASTER 
ADMINISTRATION, 
LOWER VOLUME
Mean infusion time 
is under 25 minutes 
~85% less volume 
vs plasma

SUSTAINED 
INR REDUCTION
Statistically significant 
INR reduction sustained
≤1.3 for up to 12 hours 
vs plasma

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 Kantagonists presenting 
with major bleeding: a randomised, plasma-controlled, phase IIIb study. Circulation. 
2013;128(11):1234-1243. 2. Schulman S, Bijsterveld NR. Anticoagulants and 
their reversal. TransfusMedRev.2007;21(1):37-48. 3. Frontera JA, Lewin JJ III, 
Rabinstein AA, et al. Guideline for reversal of antithrombotics in intracranial 
hemorrhage: a statement for healthcare professionals from the Neurocritical Care 
Society and Society of Critical Care Medicine. NeurocritCare. 2016;24(1):6-46.

Urgent Warfarin Reversal

Faster mean infusion time with KCENTRA vs plasma

• Mean infusion time is under 25 minutes or 7x faster than plasma#

KCENTRA uses 85% less volume and is 25x more concentrated 
than plasma2**

• 3 vials of KCENTRA 
(an average volume of 
2500 IU administered 
as a single dose) are 
equal to 10–12 units 
of plasma

KCENTRA
100 mL

Plasma
250 mL/bag

#Mean infusion time was 24 min (±32 min) for KCENTRA and 169 min (±143 min) for plasma.
**Mean infusion volume was 105 mL (±37 mL) for KCENTRA and 865 mL (±269 mL) for plasma.

Safety profile comparable to plasma 
• KCENTRA did not increase the risk of thromboembolic (TE) events vs plasma

In the Urgent Surgery/Invasive Procedures and Acute Major Bleeding trials, 13 subjects (6.8%)
in the KCENTRA group and 14 (7.1%) subjects in the plasma group experienced possible TE events.

Important Safety Information (continued)
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.
Please see additional Important Safety Information on back and accompanying full prescribing 
information, including boxed warning.
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INTRACRANIAL HEMORRHAGE

KCENTRA is the only FDA-approved alternative 
to plasma for urgent warfarin reversal

Faster INR reduction vs plasma

Proportion of subjects experiencing a reduction of INR 
(≤1.3 at 30 minutes after end of infusion)

Acute Major Bleeding trial1†

62.2%

9.6%
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The relationship between INR values and clinical hemostasis in patients has not been established. 
†KCENTRA–plasma (%) [95% CI]=52.6 [39.4, 65.9] for noninferiority (prespecified noninferiority margin ≥10%; KCENTRA
superior to plasma if lower limit 95% CI >0 in the Acute Major Bleeding trial).

Equally effective hemostasis vs plasma

• Hemostatic efficacy assessed over 24 hours1

– Patients in the KCENTRA and plasma groups achieved hemostatic 
efficacy of 72.4% and 65.4%, respectively (P=0.0045)‡

‡KCENTRA–plasma (%) [95% CI]=7.1 [–5.8, 19.9] (prespecified noninferiority margin
≥10%; Farrington-Manning
P value for noninferiority, rejecting null hypothesis of inferiority of 4F-PCC).

FASTER ACTING
FASTER ADMINISTRATION, LOWER VOLUME 

SUSTAINED INR REDUCTION

Statistically significant INR reduction sustained 
for up to 12 hours

Median INR after start of infusion in RCT

KCENTRA + vitamin K (n=98)

Plasma + vitamin K (n=104)
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Acute Major Bleeding trial1

30 min§

Time to median 
INR ≤1.3

§30 minutes after start of infusion.
||Statistically significant difference (P<0.0001) compared to plasma by 2-sided Wilcoxon test.
¶P=0.0002.

• 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

Important Safety Information
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. (warning continued on next page)
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Important Safety Information (continued)
WARNING: ARTERIAL AND VENOUS THROMBOEMBOLIC COMPLICATIONS (continued from previous page) 
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 additional Important Safety Information inside and accompanying full prescribing information, 
including boxed warning.
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#Mean infusion time was 24 min (±32 min) for KCENTRA and 169 min (±143 min) for plasma.
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Safety profile comparable to plasma 
• KCENTRA did not increase the risk of thromboembolic (TE) events vs plasma

In the Urgent Surgery/Invasive Procedures and Acute Major Bleeding trials, 13 subjects (6.8%)
in the KCENTRA group and 14 (7.1%) subjects in the plasma group experienced possible TE events.

