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ABSTRACT

Andexanet alfa and 4-factor prothrombin complex concentrate (4F-PCC) are used for the reversal of life-threatening hemorrhages
associated with oral Factor Xa inhibitors. Limited studies have examined factors influencing reversal agent selection and time to
administration. This retrospective, multicenter cohort study evaluated adult patients who presented with a life-threatening
hemorrhage associated with oral Factor Xa inhibitors (apixaban or rivaroxaban) and were administered either andexanet alfa or
4F-PCC. The objectives of our study were to analyze whether sociodemographic factors were associated with reversal agent
selection, time-to-treatment with the selected reversal agent, and patient outcomes. Among 144 patients (50% andexanet alfa and
50% 4F-PCC), no differences were found in sociodemographic (age, sex, race and ethnicity, insurance, housing status, marital
status) or logistical factors (time to reversal agent administration and type of arrival to site hospital) associated with reversal agent
selection. There were no differences between andexanet alfa and 4F-PCC for time to reversal agent administration, mortality,
mechanical ventilation, length of stay, and thromboembolic events. Factors associated with a longer time to reversal agent
administration included patients who were transferred from an outside hospital (RR: 1.27; 95% CI: 1.00, 1.61), patients who
received blood products (RR: 1.30; 95% CI: 1.01, 1.68), and patients who were Black compared to non-Hispanic White (RR: 1.34;
95% CI: 1.02, 1.76) after adjusting for age, sex, reversal agent selection (andexanet vs. 4F-PCC), bleeding event type related to Factor
Xa inhibitors, insurance, and marital status. In conclusion, there were no statistically significant disparities found in socio-
demographic factors associated with the selection of andexanet alfa and 4F-PCC.

1 | Introduction thrombosis and pulmonary embolism. While DOACs are con-

sidered generally safe, their primary adverse event is the risk of life-
Factor Xa inhibitors are direct oral anticoagulants (DOACs) used threatening intracranial (ICH), gastrointestinal (GI), or traumatic
for the treatment and prevention of thromboembolic events as- hemorrhages [1]. Rivaroxaban seems to be associated with in-
sociated with atrial fibrillation and/or a history of deep venous creased risk of hemorrhagic events compared to apixaban [2-4].
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Treatment options for life-threatening hemorrhages occurring in
patients taking apixaban or rivaroxaban include andexanet alfa and
4-factor  prothrombin  complex  concentrate  (4F-PCC).
Andexanet alfa is a recombinant modified Factor Xa protein which
received accelerated approval by the U.S. Food and Drug Admin-
istration (FDA) in May 2018 to reverse the effects of apixaban and
rivaroxaban in patients with life-threatening hemorrhages [5].
Comparative effectiveness studies have yielded mixed results re-
garding the efficacy and safety of andexanet alfa vs. 4F-PCC in
reversing the effects of apixaban and rivaroxaban, though this does
seem to correlate to study design and power. Several studies found
no differences in achieving hemostatic efficacy between patients
who received andexanet alfa and 4F-PCC, though these were limited
based on their smaller sample sizes (under 50 patients) and single-
center design [6, 7]. Comparatively, in a large observational cohort
trial, which included over 4000 patients from multiple hospitals,
treatment with andexanet alfa in patients hospitalized with DOAC-
related bleeds was associated with 50% lower odds of in-hospital
mortality compared to 4F-PCC. However, in this study, the
andexanet group was more homogenous with significantly more
patients with moderate (GCS 9-12) or severe (GCS < 8) GCS scores
compared to the 4F-PCC group [8]. With regard to more secondary
outcomes, studies with smaller sample sizes have reported no
differences between andexanet alfa and 4F-PCC in hospital length of
stay, intensive care unit (ICU) length of stay, and thromboembolic
events [9, 10]; however, several studies, including the ANNEXA-I
randomized trial, have found a higher incidence of thromboembolic
events for andexanet alfa compared to 4F-PCC [11, 12]. In a sys-
tematic review with meta-analysis by White and colleagues that
adjusted for risk of bias and study quality, there was no significant
difference in thrombotic events between andexanet alfa and 4F-
PCC, but there was a significantly lower 30-day mortality and
improved hemostatic efficacy in patients receiving andexanet alfa
versus 4F-PCC [13]. After considering the higher-quality studies
such as ANNEXA-I that showed a higher risk of thrombotic events,
the FDA communicated to AstraZeneca that the risks of this product
outweighed benefits, and AstraZeneca decided to end commercial
sales of andexanet alfa on December 22, 2025.

Sociodemographic factors associated with the selection of
andexanet alfa or 4F-PCC have not been extensively studied. Several
small studies report similar baseline demographic characteristics for
those who receive andexanet alfa and 4F-PCC [9-11, 13].
Andexanet alfa is considerably more expensive than 4F-PCC, which
may present logistical and sociodemographic barriers to treatment.
Most major medical centers have protocols for selection and ad-
ministration of reversal agents in life-threatening hemorrhages to
guide clinicians in standardizing patient care. The primary aim of
our study was to analyze if sociodemographic factors were asso-
ciated with differences in selection of andexanet alfa versus 4F-PCC
as the reversal agent for life-threatening hemorrhages in patients on
rivaroxaban or apixaban. A secondary objective was to detect
whether these factors were associated with different time-to-
treatment intervals with the selected reversal agent. The final ob-
jective was to evaluate whether these factors affected patient out-
comes (length of stay, mechanical ventilation, death).

