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Resource Information
About This Resource
These slides are one component of a continuing education program available online at MedEd On The Go titled What’s New in 
Treating the Anticoagulated Patient with ICH?

Program Learning Objectives:
• Describe the various therapies necessary to manage the care of anticoagulated patients with ICH in the neurocritical care 

setting, including reversal and repletion
• Illustrate the latest neurosurgical clinical trial data to optimize care for patients with ICH
• Categorize the specific recommendations from the recent ESO guidelines on the management of ICH in the anticoagulated 

patient and describe approaches to implement them
• Outline the 3 elements of ICH care bundling and how each optimizes the care of the anticoagulated patient
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Disclaimer

The views and opinions expressed in this educational activity are those of the faculty and do not necessarily represent the 
views of Total CME, LLC, the CME providers, or the companies providing educational grants. This presentation is not intended 
to define an exclusive course of patient management; the participant should use their clinical judgment, knowledge, 
experience, and diagnostic skills in applying or adopting for professional use any of the information provided herein. Any 
procedures, medications, or other courses of diagnosis or treatment discussed or suggested in this activity should not be 
used by clinicians without evaluation of their patient's conditions and possible contraindications or dangers in use, review of 
any applicable manufacturer’s product information, and comparison with recommendations of other authorities. Links to 
other sites may be provided as additional sources of information. 



Poll: What is the most important criteria for a reversal 
agent for the treatment of anticoagulation-associated 
ICH?

A. Hemostatic efficacy
B. Safety
C. Availability
D. Price/costs





The Changing Spectrum of OAC–ICH

Siepen BM, Forfang E, Branca M, et al. Stroke Vasc Neurol. 2024:svn-2023-002813.

>95% factor Xa-inhibitors



Prothrombin Complex Concentrate (PCC)

Gerner ST, Kuramatsu JB, Sembill JA,et al. Ann Neurol. 2018;83(1):186-196.
Ip B, Pan S, Yuan Z, et al. JAMA Netw Open. 2024;7(2):e2354916. 

Specifications:
• Contains Vit K dependent coagulation factors derived from human plasma
• Standardized on factor IX only, virtually no factor X
• No direct effect on anti-FXa activity
• Approved for repletion of acquired coagulation factor deficiency induced by Vit K antagonists
• Not approved for treatment of FXa inhibitors

No effect of PCC on outcomes in 
FXaI-ICH in observational studies



Andexanet Alfa - Recombinant Modified
Human Factor Xa

Specifications:
• Designed to reverse anticoagulant effects of FXa 

inhibitors 
• Acts as a FXa decoy to bind molecules that target 

and inhibit FXa

Connolly SJ, Crowther M, Eikelboom JW, et al. N Engl J Med. 2019;380(14):1326-1335; Benz AP, Xu L, Eikelboom JW, et al. Thromb Haemost. 2022;122(6):998-1005; 
Siepen BM, Forfang E, Branca M, et al. Stroke Vasc Neurol. 2024:svn-2023-002813.

Matched comparison: 
ANNEXA-4 vs. non-specific treatment (TICH-NOAC)



ANNEXA-I RCT

ICrH, intracranial hemorrhage; NIHSS, National Institutes of Health Stroke Scale; R, randomized; RCT, randomized controlled trial.
1. Study NCT03661528. ClinicalTrials.gov website: https://clinicaltrials.gov/study/NCT03661528. 2. Connolly SJ. Presented at: World Stroke Congress (WSC); October 10-
12, 2023; Toronto, Canada.

https://clinicaltrials.gov/study/NCT03661528


Anti-FXa Activity Was Significantly Reduced in Patients 
Treated with Andexanet Alfa Versus Usual Care

IQR, interquartile range.
1. Connolly SJ. Presented at: World Stroke Congress (WSC); October 10-12, 2023; Toronto, Canada.



Achievement of Effective Hemostasis Was Significantly 
Higher in Patients Treated With Andexanet Alfa Versus 
Usual Care

aAs determined by a blinded adjudication committee2; bAnalysis was performed using a CMH test stratified by lime from symptom onset to baseline imaging assessment (<180 min)3

Cl = confidence interval; CMH = Cochran-Mantel-Haenszel; FXa = factor Xa; ICrH = intracranial hemorrhage.
1. Connolly SJ. Presented at: World Stroke Congress (WSC); October 10-12, 2023; Toronto, Canada. 2. Study NCT03661528. ClinicalTrials.gov website: 
https://clinicaltrials.gov/study/NCT03661528. 3. Data on File. CSL ALXN2070 18-513.

https://clinicaltrials.gov/study/NCT03661528


Additional Outcomes

aAnalysis for 30-day mRS score was performed using a CMH test stratified by time from symptom onset to baseline imaging assessment (<180 min vs ≥ 180 min). bPrimary objective of 
study met at interim. cExcellent hemostatic efficacy was defined as NIHSS score of <7 from baseline to 12 hours plus a ≤20% increase in hematoma volume on repeat CT/MRI at 12 hours 
plus no rescue therapies administered between 3- and 12-hours post-randomization. dAnalysis was performed using a CMH test stratified by time from symptom onset to baseline imaging 
assessment (<180 min vs ≥180 min).
Cl = confidence interval; FXa = factor Xa; ICrH = intracranial hemorrhage; mRS = modified Rankin Scale
Connolly SJ. Presented at: World Stroke Congress (WSC); October 10-12, 2023; Toronto, Canada. 



Safety Endpoints

aAs determined by a blinded adjudication committee. bEvaluated through 30 days post-randomization.2 cAnalysis was performed using a CMH test stratified by time from symptom onset to 
baseline imaging assessment (<180 min vs ≥180 min).
Cl = confidence interval; CMH = Cochran-Mantel-Haenszel; FXa = factor Xa; ICrH = intracranial hemorrhage
1. Connolly SJ. Presented at: World Stroke Congress (WSC); October 10-12, 2023; Toronto, Canada. 2. Data on File. SAP 18-513

c



Rate of Thrombotic Events in Different Reversal Trials

18% 10% 10%
Andexanet alfa

6%
Usual care

Steiner T, Poli S, Griebe M, et al Lancet Neurol. 2016;15(6):566-73; Polymeris AA, Karwacki GM, Siepen BM, et al. Stroke. 2023;54(9):2223-2234; 
Connolly SJ. Presented at: World Stroke Congress (WSC); October 10-12, 2023; Toronto, Canada. 



Multiple Choice Question

For patients enrolled in the ANNEXa-I trial with ICH who received 
andexanet alfa, which of the following was NOT observed when 
compared to usual care patients:

A. Anti-Factor Xa levels were reduced by 94.4%
B. No rescue therapy was necessary between 3 and 12 hours after 

randomization
C. An increase in intracranial hematoma size occurred in more patients
D. Clinical outcomes were defined as excellent (55.9%) and good (8%)
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