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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

» lllustrate 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




David Seiffge
y @DavidSeiffge
What is the most important criteria for a reversal
agent to be used to treat hyperacute

intracerebral haemorrhage in a patient on
therapeutic anticoagulation?

Post ubersetzen

Haemostatic efficacy 51%
Safety 23%
Price/costs 5%
Availability 21%

167 Votes - 2 Tage 13 Stunden ubrig

09:44 - 04.05.24 Aus Earth - 21K Mal angezeigt




The Changing Spectrum of OAC-ICH
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Siepen BM, Forfang E, Branca M, et al. Stroke Vasc Neurol. 2024:svn-2023-002813.



Prothrombin Complex Concentrate (PCC)

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. of Patients with Hematoma Risk Ratio Prevents Favors P value P for
treated patients Enlargement, No. (%) (95% C1) Hematoma Enlargement Hematoma Enlargement interaction

Table 2. Weighted Regression of Study Outcomes

PCC-administration prior to follow-up imaging . :
Ol 103 T 1 480, 40A85.2,080) I = . o84t Prothrombin complex concentrate (n = 85) vs conservative
management (referent, n = 97)

e O T R e )

<25 IU/kg 71 22 (31.0%) 1.181 (0.6922.016) ——— 0.542 Outcomes a0R (95% Cl) P value
no PCC 43 14 (32.6%) 1.096 (0.575-2.089) — 0.780 .
Good neurological recovery at 90 d 0.62(0.33-1.16) 14

=50 IU/kg 8 5 (62.5%)

<50 IU/kg 130 42 (32.3%) 1.687 (0.930-3.059) . S| 0.085 Mortalityat a0 d 1.03 {U 70-1 53) 88

no PCC 43 14 (32.6%) 1.765 (0.849-3,668) —— 0.128 ’ : : :
et omael et Sst Saging In-hospital mortality 1.11 (0.69-1.79) .66

<150 min 51 21 (41.2%) 1.452 (0.600-3.513) ——— 0.408 0457

>15 i { 9%) X : » . '—’"—1 o . i

150 min 38 11 (28.9%) 0.869 (0.384-1.966) 0.737 Hematoma expansion® 0.94 (0.38-2.31) .90
Symptom onset until follow-up imaging

£22.5 hours 51 24 (47.1%) 1.405 (0.620-3.183) [ 0.416 850

»22.5 hours 34 7 (20. 0.733 (0.282:1.904) —6— 0.523 '

Admission until reversal .
<104 min 51 23 (45.1%) 1.339 (0.702:2.552) R, S 0.375 1
= ~ e W 23 Joass No effect of PCC on outcomes in

Systolic blood pressure <160mm Hg at 4 hours

o Bt es smewws Lm| a FXal-ICH in observational studies

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.



Andexanet Alfa - Recombinant Modified

Human Factor Xa

Andexanet alfa

Andexanet alfa binds and
sequesters FXa inhibitor

i prothrombinase FXa inhibitor
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Native FXa activity and thus
thrombin generation® is restored

Native FXa

Andexanet alfa competes with
FXa to bind to FXa inhibitor
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Specifications:

» Designed to reverse anticoagulant effects of FXa
inhibitors

» Acts as a FXa decoy to bind molecules that target
and inhibit FXa

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

4% 40%

19% 20%

13%

Haematoma expansion

1% 10%

l. -

any thrombembolic Death by day 7

complication

Death by day 30

m Andexanet alfa  m non-specific treatment

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.



ANNEXA-I RCT

Phase 4, multicenter, prospective, randomized, open-label, blinded-endpoint trial in patients with

acute ICrH treated with FXa inhibitors’

Primary Efficacy Population (N=452)?
Extended Population (N=530)2

Andexanet alfa

/Patients >18 years old\

with acute ICrH within
6 hours of symptom
onset and within
15 hours following the
last dose of apixaban,
rivaroxaban, or

\ edoxaban' /

Primary Efficacy Endpoint: Effective Hemostasis at 12 Hours'?
Defined as meeting all 3 of the following criteria:

1. =35% hematoma volume expansion at 12 hours
2. NIHSS score increase of <7 at 12 hours

3. No rescue therapy administered between 3 and 12 hours after randomization
Usual care? \ J
Secondary Efficacy Endpoint:? Select Safety Endpoints:2

» Percent change from baseline to nadir in anti-FXa activity during the first « Thrombotic events at 30 days
2 hours post-randomization® + 30-day mortality

ICrH, intracranial hemorrhage; NIHSS, National Institutes of Health Stroke Scale; R, randomized; RCT, randomized controlled trial.
1. Study NCT03661528. ClinicalTrials.gov website: . 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