2 | Methods

This retrospective cohort study was approved by a central in-
stitutional review board (IRB), the Western Copernicus Group,

and the respective local IRBs at participating sites. The study
included patients randomly sampled from four Level 1 trauma
centers in urban areas within the Toxicology Investigators
Consortium (ToxIC) program. ToxIC is a multicenter research
and surveillance network led by medical toxicology physicians at
more than 30 major medical centers across the United States [12].
Inclusion criteria were cases between January 2019 and July 2024
that were aged 18years and older with a history of current
apixaban or rivaroxaban use who presented with an acute life-
threatening hemorrhage and were treated with either
andexanet alfa or 4F-PCC. Exclusion criteria included in-
dividuals under 18years of age, individuals who were in-
carcerated at the time of the event, and patients who died before
receiving treatment for the hemorrhage. Cases were also ex-
cluded if race/ethnicity and sex were not documented in the
electronic medical record (EMR). However, the case was in-
cluded if at least one of either race or ethnicity was documented
in the EMR. Sampling frames were created by obtaining de-
identified patient lists from each institution of individuals who
received either andexanet alfa or 4F-PCC. Random number
generators were used to conduct proportional sampling from
each site. Data on specific a priori parameters were abstracted
from the EMR for each randomly selected patient. De-identified
data were then entered into Research Electronic Data Capture
(REDCap), a secure, web-based software platform [14-16].

2.1 | Study Variables

Sociodemographic variables collected were age, sex, race, eth-
nicity, marital status, insurance, and housing status. Logistical
factors abstracted included arrival time to hospital site and time
from hospital arrival to reversal agent administration. Past
medical history was obtained. Current apixaban or rivaroxaban
treatment was assessed by obtaining characteristics about last
dose taken, reason for DOAC treatment, and length of time on
DOAC treatment prior to presentation. Clinical signs, symptoms,
and treatment received were also documented, including the
bleeding event type, non-PCC blood products administered,
imaging conducted, specialty services or consultations received,
mechanical ventilatory support, length of stay, and vital signs.
Bleeding event types were categorized into ICH (spontaneous or
traumatic), other trauma (excludes head trauma), GI hemor-
rhage, and other hemorrhage (e.g., aortic dissection).

2.2 | Outcomes

The primary outcomes for this study included: (1) Reversal
agent selection, (2) Time to reversal agent administration after
presentation to the initial receiving hospital, (3) Mechanical
ventilation (binary—yes/no), (4) Length of stay (measured in
days), and (5) In-hospital mortality. For those who were
transferred from an outside hospital, time to reversal agent
administration was calculated using the time of presentation
to the original hospital to time of departure (original hospital
length of stay), duration of transport, and time from arrival to
second hospital to reversal agent administration. Time was
measured in minutes and was transformed prior to fitting
a statistical model due to non-normality and several outliers.
The transformation that resulted in optimal model fit was
operationalized using 30-min segments (e.g., <29 min,
30-59 min, etc.) up until 319 min. For those who had an ad-
ministration time of 319 min or more, these subjects were
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Was the patient taking rivaroxaban or apixaban prior to arrival?

Note: M, mean; IQR, interquartile range; ICH, intracranial hemorrhage; GI, gastrointestinal; AIDS, acquired immunodeficiency syndrome.
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Abbreviations: BMI, body mass index; COPD, chronic obstructive pulmonary disease; EMS, emergency medical services; 4F-PCC, 4-factor prothrombin complex concentrate; HIV, human immunodeficiency disease; SD, standard deviation.

collapsed into the maximum category. The range of this
outcome was 1-12 segments. Length of stay was treated as
a continuous variable and measured in days. The outcome of
reversal agent type was also included to examine predictors
associated with receiving andexanet alfa vs. 4F-PCC.

2.3 | Data Analysis

Data analysis consisted of descriptive statistics computed
between those who received andexanet alfa vs. 4F-PCC and
bivariate statistical tests (e.g., Chi-square tests or Fisher’s
exact tests for categorical variables and independent samples
t-Tests or Wilcoxon rank sum tests for continuous variables).
Analyses also consisted of examining bivariate associations
between sociodemographic, logistical factors, and clinical
characteristics with primary outcomes. Multivariable mod-
eling was conducted to assess statistically significant pre-
dictors with the primary outcomes. Logistic regression was
used for binary outcomes (e.g., death, mechanical ventilation),
and negative binomial regression was used for length of stay
and time to reversal agent outcomes due to overdispersion.
Model fit statistics were assessed using goodness-of-fit tests
and log-likelihood tests for nested models. Odds ratios (OR)
and rate ratios (RR) were computed for logistic and negative
binomial models, respectively, with corresponding 95% con-
fidence intervals (CIs). Subgroup analyses were conducted
excluding those who were transferred from outside hospitals
to determine if significant differences existed between those
who were transferred and those who were not. Subgroup
analyses were also conducted for type of bleeding event. All
analyses were conducted in R v4.3.3.

3 | Results

Among the 144 patients included in the study, 50% consisted of
patients who received andexanet alfa and 50% received 4F-PCC.
The median age was 75years (interquartile range [IQR]: 68.0,
81.0), 61% were male, and 88% were non-Hispanic White (Ta-
ble 1). There were no statistically significant differences for
sociodemographic variables among those who received
andexanet alfa vs. 4F-PCC.

