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Utilization of DOACs Has Increased Over Time Along Wil
Hospitalizations Due to DOA&lated Bleeds

The proportion of Medicare Part D beneficiaries using Major bleeds requiring hospitalization continue
DOAC:Ss increased from 7.4% in 2011 to 66.8% int2019 to rise with increasing ordXanhibitor usé42
DOAC Utilization Trends Patients Hospitalized With aRXalnhibitor-Related Bleeé*?
6 —_
3 2 200,000 191,894
3 5
5 g e 140016 00t
gfg 4 - P 150,000 - :
w ©
- $5 117,213
= m =
s3 5§ 100,000 89,684
o 2- 3T
ks, £
S E 50,000 -
>
0_
] ] ] ] ] ] ] ] 1 0 -
2011 2012 2013 2014 2015 2016 2017 2018 2019 2015 2016 2017 2018 2019
Year Year
ICrHoccurred in9.1% of major bleeds requiring hospitalizatian patients taking=Xainhibitors¢ ]

aBasedon data MarketScarCommercial, Medicare and Medicaid populations) from 220%9;PBasedon data MarketScarCommercial, Medicare and Medicaid populations) from

Oct 2018Sept 2019¢Based on an observational claims data analysis (MarketScan Commercial and Medicare database from 2011-2014) in 3,081 patients with AF and hospitalized with N
an apixaban- or rivaroxaban-related major bleed.

AF = atrial fibrillation; DOAC = direct oral anticoaguleXg= factor XalCrH= intracraniahemorrhage
1.Troy A et alJAMA Health Forun2021;2(7):e211692. Data on File. REB8706. AstraZeneca Pharmaceuticals LP; 3. Data on Fi@3&HF . AstraZeneca Pharmaceuticals LP; >
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RESEARCH ARTICLE

Neuroimaging and Clinical Outcomes of
Oral Anticoagulant—Associated
Intracerebral Hemorrhage

ANN NEUROL 2018



TABLE 1. Overview of Primary and Secondary Adjusted Analyses
Qutcome Studies, n Patients, n Effect Size for NOAC (95% CI) ?

Primary outcome
30-day mortality 5 909 HR = 0.94 (0.67 to 1.31) 0.702
30-day mortality, sensitivity analysis® 7 1,098 HR = 0.90 (0.66 to 1.21) 0.476

Secondary outcomes

Admission NTHSS 7vs. 13

4 398 LRC = —2.83 (—5.28 to —0.38) 0.024
Admission NIHSS > 10 4 398 OR = 0.50 (0.30 to 0.84) 0.009
Baseline GCS 4 845 LRC = —0.01 (=0.57 to 0.55) 0.979
Baseline ICH volume®| 1 3CC VS. 23CC 1,006 LRC = —0.24 (—0.47 to —0.16) 0.036
Baseline hematoma volume < 30 cm™ 7 1,006 OR = 1.14 (0.81 to 1.62) 0.447
Hematoma expansion” 3994 7 617 OR = 0.97 (0.63 to 1.48) 0.883
In-hospital mortality 6 824 OR = 0.73 (0.49 to 1.11) 0.140
mRS at hospital discharge 6 824 cOR = 0.78 (0.57 to 1.07) 0.127
mRS at 90 days 3 748 cOR = 1.03 (0.75 to 1.43) 0.842

Including the 74 vitamin K antagonist-ICH patients with international normalized ratio values < 1.5 and after imputation of the patients from 2 cen-
ters with short follow-up times.

hMjmd for age, sex, and ICH locadon. The remainder adjusted for age, sex, intmaventricular hemorrhage extension, and ICH location.

ClI = confidence interval; cOR = common odds rato; GCS = G]asg:w Coma Scale; HR = hazard mtio; ICH = intracercbral hu‘nﬂrrhﬂg; LRC = lin-
eaar regression coefhcient; mRS = modified Rankin Scale; NIHSS = National Institutes of Health Stroke Scale; NOAC = non—vitamin K anmgonist
oral anticoagulan; OR = odds rado.
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Kaplan-Meier survival estimates
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ICrH i1s Associated With Mortality in Patients Receiving FXa Inhibitors

In-hospital mortality in RWE studies Mortality in clinical trials
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Coleman et all? Milling et al2b Xian et al3¢ ARISTOTLE* ROCKET-AF®
(n/N=11/47) (n/N=5/19) (n/N=2487/9202) 30-day mortality All-cause mortality
(apixaban, n/N=24/53) (rivaroxaban, n/N=31/64)

aMulticenter, retrospective survey captured EMRs for adult patients hospitalized for FXa inhibitori related bleeding receiving no reversal or replacement agents between January 2016 and

September 2019; PRetrospective, 5-center review of FXa inhibitori treated major bleeding patients from January 2014 to April 2016; °Registry-based cohort study of patients hospitalized for

nontraumatic intracerebral hemorrhage in Get With The Guidelinesi Stroke (GWTG-Stroke) hospitals between October 2013 and May 2018; 9Due to differences in trial designs and patient

populations, no direct comparisons between studies can be made.