Important Safety Information (continued)
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.
Please see additional Important Safety Information on back and accompanying full prescribing 
information, including boxed warning.
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The relationship between INR values and clinical hemostasis in patients has not been established. 
†KCENTRA–plasma (%) [95% CI]=52.6 [39.4, 65.9] for noninferiority (prespecified noninferiority margin ≥10%; KCENTRA
superior to plasma if lower limit 95% CI >0 in the Acute Major Bleeding trial).

Equally effective hemostasis vs plasma

• Hemostatic efficacy assessed over 24 hours1

– Patients in the KCENTRA and plasma groups achieved hemostatic 
efficacy of 72.4% and 65.4%, respectively (P=0.0045)‡

‡KCENTRA–plasma (%) [95% CI]=7.1 [–5.8, 19.9] (prespecified noninferiority margin
≥10%; Farrington-Manning
P value for noninferiority, rejecting null hypothesis of inferiority of 4F-PCC).
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||Statistically significant difference (P<0.0001) compared to plasma by 2-sided Wilcoxon test.
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• 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

Important Safety Information
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. (warning continued on next page)
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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 
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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 additional Important Safety Information inside and accompanying full prescribing information, 
including boxed warning.

KCENTRA is manufactured by CSL Behring GmbH and distributed by CSL Behring LLC.
KCENTRA® is a registered trademark of CSL Behring GmbH. Biotherapies for Life® is a registered trademark of CSL Behring LLC. 
©2022 CSL Behring LLC 1020 First Avenue, PO Box 61501, King of Prussia, PA 19406-0901 USA 
www.CSLBehring.com www.KCENTRA.com KCT-0118-APR22

FASTER ACTING
Superior INR reduction 
at 30 minutes after 
end of infusion
vs plasma

FASTER 
ADMINISTRATION, 
LOWER VOLUME
Mean infusion time 
is under 25 minutes 
~85% less volume 
vs plasma

SUSTAINED 
INR REDUCTION
Statistically significant 
INR reduction sustained
≤1.3 for up to 12 hours 
vs plasma

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 randomised, plasma-controlled, phase IIIb study. Circulation. 
2013;128(11):1234-1243. 2. Schulman S, Bijsterveld NR. Anticoagulants and 
their reversal. Transfus Med Rev. 2007;21(1):37-48. 3. Frontera JA, Lewin JJ III, 
Rabinstein AA, et al. Guideline for reversal of antithrombotics in intracranial 
hemorrhage: a statement for healthcare professionals from the Neurocritical Care 
Society and Society of Critical Care Medicine. Neurocrit Care. 2016;24(1):6-46.

UrgentWarfarinReversal

Faster mean infusion time with KCENTRA vs plasma
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#Mean infusion time was 24 min (±32 min) for KCENTRA and 169 min (±143 min) for plasma.
**Mean infusion volume was 105 mL (±37 mL) for KCENTRA and 865 mL (±269 mL) for plasma.

Safety profile comparable to plasma 
•KCENTRAdid not increase the risk of thromboembolic (TE) events vs plasma

In the Urgent Surgery/Invasive Procedures and Acute Major Bleeding trials, 13 subjects (6.8%)
in the KCENTRA group and 14 (7.1%) subjects in the plasma group experienced possible TE events.

Important Safety Information (continued)
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.
Please see additional Important Safety Information on back and accompanying full prescribing 
information, including boxed warning.

UrgentWarfarinReversal UrgentWarfarinReversal

INTRACRANIAL HEMORRHAGE

KCENTRA is the only FDA-approved alternative 
to plasma for urgent warfarin reversal

Faster INR reduction vs plasma

Proportion of subjects experiencing a reduction of INR 
(≤1.3 at 30 minutes after end of infusion)

Acute Major Bleeding trial
1†

62.2%

9.6%

Patients, %

80%

60%

40%

20%

0
KCENTRA + vitamin K

n=98
Plasma + vitamin K

n=104

P<0.0001

The relationship between INR values and clinical hemostasis in patients has not been established. 
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1.3

||
1.3

||
1.2

¶
1.2

24 h
Time to median 

INR ≤1.3

Acute Major Bleeding trial
1

30 min
§

Time to median 
INR ≤1.3

§30 minutes after start of infusion.
||Statistically significant difference (P<0.0001) compared to plasma by 2-sided Wilcoxon test.
¶P=0.0002.

•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

Important Safety Information
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. (warning continued on next page)


