Apixaban and rivaroxaban indication and dosing character-
istics among included patients are presented in Table 2; 22% of
patients were taking rivaroxaban prior to arrival, and 79%
were taking apixaban prior to arrival. There were no statis-
tically significant differences in the choice of reversal agent
between those taking apixaban and rivaroxaban (p = 0.42).
The indication for anticoagulation for the majority of patients
taking either apixaban or rivaroxaban was atrial fibrillation
(76%), followed by deep venous thrombosis (14%), pulmonary
embolism (11%), and ischemic stroke (2%). Over half of pa-
tients (54%) were on apixaban or rivaroxaban for more than
a year prior to the bleeding event. There were also no sta-
tistically significant differences between those who received
andexanet alfa vs. 4F-PCC regarding the time of the last
known DOAC dose or the time of the “last known well” and
arrival at the receiving hospital. Nearly a third of patients had
a “last known well” less than an hour prior to arrival at the
initial healthcare facility, with 17% having a “last known well”
between 1 and 3h. Individual characteristics stratified by
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TABLE 2 | Apixaban and rivaroxaban treatment characteristics among patients receiving andexanet alfa vs. 4F-PCC.

Andexanet alfa 4F-PCC Total

N=72 N=72 N=144 p value
Was the patient taking rivaroxaban or apixaban prior to arrival?
Rivaroxaban
Apixaban 13 (18%) 18 (25%) 31 (22%) 0.42
59 (82%) 54 (75%) 113 (79%)
Reason they were taking apixaban or rivaroxaban®
Arrhythmias—atrial fibrillation 54 (75%) 56 (78%) 110 (76%) 0.84
Deep venous thrombosis 8 (11%) 12 (17%) 20 (14%)  0.47
Ischemic stroke 3 (4%) 0 3 (2%) 0.24
Pulmonary embolism 9 (13%) 7 (10%) 16 (11%)  0.79
Other 3 (4%) 3 (4%) 6 (4%) 1.00
Unknown 1 (1%) 0 1 (1%) —
How long have they been taking Rivaroxaban/Apixaban prior to arrival?”
Less than 1 month
1-6 months 7 (10%) 10 (14%) 17 (12%)  0.99
> 6 months-1 year 7 (10%) 9 (13%) 16 (11%)
> 1year 7 (10%) 9 (13%) 16 (11%)
Unknown 36 (50%) 42 (58%) 78 (54%)
15 (21%) 2(3%) 17 (12%)
How many hours elapsed between their last rivaroxaban/apixaban dose and
arrival at the initial healthcare facility?”
Less than 1 h
1-3h 0 2 (1%) 0.60
>3-6h 2 (3%) 9 (13%) 15 (10%)
>6-12h 6 (8%) 5(7%) 10 (7%)
>12-24h 5 (7%) 11 (15%) 22 (15%)
>24h 11 (15%) 13 (18%) 18 (13%)
Unknown 5(7%) 5(7%) 6 (4%)
1(1%) 29 (40.3%) 71 (49%)
42 (58%)
How many hours elapsed between the patients “last known well” and arrival at
the initial healthcare facility?”
Less than 1h
1-3h 27 (38%) 19 (26%) 46 (32%)  0.64
>3-6h 12 (17%) 13 (18%) 25 (17%)
>6-12h 6 (8%) 6(8.3%) 12 (8%)
>12-24h 10 (14%) 7(9.7%) 17 (12%)
>24h 3 (4%) 5 (6.9%) 8 (6%)
Unknown 7 (10%) 12 (16.7%) 19 (13%)
7 (10%) 10 (13.9%) 17 (12%)

Abbreviation: 4F-PCC = 4-factor prothrombin complex concentrate.
“Not mutually exclusive categories; percentages may add up to > 100%.
PStatistical testing excludes unknown responses.

apixaban or rivaroxaban are displayed in Supporting Tables 1
and 2, respectively.

Clinical characteristics among patients who received either
andexanet alfa or 4F-PCC are displayed in Table 3. There were
statistically significant differences in bleeding event type pre-
cipitating reversal agent administration between those who were
administered andexanet alfa and 4F-PCC. Among those who
were administered andexanet alfa, 64% had an ICH compared to
only 46% of those who were administered 4F-PCC (p = 0.04). A
higher percentage of those who received 4F-PCC had a GI
hemorrhage compared to those who received andexanet alfa
(32% vs. 18%, respectively). This represents an approximately 50%

relative difference in agent selection. However, there were no
statistically significant differences in bivariate comparisons of
length of stay, ICU stay, and patient’s disposition between those
who were administered andexanet alfa vs. 4F-PCC. The in-
hospital mortality rate of those administered andexanet alfa
was 19% compared to 15% of those administered 4F-PCC
(p = 0.26). When comparing those who died with those who
survived (Supporting Tables 3 and 4), there were no statistically
significant bivariate differences in sociodemographic charac-
teristics or clinical factors. Subgroup analyses for bleeding type
showed a slightly higher mortality rate for those with sponta-
neous ICH (27%) compared to other bleeding types (Supporting
Table 5).