ARISTOTLE = Apixaban for Reduction in Stroke and Other Thromboembolic Events in Atrial Fibrillation; EMR = electronic medical record; FXa = factor Xa; ICrH = intracranial hemorrhage;

ROCKET-AF = Rivaroxaban Once Daily Oral Direct Factor Xa Inhibition Compared with Vitamin K Antagonism for Prevention of Stroke and Embolism Trial in Atrial Fibrillation; RWE = real-world

evidence. n Health

1. Coleman Cl et al. Future Cardiol. 2021;17(1):127-135; 2. Milling TJ Jr et al. Am J Emerg Med. 2018;36(3):396-402; 3. Xian Y et al. JAMA Netw Open. 2021;4(2):e2037438; Institute
10 4. Held C etal. Eur Heart J. 2015;36(20):1264-1272; 5. Hankey GJ et al. Stroke. 2014;45(5):1304-1312. H KNOWLEDGE



Hematoma growth is strongly associated with poor clinicatomesss

_ 1-point increase oMmRS MRHAC6 at 90 days

1 mL increase 6% more likely
10% increase in ICH volume 16% more likely
X0 02 INRGGK 68% PPV

XMH®p Y[ 3IANRGOGK 81% PPV

Modified Rankin Score

No symptoms No significant Slight disability Moderate Moderately severe  Severe disability Dead
disability disability disability

Davis SM, et aNeurology2006;66:117§1181; 2. DowlatshahD, et al.Neurology2011;76:12381244; 3 Morotti A, et al.Neurolo

1. IS S 1 ){2 ; st K 011,76 t 023;22:15@171. 4.Sgecifications Manual for Joint
(Zlgzrrémlssmn National Quality Méasures (v2018A). Modified Rankin Score. Available at: https://manual.jointcommission.esjifée2@1 8A/DataElem0569.html. Accessed February
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OACGCrelated ICHHematoma Expansion

77 M
VKA, INR 3.2
FFP + Vit K
5 hours
3 cc 42 cc
ICH Score: 0 ICH Score: 3
0% mortality 72% mortality McMaster 455, Population Health

University ' "'g:.'.‘* ! Research Instltute



Time from symptom onset to baseline scan is an independent predictor of
ICH growth

Predicted probability of ICH growth >6 mL by time from ICH symptom onset to
baseline imaging (n=5076)
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Time from intracerebral haemorrhage symptom onset to baselin 14
N
The association between the probability of ICH growth and time from HIT’I-QIRIg

symptom onset to baseline imagingisnlinear :
Salman RA, et dlancet Neuro2018;17:885894.
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Andexanet Alfa is a Specific Reversal Agent that Binds and Sequesters
FXa inhibitors, Therefore Restoring Native FXa Activity?

Andexanet alfa

= o
/ > $ .
" Cannot form a
Y, e prothrombinase
§ o= 7

sTE. i complex

Andexanet alfa binds and
sequesters FXa inhibitor

FXa inhibitor

Cannot form a

¢ prothrombinase
e complex
Y

Native FXa activity and thus

. o
Native FXa thrombin generation® is restored

Andexanet alfa competes with
FXa to bind to FXa inhibitor

Note: Andexanet alfa has not been shown to be effective for, and is not indicated for, the treatment of bleeding related to any FXa inhibitors other than aplxaban or rlvaroxaban 1
aAnother observed procoagulant effect of andexanet alfa is its ability to bind and inhibit TFPI which can increase the TF-initiated thrombin generation;* ™ - —
enzyme responsible for both clot formation and platelet aggregation.? MCMaStCI' Epm

FXa = factor Xa; TF = tissue factor; TFPI = tissue factor pathway inhibitor. Uanel‘SltY b Research Institute
1. ONDEXXYA. Summary of product characteristics. Last updated July 4, 2023; 2. Lu G et al. Nat Med. 2013;19(4):446-451. ﬂ HEALTH THROUGH KNOWLEDGE