Secondary Endpoint: Change in Anti-FXa Activity From Baseline to Nadir at 2 Hours'?2
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94.4% reduction
0 - -—® Andexanet alfa
T | |
Baseline 1 Hr 2Hr
Visit Time
Anti-FXa activity reduction with

_ Andorenerate andexanstalfa (%), median (IQR)"*
Patients on apixaban, n (%) 162 (61.6%) 158 (59.2%) 94.0% (96.4, 88.8)
Patients on rivaroxaban, n (%) 79 (30.0%) 75 (28.1%) 96.4% (97.9, 93.2)
Patients on edoxaban, n (%)* 22 (8.4%) 31 (11.6%) 72.3% (78.9, 37.4)

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

Primary Endpoint: Effective Hemostasis at 12 Hours'2

Primary Efficacy Population (N=452) Extended Population (N=530)
80.0% - 80.0% -
70.0% A 67.0% 70.0% A
’ 63.9%
60.0% - 1 340/0 60.0% - 11 %
93.1% 52.4%
adjusted absolute adjusted absolute
- 50.0% A increase in 50.0% A increase in
= . . <) . .
= Effective Hemostasis o Effective Hemostasis
.g 40.0% - with andexanet alfa vs g 40.0% - with andexanet alfa vs
o usual care'® o usual care'?®
m sl
& 30.0% A p=0.003 & 30.0% - 95% Cl, 2.8-19.3
p=0.008
20.0% A 20.0% - Excellent/good breakdown
(N=530)
10.0% A 10.0% A
0.0% - 0.0% -
Andexanet alfa Usual Care Andexanet alfa Usual Care

aAs determined by a blinded adjudication committee?; PAnalysis 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:

. 3. Data on File. CSL ALXN2070 18-513.


https://clinicaltrials.gov/study/NCT03661528

Additional Outcomes

Extended Population
(N=530)

Andexanet alfa (n=263) Usual care (n=267) AETTELEE Bl TR [LETEE

with andexanet alfa (95% CI)9

Excellent/good, n (%) 168 (63.9) 140 (52.4) 11.0 (2.8, 19.3)
Excellent, n (%) 147 (55.9) 121 (45.3) 10.6 (2.1, 19.0)
Good, n (%)° 21 (8.0) 19 (7.1) 0.9 (-3.6, 5.4)

Absolute difference with

Andexanet alfa (n=263) Usual care (n=267) andexanet alfa (95% Cl)
(1]

Hematoma increase 212.5 mL, n (%) 29 (11.6) 48 (19.0) -7.4 (-13.7,-1.1)

mRS score <3 at 30 days, n (%) 69 (28.0) 79 (30.9) 2.9(-10.9, 5.2)e

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). PPrimary objective of
study met at interim. °Excellent 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. YAnalysis 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

Extended Population
(N=530)
Andexanet alfa (n=263) Usual care (n=267) gzzzlytl;ﬁec:i;ﬁ;e(g;;“gm

Patients with 21 thrombotic event, n (%)2® 27 (10.3) 15 (5.6) 46(0.1,92)

Transient ischemic attack, n (%) 0(0) 0 (0) -

Ischemic stroke, n (%) 17 (6.5) 4(1.5) 5.0 (1.5, 8.8)

Myocardial infarction, n (%) 11 (4.2) 4 (1.5) 2.7(-0.2,6.1)

Deep vein thrombosis, n (%) 1(0.4) 2(0.7) -04(-2.4,1.5)

Pulmonary embolism, n (%) 1(0.4) 6(2.2) -1.9(-4.5,0.2)

Arterial systemic embolism, n (%) 3(1.1) 2(0.7) 0.4 (-1.7,2.7)
All-cause mortality, n (%) 73 (27.8) 68 (25.5) 2.3(-5.2,9.8)

aAs determined by a blinded adjudication committee. °PEvaluated through 30 days post-randomization.? °Analysis was performed using a CMH test stratified by time from symptom onset to
baseline imaging assessment (<180 min vs 2180 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



Rate of Thrombotic Events in Different Reversal Trials

>% ® Fresh frozen plasma versus prothrombin complex
concentrate in patients with intracranial haemorrhage
related to vitamin K antagonists (INCH): a randomised trial

Thorst er*, Sven Poli®, Martin Gricbe, Johannes Hiksing, Jocek Hajda, Anja Freiberger, Martin Bendszus, Julian Basel, Hanne Christensen,

llmer, Henning Stetefeld, Katjo E Wartenberg, Chiisti

Christian [»