6 of 13

Journal of Clinical Pharmacy and Therapeutics, 2026

5U80 |7 SUOWWOD BAFe81D) 8|edl|dde au Aq peusenob ae ssjoe YO esn Jo sajni 10} Arlq18UIIUO A8]IM UO (SUORIPUOD-PUB-SWIBY/W0D" 8| 1MAeIq | [eul UO//SdNY) SUORIPUOD Pue SWB | 8y} 88S *[9202/60/Tz] Uo AriqiTauluo ABjIM * Ap|v Wi Aq 888096€Ad0l/SSTT OT/10p/W0d A | 1M AReiq 1 Bul|uo//:Sdny wioly papeojumoq ‘T ‘920z ‘Idof



jept, 2026, 1, Downloaded from https://onlinelibrary.wiley.com/doi/10.1155/jcpt/3950388 by Kim Aldy , Wiley Online Library on [21/09/2026]. See the Terms and Conditions (https://onlinelibrary.wiley.com/terms-and-conditions) on Wiley Online Library for rules of use; OA articles are governed by the applicable Creative Commons License

(sanunuo)) m
8€°0 (Ov1 ‘0€) 0L (€T1°0€) 09 (€ST‘09) 0°L (4OI) uerpaw ‘Aejs jo yidusy [e1oL, .m
680 (08 ‘02) 0°€ (L0 0Y (08 ‘02) 0°€ (JgOI) uerpaw ‘Aeis NI €10} Sk JI

(%€1) 61 (%L1) TT (%01) L ON
€€°0 (%L8) sT1 (%€£8) 09 (%06) $9 SX
(NI 9y 03 pantwpe jusned ay) sep
(%85) v8 (%¥9) 9 (%€£5) 8¢ ON
4] (%tv) 09 (%9¢€) 9T (%LY) ¥E SO
UOIIB[IUSA [ROIUBYISIA
0 0 0
0 0 0 umouyun
0 0 0 Y0
(%9) 8 (%01) L »D 1 Poo[q S[0YyM
(%¥2) ve (%€€) vT (%¥1) o1 s1o[aleld
(»¥) s (%9) v (»1) 1 S[[99 POO[q PaI Payord
@D 1 @»D 1 0 ewseld UszoIJ ysalg
— 0 0 0 9rendioardodi)
IOARS[[9D
(9€ = 1) “vonensIUIPE D) d-¥ 10 BJ[R 19UEXapuE 0} Jotid parajsturwpe spnpoid poorg
D1 D1 0
(%¥L) LOT (%£9) S+ (%98) 29 umouyun
£00°0 (%52) 9¢ (%9¢€) 9T (%¥1) o1 ON
Sax
L4DDd-dp 10 ey[e Jouexapue o} Joud spnpoid poojq DOJ-uou dA199a1 Judned oy pIq
»D1 0 »D1 afeyrioway orus[ds
@D 1 »D 1 0 ewojeway uroxd 1ysry
»D1 »D1 0 rwojeway [eauojuadonay
(%D 1 0 »D 1 A1081ns UON109sa1 9NZU0] JUAIIY
»D 1 0 »D1 rwojeway onedoyLng
D1 0 »D 1 UOISTYJd [RIPIRILID]
»D 1 0 @D 1 UOTONIISQO [9MOQ [[EWS PIIBIOIIS] 9
@D 1 0 %D 1 aSeyrIoway AIa)Ie JRI[I [RUINUI o] m
@D 1 »D 1 0 18K 19A1] O18RYLIOWSH] g
@D 1 @D 1 0 aSeyrLIoWaY Ie[09ATR SN W
— »D ¢ 0 (%€) T UOI109SSIP JNI0Y g
JuaAd Surpasiq Y10 =
LEO (%8) ¢1 (%9) v (%11) 8 m
800 (%S2) 9¢ (%Te) €T (%81) €1 pad1q AJ10ads 19410 >
zro (%e1) LT (%LT) TT (%L) S po9Iq 1D m
+0°0 (%SS) 6L (%9v) €€ (%+9) o (PWIN®I) PRIYUOU) BWNEI 19YI0 3
sfeyoway [erurIORIU] &
({[eSI9AI UBQEXOIBALI 10 UeqeXIde PajeIISsadau JuaAd SuIpadiq jo 2dA) jeym .m
onpea d PPI=N UL=N UL=N M
TeloL 20d-dv eJ[e 1ouEXapUY 3
*0Dd-dP “SA BJ[R 1ouexapue SuiAeoal sjusned Suoure sonsueloRIRyd [ROIUND | € ATAV.L m
S



jept, 2026, 1, Downloaded from https://onlinelibrary.wiley.com/doi/10.1155/jcpt/3950388 by Kim Aldy , Wiley Online Library on [21/09/2026]. See the Terms and Conditions (https://onlinelibrary.wiley.com/terms-and-conditions) on Wiley Online Library for rules of use; OA articles are governed by the applicable Creative Commons License

"UOTJBISIUIWIPE JUaSe [eSISASI 0} [BALLIE WO} UMW OO0 < SIAIINO IO SISED 9 [BUOHIPPE SOPNIOXH,,
JuaSe [BSI9AAI 0) [BALLIE [BNIUI JO UONBIUSWNIOP dw) )3durod yym Teirdsoy oapisino ue