Population Health
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Healthy Participants Taking a FXa Inhibitor

Andexanet Alfa Rapidly Decreases Anti-FXa Activity in Healthy
Participants

ANNEXA-A (apixaban) ANNEXA-R (rivaroxaban)
End of End of End of End of
Bolus? Infusion® Bolus? Infusion®
250 7 ; ~®- Placebo (n=8) 400 7 ~®- Placebo (n=13)

CE‘ -l- Andexanet® (n=23) g -ll- Andexanetd (n=26)
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A Anti-FXa activity was rapidly reduced after a bolus dose of andexanet alfa and reversal was sustained for 2-hours
A After a bolus plus 2-hour infusion, andexanet alfa reversed anti-FXa activity from baseline compared to placebo by:
A ANNEXA-A: 92% vs 33% (mean reduction), p<0.001

A RiaiE=yTs A == A=A ar—~ ~ AAa

Note: Participants were in reasonably good health with ages ranged from 50-75. The modified intention-to-treat population included all participants who underwent randomization, who received any amount of
andexanet alfa or placebo, and for whom a baseline measurement of anti-FXa and at least one measurement of anti-FXa activity after treatment administration was available.

aAnti-FXa activity was rapidly reduced within 2-5 minutes of bolus dose of andexanet alfa; "Reversal of anti-FXa activity was sustained for 2-hours with a continuous infusion of andexanet alfa; ‘Andexanet alfa
400 mg bolus dose followed by a 4 mg/min infusion x 120 minutes; YAndexanet alfa 800 mg bolus dose followed by a 8 mg/min infusion x 120 minutes. FXa = factor Xa.

Siegal DM et al. N Engl J Med. 2015;373(25):2413-2424.

ion Health
h Institute

UGH KROWLEDGE



16

Healthy Participants Taking a FXa Inhibitor

Andexanet Alfa Rapidly Restores Thrombin Generation
within 2-5 minutes in Healthy Participants

ANNEXA-A (apixaban)

End of End of
bolus infusion
2500 —-@- Placebo (n=8)
—l- Andexanet? (n=23)

£ 2000
o ~
g £
o E
55 1500 - Preanti-
n = coaguliant
o= mean NSD
c = 1000
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28 5004 i
i |
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Base- 0.0 0.2 04 06 2 4 6 810121416182022

line

Hours since Bolus

Endogenous Thrombin

Potential (nM-min)

2500

End of
bolus

ANNEXA-R (rivaroxaban)

End of
infusion

-®- Placebo (n=13)
-l- Andexanet? (n=26)

Preanti-
Icoagulant

mean NSD

Base-
line

—T— T T4t T T T T T T T T T
0.0 02 04 06 2 4 6 810121416182022

Hours since Bolus

A Andexanet alfa significantly restored thrombin generation® in 100% of participants in both the apixaban study and rivaroxaban study after a bolus plus 2-hour

infusion

A Thrombin generation was restored within 2 to 5 minutes following bolus dose of andexanet alfa and was sustained through infusion for at least 22 hours

Note: Participants were in reasonably good health with ages ranged from 50-75. The modified intention-to-treat population included all participants who underwent randomization, who received
any amount of andexanet alfa or placebo, and for whom a baseline measurement of anti-FXa and at least one measurement of anti-FXa activity after treatment administration was available.

apAndexanet alfa 400 mg bolus dose followed by a 4 mg/min infusion x 120 minutes; PAndexanet alfa 800 mg bolus dose followed by a 8 mg/min infusion x 120 minutes; °Thrombin generation was

restored to above the lower limit of the normal range in all participants who received andexanet alfa in both studies compared to 25% of participants who received placebo in the apixaban study
and no participants who received placebo in the rivaroxaban study; p-value is <0.001 vs placebo for all comparisons. An improvement in hemostasis has not been established. SD = standard

deviation.