FFP(n=23) PCC 0Odds ratio p valuet
(n=27) (95%CI)*
FFP only FFP plus PCC
(n=4)% (after 3 h; n=19)#}§
Number of patients with 2 8 16 0-65(0-16-2-49)  0.55
at least one SAE
MNumber of SAEs 5 15 23 NfA N/A
SAE classified as 2 7 7 N/A N/A
haematoma expansion
SAE classified as 2 4 1 N/A N/A
haematoma expansion
leading to death
Thromboembolic eventsq
Myocardial infarction 0 0 NfA N/A
Ischaemic stroke 1 1 2 N/A N/A
Pulmonary embolism 0 0 4 NfA N/A
Deep vein thrombaosis 0 1] 1 N/A N/A

FFP=fresh frozen plasma. N/A=not applicable. PCC=prothrombin complex concentrate. SAE=serious adverse event.
*“FFP plus PCC vs PCConly. tFisher’s exact test. ¥ Two of 21 patients who did not reach the primary endpoint in the FFP
did not receive PCC (protocol violation). §According to the protocol, patients in whom the international normalised
ratio after 3 hwas not below or equal to 12 received PCC. 910ne stroke in the FFP only group and one stroke and one
pulmonary embolism in the PCC group occurred within the first 3 days after start of treatment.

Table 3: Safety outcomes

18%

Stroke

CLINICAL TRIAL

@6

Tranexamic Acid for Intracerebral Hemorrhage
in Patients on Non-Vitamin K Antagonist Oral
Anticoagulants (TICH-NOAC): A Multicenter,

M M

' MO K
MD"; Nis Fbe

Randomized, Placebo-Controlled, Phase 2 Trial

Table 2. Primary and Secondary Outcomes in the | to-Treat Population
TXA (n=32) | Placebo (n=31) | Effect size (95% CI) P value
Primary outcome
HE® [ 1208 [ 14 (500 [osae22t189t  [o040
Secondary culcomes

Symptomatic HE® [ 9 (28%) [ 9 (29%) I 0.86 (0.28 1o 2.88)t I 0.79
Absolute hematoma volume change, mL* 3.3 (0.6-8.8) | 1.8(0.1-87) —0.33 (-3.80 10 3.14)1 | 0.85
Ordinal mRS score at 90 d [ [ | 1.11 {0.44 1o 2.804 |

1] 0 {0%) 0 (o)

1 [ 2 (6%) [ 3 (10%)

2 3 (9%) 3 (10%)

3 [ 3 (9%) | 3 (10%)

4 [e (19%) IE (23%)

5 [ 3 (9%) | 2 (&%)

-] [ 15 (47%]) | 13 (42%)
mRS score 0-4 a1 90 d [ 14 (44%) | 16 (52%) | 0.81{0.29 10 2.27)F | 0.69
mRS score 0-3 at 80 d [ B (25%) | 9 (29%) | 0.87 (0.28 to 2.70) | o081
In-hospital deathd [ B (25%) | 6 (19%) | 1,30 (0.39 to 4.39)t | 0.87
Death within 90 di | 15 (47%) | 13 (42%) | 1.07 (0.37 to 3,041 | 091
Major thromboembolic events within 90 d 4 (13%) 2 (69%) 1.86 (0.37 to 9.50) 045

Ischemic stroke [ o [ 2 | |

Myocardial infarction 25 o

Deep vein thrombosis/ipulmonary embolism | 3& [ o

Newosurgical intervention up to day 2 2 (6%)

0 (0%)

10%

ANN

Patients with 21 thrombotic event, n (%)
Transient ischemic attack, n (%)
Ischemic stroke, n (%)

Myocardial infarction, n (%)

Deep vein thrombosis, n (%)
Pulmonary embolism, n (%)
Arterial systemic embolism, n (%)

All-cause mortality, n (%)

Extended Population
(N=530)

Absolute difference with
andexanet alfa (35% Cl)

Andexanet alfa (n=263) | Usual care (n=267)

27 (10.3) 15 (5.6) 46(01,92)
0(0) 0(0)
17(6.5) 4(15) 5.0(1.5,8.8)
11(4.2) 4(1.5) 27(:0.2,6.1)
1(0.4) 2(0.7) 0.4 (-24,15)
1(0.4) 6(22) 1.9 (-45,0.2)
3(1.1) 2(01) 04(-1.7,27)
73(27.8) 68 (25.5) 23(52,98)

Andexanet alfa Usual care

10%

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.

6%




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

. An increase In intracranial hematoma size occurred in more patients
. Clinical outcomes were defined as excellent (65.9%) and good (8%)

O O
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