WIOIJ PALISJSULI) 1M OUM 3s0Y) pue [e3rdsoy a)1s [entu ay) Je pajuasard oym 3soy) [30q sapnjoul JusSe [BSISASI 0) SUIL], *9TI} UONBNSIUTUIPE [2JOPIIUE. 3)1S 10J SUISSIW T = U {9WI) UONRNSIUTWIPL [eJOpHUe [e)IdSOY SpIsINo 10J SUISSIW 7 = U

"%00T < 0} dn ppe Aew soFejuadiad s9110301€d AAISN[OXS A[[ENINW JON
‘UMOUNUN SB PI)SI] 9I3M OUM SO} PIPN[OXI SIS} [EONSIEIS,

"UOT)RIASD PIBPUR)S ‘(IS ITUN dIBD JAISUIUI ‘D] (A1enjuaduod xa[dwod urquoryjord 10)0ef-+ ‘ODd- It SUOIRIAIqQY

‘Teunsajuronses ‘1o ofeyrroway rerueioenul ‘HOJI 98uel amaenbisjur YOI ueaw ‘py 90N

S8°0 99 T1L 89 T1L FOTL (AS) W ‘s300[q UIW Of UI UONBISIUIWIPE JUSTe [BSISASI O} [BALLIR WO} SWILL
0°LT6-0°C d8uer
(@s) ueauwr ‘urwr 00T <
€90 (#S°L0T) T9%C (ST'T¥2) T'65C (S€'891) T°€€C SI9IINO SUIpNOXa SAINUIW UI UOTRIISIUTIIPE nunwmm [ESISAQI 0} [eALLIR WOIJ QWIL],
09965-0'C d3uex
88°0 (S°79€ *8'10T) S°00C (S°18€ “0°06) 0'+8T (0°8€€ ‘0'¥2T) 0'T0T (YOI) ueIpAUI ‘SNNUIMI UT UONENSIUIWPE JUoFe [ESIOAI 0} [BALLIE WO SUIL],
88°0 (F6¥L) T99E (0°1LL) T'86€ (6'0€L) T'EEE 0°9965-0°7 93UeI (dS) N ‘S9INUIW Ul UONBNSIUIWIPE JUa3e [BSI9ASI 0 [RALLIE WO SWL],
(%0) € %e) T %D 1
0 0 0
D1 0 B 1
(%zy) 09 (%9¢€) 92 (%LY) ¥€
(%8¢) SS (%9%) €€ (%1¢€) 2T 19430 ‘[e31dsoy I9Yjoue 0} PILIJSUeLI)
90 (%LT1) ST (%ST) 11 (%61) 1 <Kyproey ormyeryoAsd 03 paSreyodsIp ‘qeyar 2)noe 0} paSIeydsIp w0y ‘pasIeydsIp paIq
(uonisodsip sjuaned ay) sem Jeym
»0) 1 0 %¥) 1
S0 (%86) ¥S (%001) 0¢ (%96) T JUSWIBAIL,
sxejAydoig
Hss=u)
uonjensIUIpe Juade [ESIOASI I9)J8 PALINII0 JBY} JUIAD J[JOqUIOIY) € 0} dsuodsar
ur Jo axnsesw onoejAydoid e se uonendeodrjue uo pajreIsal jusned Y} sem ‘saf I
(%29) 68 (%89) tr (%59) LY
670 (%8¢€) sS (%) o€ (%S¢€) ST ON
S9x
Jaonesiuruape uﬁoww JesIdAdL I9)je Co_ﬁwﬂzwmooﬁﬁm [el0 U0 pIajre)sal HCQSNQ SEM\
D)1 D 1 0
(%96) 8¢1T (%96) 69 (%96) 69 umouyun
00°T (%v) S %€) T (%) € ON
SOX
LAr1s Terdsoy J1at) Sump suonedriduiod srjoquisoquioIy) Aue 3duatadxe Jusned oyl pIq
onyea d PI=N L=N =N
12101 00d-ay BJ[e Jouexepuy

(penunuo)) | € ATAV.L

Journal of Clinical Pharmacy and Therapeutics, 2026

8 of 13



Multivariable models for time to reversal agent administration
are displayed in Table 4. Blood product administration (RR:
1.30; 95% CI: 1.01, 1.68), transportation from an outside
hospital (RR: 1.27; 95% CI: 1.27, 1.00, 1.61), and Black in-
dividuals compared to White/non-Hispanic individuals (RR:
1.34; 95% CI: 1.02, 1.76) were associated with a longer time to
reversal agent administration, after adjusting for socio-
demographic and DOAC characteristics. Patients who were
taking rivaroxaban received the reversal agent 33% faster, on
average, compared to those who were taking apixaban (RR:

0.67; 95% CI: 0.53, 0.85). Those who had non-Medicare in-
surance (e.g., Medicaid, private, uninsured) also had a faster
time on average to reversal agent administration compared to
those with Medicare insurance (RR: 0.69; 95% CI: 0.54, 0.89).
There were no statistically significant predictors associated
with mortality in the multivariable model (Table 5). The odds
of receiving mechanical ventilation were lower for traumatic
ICH (adjusted odds ratio [aOR]: 0.28; 95% CI: 0.09, 0.82) and
GI hemorrhage (aOR: 0.06; 95% CI: 0.01, 0.26) compared to
those with spontaneous ICH. Those who received blood

TABLE 4 | Time to reversal agent administration among patients receiving andexanet alfa or 4F-PCC after a major bleeding event across 4 sites.