Siegal DM et al. N Engl J Med. 2015;373(25):2413-2424.
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The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Full Study Report of Andexanet Alfa for
Bleeding Associated with Factor Xa Inhibitors

S.J. Connolly, M. Crowther, ].W. Eikelboom, C.M. Gibson, J.T. Curnutte,
J.H. Lawrence, P. Yue, M.D. Bronson, G. Lu, P.B. Conley, P. Verhamme,
J. Schmidt, S. Middeldorp, A.T. Cohen, ]. Beyer-Westendorf, P. Albaladejo,
J. Lopez-Sendon, A.M. Demchuk, D.J. Pallin, M. Concha, S. Goodman, ). Leeds, N Engl ] Med 2019;380:1326-35.
S. Souza, D.M. Siegal, E. Zotova, B. Meeks, S. Ahmad, J. Nakamya, DOI: 10.1056/NEJMoal814051
and T.J. Milling, Jr., for the ANNEXA-4 Investigators*

A N=352 (64%, N=22TrH,
A 80% AF

A Acute major bleeding within 18 hours of last dose
A Excluded: ICH volume>60cc, GCS<7

McMaster (/g5 Population Health
University i_:.&;'.'-"-.',} Research Institute

' .* HEA&LTH TH H KEHOWLEDI



Spontaneous Intracranial Hemorrhage (ICrH):
Effective Hemostasis at 12 Hours Post Andexanet

Number of Patients Percent of Patients . _
Number of ICrH Binomial 95%

L who Achieved Excellent who Achieved Excellent )
Adjudicated . _ Confidence Interval
or Good Hemostasis or Good Hemostasis

o8 * 77 79% 70% — 87%

‘Of 98 patients, 70 (71.4%) were “excellent” and 7 (7.1%) were “good”

Excellent: 20% or less expansion; Good: 35% or less expansion at 12 hours

. .
10% thrombotic event rate MCMASter s Popuiation Health
S Rescarch nste

Stroke 2021:52(6):2098105 University (g8 2@ |
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ANNEXA-I Study Design

Phase 4, multicenter, prospective, randomized, open-label, blinded-endpoint trial in patients with acute ICH treated with FXa inhibitors?

Stopped early after andexanet alfa achieved pre-specified criteria of superior hemostatic efficacy vs usual care?2
Primary Efficacy Population (N=452)10

( )

Patients >18 years Andexanet alfa Primary Efficacy Endpoint: Effective Hemostasis at 12 Hoursd

Old. W.ith 2iEliE ek Defined as meeting all 3 of the following criteria:
within 6 hours of

symptom onset and

within 15 hours 2. NIHSS score increase of <7 at 12 hours

following the last 3. No rescue therapy administered between 3 and 12 hours after
dose of FXa randomization (andexanet, PCC and surgery for hematoma
inhibitor®:3 Usual care¢ decompression were the only permitted rescue therapies)

Secondary Efficacy Endpoint:? Select Safety Endpoints:?
A Percent change from baseline to nadir in anti-FXa activity during A Thrombotic events at 30 days
the first 2 hours post randomization® A 30-day mortality

Note: The primary outcome and TEs were adjudicated by a blinded adjudication committee®

aAn independent DSMB stopped the trial after 50% enrollment after meeting pre-specified significance set at 0.0310%;*The extended population (N=530) included all patients enrolled in the study since enroliment continued

without interruption during the pre-specified interim analysis for primary efficacy significance. This population formed the basis for the safety and efficacy sensitivity analysis; cUsual care consisted of any treatment(s), including

no treatment, other than andexanet alfa administered within 3 hours post randomization that the investigator and/or treating physicians considered to be appropriate?; ®Ef f ecti ve hemost asi s defined as fAgoodo or
hemostatic efficacy as determined by a blinded adjudication committee?; eNadir defined as the minimum anti-FXa activity post-randomization.?

DSMB = Data Safety Monitoring Board; FXa = factor Xa; ICH = intracerebral hemorrhage; NIHSS = National Institutes of Health Stroke Scale; PCC = prothrombin complex concentrate; R = rando MCMaSte . .
1. Connolly et al. N Engl J Med. 2024. In press; 2. AstraZeneca Pharmaceuticals LP press release. Published June 5, 2023. r ,I';i"i\ Pﬂpl.ﬂﬂtlﬂl"l Health

https://www.astrazeneca.com/media-centre/press-releases/2023/andexxa-phase-iv-trial-stopped-early-after-achieving-pre-specified-criteria-on-haemostatic-efficacy-versus-usual-care.html; UniVerSitY li?..f*‘.“.l Research Institute
3@3& b =
TS

A

3. Connolly et al. Supplemental protocol. N Engl J Med. 2024. In press. y

HEA&LTH THROUGH KHOWLEDGE

1.035% hematoma volume expansion| at

f


https://www.astrazeneca.com/media-centre/press-releases/2023/andexxa-phase-iv-trial-stopped-early-after-achieving-pre-specified-criteria-on-haemostatic-efficacy-versus-usual-care.html