Time to reversal agent administration

Unadjusted rate ratios Adjusted

(95% CI) rate ratios(95% CI)

Age (continuous)

Sex
Male
Female

Race and ethnicity
Black
White/non-Hispanic

Initial DOACT
Apixaban
Rivaroxaban

Reversal agent treatment
Andexanet alfa
4F-PCC

Bleeding event type
Spontaneous ICH
Traumatic ICH
Other trauma (non-head)
GI bleed
Other bleed

Blood products administered
Yes
No

Arrival type
Ambulatory/walk-in
Transfer from another hospital
EMS

Insurance
Medicare
Other insurance type

Marital status
Married

Single, divorced, widowed, or other

1.00 (0.99, 1.01)

Ref.
0.97 (0.81, 1.17)

1.23 (0.94, 1.61)
Ref.

Ref.
0.74 (0.59, 0.92)

1.00 (0.84, 1.20)
Ref.

Ref.
1.03 (0.81, 1.31)
0.99 (0.72, 1.37)
0.92 (0.72, 1.19)
1.01 (0.70, 1.47)

1.09 (0.88, 1.34)
Ref.

1.17 (0.93, 1.47)
1.22 (0.95, 1.55)
Ref.

Ref.
0.77 (0.62, 0.96)

Ref.
1.02 (0.85, 1.23)

1.00 (0.98, 1.01)

Ref.
1.02 (0.84, 1.25)

1.34 (1.02, 1.76)
Ref.

Ref.
0.67 (0.53, 0.85)

0.99 (0.82, 1.18)
Ref.

Ref.
1.07 (0.84, 1.36)
0.98 (0.70, 1.38)
0.86 (0.64, 1.16)
0.95 (0.66, 1.36)

1.30 (1.01, 1.68)
Ref.

1.18 (0.93, 1.49)
1.27 (1.00, 1.61)
Ref.

Ref.
0.69 (0.54, 0.89)

Ref.
1.10 (0.91, 1.34)

Note: Time to reversal agent = measured in 30-min segments as a count variable (range 1-12). Time of reversal agent administration for times > 319 min were included as
a maximum value of 12. Model for length of stay fit statistics: Akaike Information Criterion (AIC) 659.51 and goodness-of-fit test (residual deviance: 130.97, df =107,
p = 0.06), log-likelihood test statistic between negative binomial and Poisson regression was statistically significant (p < 0.001). Asian individuals excluded from these
multivariable models because of instability with small cell sizes. Adjusted models included the following variables: age, sex, race and ethnicity, initial DOACT, reversal agent
treatment, bleeding event type, blood products administered, arrival type, insurance, and marital status; GI, gastrointestinal; DOACT, direct oral anticoagulant treatment;
ICH = intracranial hemorrhage. Bold values indicate p < 0.05.

Abbreviations: 4F-PCC, 4-factor prothrombin complex concentrate; CI, confidence interval; EMS, emergency medical services.
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TABLE 5 |
ministered either andexanet alfa or 4F-PCC.

Sociodemographic and logistical factors associated with death and mechanical ventilation after a bleeding event for patients ad-

Death

Mechanical ventilation

Unadjusted odds
ratios (95% CI)

Adjusted odds
ratios (95% CI)

Unadjusted odds
ratios (95% CI)

Adjusted odds
ratios (95% CI)

Age (continuous)
Sex
Male
Female
Race and ethnicity=
Black
White/Non-Hispanic
Initial DOACT
Apixaban
Rivaroxaban
Reversal agent treatment
Andexanet alfa
4F-PCC
Time to reversal agent administration in quartiles
Bleeding event type
Spontaneous ICH
Traumatic ICH
Other trauma (non-head)
GI bleed
Other bleed
Blood products given
Yes
No
Insurance
Medicare
Other insurance type
Marital status
Married
Single, divorced, widowed, or other

0.98 (0.94, 1.02)

Ref.
0.56 (0.20, 1.38)

0.69 (0.10, 2.73)
Ref.

Ref.
1.19 (0.40, 3.15)

1.34 (0.56, 3.25)
Ref.
0.85 (0.56, 1.26)

Ref.
0.43 (0.13, 1.33)
0.37 (0.05, 1.68)
0.35 (0.09, 1.20)
1.39 (0.31, 5.65)

0.44 (0.10, 1.40)
Ref.

Ref.
0.81 (0.25, 2.22)

Ref.
0.72 (0.28, 1.76)

0.98 (0.94, 1.03)

Ref.
0.72 (0.23, 2.08)

0.64 (0.08, 3.57)
Ref.

Ref.
2.03 (0.58, 6.80)

1.08 (0.40, 2.86)
Ref.
0.92 (0.58, 1.44)

Ref.
0.34 (0.10, 1.17)
0.37 (0.04, 2.14)
0.36 (0.07, 1.61)
0.93 (0.15, 5.16)

0.43 (0.07, 2.10)
Ref.

0.98 (0.94, 1.01)

Ref.
0.67 (0.33, 1.32)

0.65 (0.19, 1.93)
Ref.

Ref.
0.72 (0.31, 1.62)

1.58 (0.81, 3.10)
Ref.
0.80 (0.58, 1.09)

Ref.
0.32 (0.12, 0.81)
0.70 (0.21, 2.26)
0.30 (0.11, 0.81)
3.95 (0.87, 28.29)

1.42 (0.63, 3.16)
Ref.

Ref.
0.75 (0.33, 1.65)

Ref.
0.54 (0.27, 1.09)

0.99 (0.95, 1.03)

Ref.
0.80 (0.32, 2.00)

1.33 (0.29, 5.85)
Ref.

Ref.
0.83 (0.28, 2.45)

1.37 (0.59, 3.22)
Ref.
0.70 (0.47, 1.02)

Ref.
0.28 (0.09, 0.82)
0.29 (0.06, 1.37)
0.06 (0.01, 0.26)
1.21 (0.21, 9.89)

4.40 (1.14, 19.87)
Ref.

Note: Model fit statistics for death include Akaike Information Criterion (AIC) 135.38 and for mechanical ventilation AIC: 164.30. Adjusted models included the following
variables: age, sex, race and ethnicity, initial DOACT, reversal agent treatment, time to reversal agent administration, bleeding event type, blood products given, insurance,
and marital status. Asian individuals excluded from these multivariable models because of instability with small cell sizes. There were no statistically significant differences in
model fit when including insurance and marital status, so these variables were dropped from the multivariable model to compensate for other variables and to increase

statistical power. Bold values indicate p < 0.05.

Abbreviations: 4F-PCC = 4-factor prothrombin complex concentrate, CI = confidence interval, DOACT = direct oral anticoagulant treatment, GI = gastrointestinal, ICH

= intacranial hemorrhage.

products were also more likely to require mechanical venti-
lation (aOR: 4.40; 95% CI: 1.14, 19.87) compared to those who
did not receive blood products.

The multivariable model for length of stay results are shown in
Table 6. Those with a GI hemorrhage had a 57% shorter length of
stay compared to those with spontaneous ICH (RR: 0.43; 95% CI:
0.27, 0.71), after adjusting for sociodemographic and DOAC
characteristics. Other insurance type (e.g., Medicaid, private,
uninsured) was associated with a 63% longer length of stay

compared to Medicare, when adjusting for other covariates (RR:
1.63; 95% CI: 1.07, 2.50).

4 | Discussion

In our retrospective cohort study of 144 patients treated with
andexanet alfa or 4F-PCC for life-threatening hemorrhages, the
primary aim was to analyze whether sociodemographic factors
were associated with selection of andexanet alfa or 4F-PCC for
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TABLE 6 | Sociodemographic and logistical factors associated with length of stay after major bleeding event for patients administered either

andexanet alfa or 4F-PCC.

Length of stay

Unadjusted rate ratios Adjusted rate ratios

(95% CI) (95% CI)
Age (continuous) 1.00 (0.98, 1.02) 1.01 (1.01, 1.03)
Sex Ref.
Male 0.83 (0.62, 1.10) Ref.
Female 0.78 (0.56, 1.10)

Race and ethnicity=
Black
White/non-Hispanic
Initial DOACT
Apixaban
Rivaroxaban
Reversal agent treatment
Andexanet alfa
4F-PCC
Time to reversal agent administration in quartiles
Presentation to site hospital
Transfer from an outside hospital
Walk-in arrival
EMS
Bleeding event type
Spontaneous ICH
Traumatic ICH
Other trauma (nonhead)
GI bleed
Other bleed
Blood products given
Yes
No
Insurance
Medicare
Other insurance type
Marital status
Married

Single, divorced, widowed, or other

0.98 (0.64, 1.58)
Ref.

Ref.
0.85 (0.61, 1.21)

0.85 (0.86, 1.49)
Ref.
1.12 (0.99, 1.27)

1.34 (0.95, 1.91)
0.98 (0.68, 1.45)

1.42 (0.88, 2.34)
Ref.

Ref.
0.90 (0.61, 1.35)

1.12 (0.83, 1.51)
Ref.
1.09 (0.95, 1.27)

1.19 (0.77, 1.85)
0.88 (0.58, 1.35)

Ref. Ref.

Ref. Ref.
0.68 (0.47, 0.98) 0.79 (0.53, 1.16)
0.94 (0.59, 1.51) 0.74 (0.42, 1.30)
0.53 (0.36, 0.79) 0.43 (0.27, 0.71)
1.18 (0.71, 2.04) 1.41 (0.79, 2.60)

1.08 (0.78, 1.52) 1.44 (0.93, 2.21)
Ref. Ref.

Ref. Ref.
1.08 (0.78, 1.52) 1.63 (1.07, 2.50)

Ref. Ref.
0.80 (0.78, 1.52) 1.03 (0.74, 1.45)

Note: Length of stay was measured as a count variable in days. Adjusted models included the following variables: age, sex, race and ethnicity, reversal agent treatment, initial
DOACT, time to reversal agent administration, presentation to site hospital, bleeding event type, blood products given, insurance status, and marital status. One outlier
excluded in models for length of stay of 337 days. Model for length of stay fit statistics: Akaike Information Criterion (AIC) 815.56 and goodness-of-fit test (residual deviance:
124.36, df = 105, p = 0.10), log-likelihood test statistic between negative binomial and Poisson regression was statistically significant (p < 0.001). Asian individuals excluded
from these multivariable models because of instability with small cell sizes; DOACT, direct oral anticoagulant treatment; ICH, intracranial hemorrhage; GI, gastrointestinal.