Baseline Characteristics and Demographics

Andexanet alfa Usual care
(n=224) (n=228)

Age (years), mean (SD) 78.9 (8.5) 78.9 (8.5)
Female, n (%) 94 (42) 113 (49.6)
BMI (kg/m?), mean (SD) 26.9 (5.3) 26.3 (4.6)
Medical history

Myocardial infarction, n (%) 24 (10.7) 33 (14.5)
Stroke, n (%) 48 (21.4) 48 (21.1)
Deep vein thrombosis, n (%) 18 (8) 22 (9.6)
Pulmonary embolism, n (%) 16 (7.1) 21 (9.2)
Atrial fibrillation, n (%) 202 (90.2) 192 (84.2)
Congestive heart failure, n (%) 34 (15.2) 44 (19.3)
Diabetes, (%) 821(36.6) 591(25.9)
Creatinine ciearance <30 mL/min, N (%) 10(4.5) 91(3.9)
BMI = body mass index; SD = standard deviation. %ﬁ%ﬁ?tef l:,' :,";‘:. Egg: ;?.Eﬁ?ngﬁallttg

21 Connolly et al. N Engl J Med. 2024. In press. o
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Baseline Characteristics and Demographics (cont.)

Andexanet alfa Usual care
(n=224) (n=228)

Anticoagulation received
Treatment with apixaban, n (%)
Treatment with rivaroxaban, n (%)
Treatment with edoxaban, n (%)
Site of bleeding and clinical presentation
- ICH, n (%)
- Intraventricular hemorrhage, n (%)
- Subarachnoid, n (%)
- Subdural, n (%)
Bleed preceded by trauma
Systolic blood pressure, mm Hg?
Hematoma volume, mL, median (Q1, Q3)

apatients with ICH (andexanet alfa n= 236; usual care n=251).
ICH = intracerebral hemorrhage; Q = quartile; SD = standard deviation.
Connolly et al. N Engl J Med. 2024. In press.

140 (62.5)
64 (28.6)
20 (8.9)

198 (88.4)
3 (1.3)
9 (4.0)
13 (5.8)
26 (11.6)
161.2 (27)
10.5 (4.1, 24.9)

135 (59.2)
62 (28.5)
25 (11)

214 (93.9)
1(0.4)
8 (3.5)
4 (1.8)
33 (14.5)
159.8 (27.7)

9 (3.1, 22.8)
McMaster 4&5% Population Health

Umversny L i"" Research Instltute
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Baseline Characteristics and Demographics (cont.)

Andexanet alfa Usual care
(n=224) (n=228)

" Stroke-related neurological deficit

Baseline Glasgow Coma Scale, median (Q1, Q3) 15.0 (13.0, 15.0) 15.0 (13.0, 15.0)

Baseline NIHSS, median (Q1, Q3) 9.0 (5.0, 16.0) 9.0 (4.0, 14.0)

Timings

'rl;:;nde;:]o(rgiygg';om onset to baseline scan (hours), 2.3 (1.5, 4.0) 2.4 (1.4, 3.8)

'rl;:;nde;;o(rgiaég;me scan to randomization (hours), 1.1(0.7, 1.5) 1.2 (0.7, 1.7)

Door to needle time (hours), median (Q1, Q3)2 2.1 (1.5, 2.9) 2.3 (1.7, 3.1)

Treatment received

Andexanet patients receiving high dose (800 mg), n (%) 45 (20.1) T

Andexanet patients receiving low dose (400 mg), n (%) 175 (78.1) T

Usual care patients receiving PCC, n (%)b-d i 195 (85.5)
4F-PCC (%) i 92.0
3F-PCC (%) i 3.0
aPCC or FEIBA (%) i 4.0

—— R S LSS T - - =3 T = o T L VANCAVACAOUN L ',_,\ FORWAnon HEEIH:h
FEIBA anti- |nh|b|tor coagulant complex; NIHSS Natlonal Insututes of Health Stroke Scale PCC = prothrombin complex concentrate Q quartlle SD = Umversﬂy “.'f..l Resear-::h Instltute

23 Connolly et al. N Engl J Med. 2024. In press. %@é : *



Generalizability of Baseline Characteristics

IPDMA
_ _ Tsivgoulist al.
Parameter* Andexanet (N=263 Usual care (N=26 Annal Neurol 2018
(N=1050)

Mean age (yrs) 79.4 (8.5) 78.7 (8.6) 76.7
Female 117 (44.5%) 128 (47.9%) 52.4%
Atrial fibrillation 238 (90.5%) 225 (84.3%) 80%
Median hematoma volume 10.5 (4.1, 25.0) 9.3 (3.3, 23.1) ~13 ml
Median baseline NIHSS score 9.0 (5.0, 16.0) 9.0 (4.0, 15.0) 7

MCMaSter (g= Population Health

UNPUBLISHED DAJBO NOT COPY OR DISTRIBUTE 24 Un1ver51ty 15_ 5! Reseaﬂ;h Instltute
*n (%) unless otherwise specified. PCC, prothrombin complex concentrate.



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

Primary Efficacy Endpoint: Effective Hemostasis at 12 Hours?

Primary Efficacy Population (N=452)

80.0% -
70.0% - 67.0%
60.0% - 53,10
. 0
< 50.0% -
wn
% 40.0% - 13.4%
b= ' I incr
8 200% - adjusted absolute increase
in effective hemostasis
20.0% - with andexanet alfa
Vs usual careP
10.0% - 95% CI, 4.6-22.2
p=0.003
OO% = \_ Yy,
Andexanet Alfa Usual Care
n=224 n=228

aAs determined by a blinded adjudication committee?; PAnalysis was performed using a CMH test stratified by

time from symptom onset to baseline imaging assessment (<180 minutes MCMaSteI‘ ;" N PﬂpulatlﬂnHealth
Cl = confidence interval; CMH = Cochran-Mantel-Haenszel.

University B35 l"..i"" Research Institute
25 Connolly et al. N Engl J Med. 2024. In press. 3@3&
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Additional Efficacy Endpoints

Adjusted
absolute
difference with
andexanet alfa
(%) (95% ClI)2

Andexanet alfa Usual care

n/N (%) n/N (%)

Hemostatic efficacy 150/224 (67.0) 121/228 (53.1) 13.4(4.6,22.2) .~ N
Exploratory endpoint:
Hematoma volume

Eme0a By | (oo e | ASHEIR{ENE) | 20 (S, 209

Hemat oma expamdi on

\

| .

I I

' |

NIHSS score : v |
hanEe= Anoints 188/214 (87.9) 181/218 (83.0) 4.6 (-2.0, 11.2) | Andexanet alfa: @ Usual care: :
: P | 11.1% (24/216) 16.8% (36/214) |

Use of rescue | |
therapy between 6/224 (2.7) 15/228 (6.6) -3.8(-7.6,0.0) | 5.6% adjusted absolute decrease with andfxanet alfavs :
3-12 hours | usual care (95% Cl, -12.0-0.8) |
/

mRS O 3 69/246 (28.0)  79/255(30.9) 2.9 (i 10.9, 5.2)

aStatistical analyses of effective hemostasis using only imaging parameters were performed using a CMH test stratified by time from symptom onset to baseline
i maging assessment ( <¢Hpatentson andexaset abdudderweni sargery and 1 patient received PCC; 7 patients receiving usual care
received PCC, 6 underwent surgery and 2 received PCC and underwent surgery; ¢Included patients dead within 12 hours without follow-up brain imaging;

dPatients with non-evaluable hematoma volume change were excluded. MCP 1 ter

Cl = confidence interval; CMH = Cochran-Mantel-Haenszel; min = minutes; NIHSS = National Institutes of Health Stroke Scale; PCC = prothrombin complex Ji%% Population Health

concentrate Un1ver51ty l-'.,i.;' Research |n5t|tute
2EConnoIIy etal. N Engl J Med. 2024. In press ,ﬁ T HEALTH THROUGH KNOWLEDGE
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Anti-FXa Activity Was Significantly Reduced in Patients With ICH
Treated With Andexanet Alfa vs Usual Care (ANNEXa-I)

Secondary Endpoint: Median Reduction in Anti-FXa Activity From Baseline to Nadir at 2 Hoursa?