Bold values indicate p < 0.05.

Abbreviations: 4F-PCC, 4-factor prothrombin complex concentrate; CI, confidence interval.

reversal of life-threatening hemorrhages in patients on rivar-
oxaban or apixaban. There were no differences in sociodemo-
graphic factors associated with reversal agent selection between
patients who received andexanet alfa compared to patients who
received 4F-PCC. Additionally, there were no differences in
logistical factors associated with reversal agent selection between
andexanet alfa and 4F-PCC (e.g., type of arrival, insurance, time
to reversal agent administration) in this analysis. The lack of

differences in sociodemographic and logistical factors in reversal
agent selection at these four major medical centers may be due to
clinicians primarily utilizing hospital protocols for selection of
reversal agent. Patients with an ICH were more likely to receive
andexanet alfa compared to 4F-PCC in our study, which is
consistent with the approved indication for andexanet alfa.
Outcomes for those with ICH are more favorable for patients who
receive andexanet alfa compared to 4F-PCC in previous research,
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which may have influenced providers’ selection of andexanet alfa
for these patients [8, 12]. Selection of reversal agent for ICH may
be influenced by studies demonstrating superiority in hemostatic
control for andexanet alfa over 4F-PCC [12, 13, 16]. In the recent
ANNEXA-I trial, andexanet alfa had better control in hematoma
expansion in patients with ICH compared to standard
therapies [12].

Patient characteristics that were associated with a delay in ad-
ministration of reversal agents include interhospital transfer,
other blood product administration, and those who identify as
Black compared to non-Hispanic White. The delay from inter-
hospital transfer may be related to the availability of reversal
agents and specialists at the initial receiving hospital. In a ret-
rospective cohort study by Nichols et al., interhospital transfers
were associated with a 6.26-fold increase in time to neurosurgical
admission [17]. The current study found racial differences in the
time to reversal agent administration. Other research has shown
longer time to emergency treatment for chest pain and stroke for
non-Hispanic Black individuals compared to White individuals
[18, 19]. However, the current study did not find racial disparities
associated with reversal agent selection, mortality, or mechanical
ventilation. Site differences were examined in bivariate analysis,
and there were no statistically significant differences in in-
surance status or race/ethnicity with regard to site. Future re-
search should examine systemic barriers associated with longer
time to reversal agent administration. Although some factors
were associated with faster reversal agent administration, further
investigation with larger samples is needed to clarify the role of
insurance status’ impact on time to treatment.

Additionally, there were no statistically significant differences
between andexanet alfa and 4F-PCC with regard to mortality,
mechanical ventilation, and length of stay. Mortality has pre-
viously been shown to be lower in patients who received
andexanet alfa compared to 4F-PCC in the treatment of life-
threatening hemorrhages; however, we did not detect this as-
sociation in our study, which may be due to the smaller sample
size [8, 13, 16]. In the ANNEXA-I study, there was also found to
be no difference in mortality between andexanet alfa as com-
pared to standard of care [12].

Several studies have shown an increase in the incidence of
thromboembolic events in patients treated with andexanet alfa
compared to 4F-PCC [7, 12, 20]. In a meta-analysis published by
Orso et al., the rate of thromboembolic events after treatment for
ICH was higher in the andexanet alfa group compared to 4F-PCC
[20]. The ANNEXA-4 multicenter, prospective study of 171 pa-
tients documented a thromboembolic complication rate of 10%
after administration of andexanet alfa compared to the 4.2% in
the 72 patients analyzed in this study [21]. In our study, there was
a relatively low risk of thromboembolic events in the andex-
anet alfa cohort (4%) compared to the 4F-PCC cohort (3%), which
was not statistically different. This is more consistent with the
meta-analysis by White and colleagues which did not detect
a statistically significant difference in thrombotic events between
andexanet alfa and 4F-PCC [12].

4.1 | Limitations

The limitations of this study are primarily related to its retro-
spective study design and smaller sample size of only 144 pa-
tients. While proportional sampling strategies were implemented

to obtain balanced groups of patients receiving andexanet alfa
and 4F-PCC, there were a limited number of cases receiving
andexanet alfa. This may have reduced the ability to detect small
to moderate differences in sociodemographic and logistical
factors associated with reversal agent selection. Additionally,
because data were extracted from the EMR, data are limited by
the availability and completeness of documentation at the time of
care. Important clinical details may have been missing or in-
consistently recorded across sites.

5 | Conclusion

Despite possible concerns about sociodemographic and logistical
barriers to accessing andexanet alfa compared to 4F-PCC, there
were no differences in these variables between those who re-
ceived andexanet alfa compared to those who received 4F-PCC.
This may indicate that factors such as race and ethnicity, sex,
marital status, and housing status did not factor into clinicians’
decisions for selecting a reversal agent. Likewise, despite the
more recent use of andexanet alfa for bleeding reversal compared
to 4F-PCC, and possible familiarity with 4F-PCC, there were no
differences in length of time to reversal agent administration.
Factors that were associated with longer times to reversal agent
administration included patients transferred from outside hos-
pitals, patients receiving blood products, and patients who were
Black compared to non-Hispanic White. Finally, there were no
differences in sociodemographic factors with regard to patient
outcomes.
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