250
= -
§ 2004 1
o
E
2 150
>
g 26.9% reduction
c 100
X Usual care
L
I 507 p<0.0001
94.5% reduction
0- —& Andexanet alfa
| | |
Baseline 1 hr 2 hrs
Visit Time
_ Andexanet alfa (n=224) Usual care (n=228)
Change from baseline (%), median (IQR)? Change from baseline (%), median (IQR)P
Apixaban (N=254) -94.2 (-96.3, -89.8) -20.5 (-41.7, -6.2)
Rivaroxaban (N=115) -96.4 (-97.9, -93.3) -48.7 (-66.8, -20.9)
Edoxaban (N=43) -71.8 (-77.8, -59.6) -17.0 (-38.0, -4.6)
aNadir was defined as the minimum value of the post 1- and 2-hour assessment. If either value was missing, then the nadir was missing; "Analysis was performed with ANCOVA
on the ranked data, including time from symptom onset t o WidXaattivityas covanetea Patientswithan (<180 mi nut es
missing anti-FXa levels were excluded and missing values at 1 and 2 hours were imputed by multiple imputations (100 times). M Master ;- =, Population Health
ANCOVA = Analysis of Covariance; FXa = factor Xa; hr = hour; ICH = intracerebral hemorrhage; IQR = interquartile range. UIIIVCI‘SltY e l,_'f.l Research Institute

Connolly et al. N Engl J Med. 2024. In press (Supplementary materials).
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Subgroup Analysis

f . Andexanet alfa Usual care . . o Proportion difference
O.I: P I’I m ary En d p O I n t . Group (n=224) (n=228) Proportion difference (%) (%) (95% Cl)
' Overall 150/224 (67.0%) 121/228 (53.1%) [ 13.4 (4.6, 22.2)
Eff eCt lve H emos t asis <65 10/13 (76.9%)  10/15 (66.7%) - : 9.9 (-23.3, 43.1)
Age (years) 651 <75 28/45 (62.2%)  19/46 (41.3%) —a— 20.3 (-0.0, 40.7)
ors 112/166 (67.5%) 92/167 (55.1%) —— 12.5 (2.3, 22.6)
Sex Male 82/130 (63.1%)  51/115 (44.3%) —a— 18.3 (6.1, 30.5)
Female 68/94 (72.3%)  70/113 (61.9%) H—a— 9.6 (-2.9, 22.1)
Asian 1/3 (33.3%) 1/3 (33.3%) -
Race Black/African American 1/5 (20.0%) 1/3 (33.3%) -
White 137/202 (67.8%) 114/213 (53.5%) - 13.8 (4.7, 22.9)
Other 5/7 (71.4%) 5/8 (62.5%) - > 9.6 (-38.6, 57.8)
Geoaraphical region  North America 13/26 (50.0%)  13/25 (52.0%) —a— -3.2 (-32.3, 25.9)
grap 9 Europe 137/198 (69.2%) 108/203 (53.2%) —a— 15.6 (6.4, 24.9)
Apixaban 98/140 (70.0%)  76/135 (56.3%) —a— 13.7 (2.6, 24.9)
Prior FXa inhibitor Rivaroxaban 36/64 (56.3%) 30/65 (46.2%) ——a— 8.7 (-8.4, 25.7)
Edoxaban 16/20 (80.0%)  14/25 (56.0%) H—a— 23.4 (-2.8, 49.6)
Indication for prior FXa Atrial fibrillation/flutter 132/196 (67.3%) 103/193 (53.4%) —a— 13.0 (3.5, 22.5)
inhibitor P Venous thromboembolism  10/16 (62.5%) 16/28 (57.1%) = i 8.6 (-22.2, 39.5)
Others 8/12 (66.7%) 217 (28.6%) —> 37.9 (-5.1, 80.9)
<30 ng/mL 8/14 (57.1%) 9/13 (69.2%) = { -13.3 (-49.2, 22.5)
Baseline anti-FXa 030 ng/ mL 132/195 (67.7%) 95/190 (50.0%) = 17.1 (7.6, 26.6)
activity <75 ng/mL 48/69 (69.6%)  30/53 (56.6%) H—=— 13.5(-3.6, 30.7)
075 ng/ mL 92/140 (65.7%)  74/150 (49.3.%) —a— 15.3 (4.2, 26.3)
ICH score at baseline <3 129/193 (66.8%) 112/198 (56.6%) y—— 10.2 (0.8, 19.6)
03 19/28 (67.9%) 9/29 (31.0%) —> 34.4 (9.5, 59.3)
<30 mL 125/180 (69.4%) 109/192 (56.8%) e 12.0 (2.4, 21.6)
Baseline volume of 030 mL 25/44 (56.8%) 12/35 (34.3%) N 22.8 (1.5,44.1)
hematoma <0.5mL 5/7 (71.4%) 6/9 (66.7%) - > 14.1 (-26.1, 54.2)
60.5 mL 145/217 (66.8%) 115/218 (52.8%) - 13.7 (4.7, 22.6)
Intracerebral 131/198 (66.2%) 111/214 (51.9%) == 13.8 (4.5, 23.1)
. . Intraventricular 2/3 (66.7%) 0/1 (0.0%) -
Index bleeding location g ;o 9/13 (69.2%)  4/4 (100.0%) - -24.6 (-51.2, 2.0)
Subarachnoid 8/9 (88.9%) 6/8 (75.0%) " 15.1 (-19.4, 49.5)
Time to randomization <8 hours 51/86 (59.3%) 43/99 (43.4%) - 14.6 (0.4, 28.8)
since last FXa dose 08 hours 96/133 (72.2%)  78/129 (60.5%) . 12.2 (0.9, 23.4)
Low dose vs Usual care  126/175 (72.0%) 121/228 (53.1%) i 18.2 (9.0, 27.4)
Andexanet dose High dose vs Usual care  24/45 (53.3%) _ 121/228 (53.1%) —— 0.8(-14.9, 16.5)
| : Andexanet vs PCC 150/244 (67.0%) 101/195 (51.8%) = 14.7 (5.5, 23.9)
CSIE] RV OEEVEL Andexanetvs-nen-PCC 150/224(67.0%)—18/30-{60-0%) Lo ! 6.8 (115251

LTI A(Of

TO/OU{(OU o709}

50 130 110 10 20 50
<— Usual care better  Andexanet better [ﬂStef
University

Cl = confidence interval; FXa = factor Xa; hr = hour; ICH =
28 Connolly et al. N Engl J Med. 2024. In press.

intracerebral hemorrhage; PCC = prothrombin complex concentrate. 455, Population Health
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Figure S5. Endogenous thrombin potential in A) all patients, B) patients who received

apixaban, rivaroxaban, and enoxaparin, and C) patients who received edoxaban.
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Safety Data: Thrombotic Events and Mortality

Safety Set, Extended Population?

(N=527)
_ Andexanet alfa Usual care A(_jjusted absolute difference
(n=262) (n=265) with andexanet alfa (95% CI)¢

Patients with O1 t htco 27 (10.3) 15 (5.7) 4.6 (0.0, 9.3) 0.049
Transient ischemic attack, n (%) 0 (0) 0 (0) T |
Ischemic stroke, n (%) 17 (6.5) 4 (1.5) 5.0(1.5,8.9) |
Myocardial infarction, n (%) 11 (4.2) 4 (1.5) 2.7 (-0.2,6.1) |
Deep vein thrombosis, n (%) 1(0.4) 2 (0.8) -0.4 (-2.4, 1.5) |
Pulmonary embolism, n (%) 1(0.4) 6 (2.3) -1.9 (-4.5,0.2) |
Arterial systemic embolism, n (%) 3(1.1) 2 (0.8) 0.4 (-1.7,2.7) T

Death, n (%) 72 (27.5) 68 (25.7) 1.9 (-5.6, 9.4) 0.623

The analysis of mortality was not sufficiently powered to measure a difference between the treatment arms at 30 days

aThe safety set (extended population, N=527) included all randomized patients who received at least 1 dose of study drug (includngino treat ment 6 in the wusual <care g
extended population (N=530) included all randomized patients; ®As determined by a blinded adjudication committee?; °Evaluated through 30 days post randomization; analysis was

performed using a CMH test stratified by time from symptom)onset to baseline imaaginao assessme
ClI = confidence interval; CMH = Cochran-Mantel-Haenszel. McMaster (4% Population Health

30 Connolly et al. N Engl J Med. 2024. In press. Un1ver51ty' M“" Research Instltute



Thrombotic events: sub-analyses

Andexxya/Ondexxya is only indicated for the reversal of apixaban and rivaroxaban. Cl, confidence interval; NIHSS, US National Institutes of Health Stroke Scale; MI, myocardi MCMaster 45 Population Health
s

3 1infarction; PCC, prothrombin complex concentrate; TE, thrombotic event. University BEE iu.gf;&! Research Institute
Q‘ il {EALTH THROUGH KNOWLEDGE
Connolly SJ, Presented at World Stroke Congress; October 1071 12, 2023; Toronto, ON, Canada. S '



