Eliquis.

A PIVOTAL, PHASE Ill, RANDOMIZED CLINICAL TRIAL

A R I S TOT L E IN PATIENTS WITH NONVALVULAR ATRIAL
FIBRILLATION (NVAF)*?

A REAL-WORLD, INDEPENDENTLY FUNDED,
RETROSPECTIVE DATABASE ANALYSIS OF PATIENTS
WITH NVAF IN CLINICAL PRACTICE*

INDICATION
ELIQUIS is indicated to reduce the risk of stroke and systemic embolism in patients with nonvalvular atrial fibrillation (NVAF).

SELECTED IMPORTANT SAFETY INFORMATION

WARNING: [A) PREMATURE DISCONTINUATION OF ELIQUIS INCREASES THE RISK OF THROMBOTIC EVENTS, (B) SPINAL/EPIDURAL HEMATOMA

(&) Premature discontinuation of any oral anticoagulant, inclueding ELIQUIS, Increases the risk of thrombotic events. If anticoagulation with ELIQUIS is discontinued for a
reason other than patholodical bleeding or completion of a course of therapy, consider coverage with another anticoagulant.

(&) Epidural or spinal hematomas may occur in patients treated with ELIQUIS who are receiving neuraxial anesthesia or underdoing spinal puncture, These hematomas may
result in long-term or permanent paralysis. Consider these risks when scheduling patients for spinal procedures. Factors that can increase the risk of developing epidural or
spinal hematomas In these patients include:

« use of indwelling epidural catheters

« concomitant use of other drugs that affect hemostasls, such as nonsteroldal antl-inflammatory dreds (NSAIDs), platelet inhibitors, other anticoadgulants

« & history of traumatic or repeated epidural or spinal punctures

= a history of spinal deformity or spinal surgery

« pptimal timing between the administration of ELIQUIS and neuraxial procedures is not known

Monitor patients frequently for signs and symptoms of neurological impalrment. If nevrolodical compromise is noted, urdent treatment is necessary.

Consider the benefits and risks before neuraxial intervention In patients anticoagulated or to be anticoadulated.
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SELECT CHARACTERISTICS OF RANDOMIZED CLINICAL TRIALS
AND REAL-WORLD DATA
RANDOMIZED REAL-WORLD
CLINICAL (vs) OBSERVATIONAL
TRIALS> STUDIESS3?®
+ Prospective design with prespecified, « Dbservational in nature and use data from
well-defined inclusion/exclusion criteria, routine clinical practice
outcomes, and endpoints = Patients are not randomized
« Patients are randomly assigned to treatment « Can only evaluate association and therefore
or comparator unable to determing causality

« Randomized clinical trials are designed to
show causality (ie, efficacy and safety data)

Please see additional Important Safety Information throughout and click hee for U5 FULL PRESCRIBING INFORMATION, Including Boxed WARNINGS.
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ARISTOTLE: A PIVOTAL, PHASE lll, RANDOMIZED CLINICAL TRIAL {apixaban)tabiets 122,
OF >18,000 PATIENTS WITH NVAF"*

PRIMARY OBJECTIVE: Determine whether ELIQUIS was effective *Key Inclusion criterla: NUAF and =1 risk factars for stroke: e o stra ke transient ischemic
{noninferior to warfarin} in reducing the risk of stroke (ischemic or attack (TUAL, or SE- 275 years of age; anerial hypertensi

hemaorrhadic) or systemic embalism (SE). F"d"l.i":l-'"[J'l:":: r-:\::‘a:f it Fear Assoc o kgL

SUPERIORITY OF ELIQUIS TO WARFARIN WAS ALSO EXAMINED FOR: R ANCUISHON CoItmeit® AN, Mwitlathon. oo b d. rover sk Fhss, Moerte or seven il

s ShEnCAis, conditions other than g arillation that required anticoagulation (eq. 3 prosthelic
PRIMARY EFFICACY ENDPOINT: StmkE.IrEE hart walvel, stroke within the previous 7 days, a need for aspirin at 2 dose of >165 mg a day o
PRIMARY SAFETY ENDPOINT: Major bleeding far both aspivin and dopidodret, and severa renal insufficiency (serum creatinine level of

»2.5 mgfdl or calculated creatinine clearance of <25 mLimink

ELIQUIS Baseling characteristics: The 2 treatment groups wine well balanced, Including age, stroee risk
/-\ ¥ 2.5 Mg’ {CHALYS, score),’ and prios vitamin K antagonist (vka) experlence
IN PATIENTS RN MG R, M i fi linically overt bleedin 1
DOUBLE-BLIND ajor bleeding was defined a3 clinically Leeding accampanied by 21 of

WITH NVAF (N=18201)

\‘_/ Fallow-ug:

meedian of =17 years

the followling: A decrease in hemoglobin of =2 q/dl"; transfusion of 22 wnits of packed red
blood cells, ':-'lu'h'qhar occurred in at least ane af the foll owing critical sites: intracranial,”
| ,' wra-articular, intramuscular with compartment syndromae,

Alipnis wih at I--'..' it following characteristics: age 280 yoars, bocky wilght B0 ke, or senam creatining 1.5 mg/d
SO045 ROk w1 risk.
|.;-'1r.|;ﬁ|p\ O
., Imtraventricular, subdu sl and subaachnoid bleeding. Any he of hemomhagic strole was

'in AVERRDE
Untracranial bleadicg Included
MR =irenationgl ol tatin

actjudic ated and pourted 2% intracrandal magnd bieodirdg,

SELECTED IMPORTANT SAFETY INFORMATION

CONTRAINDICATIONS

« Active pathological bleeding

« Svere hypersensitivity reaction to ELIQUIS (e.q., anaphylactic roactions)

WARMNINGS AND PRECAUTIONS

« Increased Risk of Thrombotic Events after Premature Discontinuation: Pramature discontinuation of any oral anticoadulant, including ELIQUIS, in the absence of sdequate alternative
anticoaqulation increases the risk of thrombotic events. An increased rate of stroke was observed during the ransition from ELIQUIS to waefasin in clinical trials in atrial fibrillation patients. If
ELIQUAS is discentinued for b reason othor than pathelogical Bleeding or cormplotion of & course of thirapy, consider coverags with anather anticaagulant,

« Bleeding Risk: ELIQUIS increases the risk of bleeding and can cause serious, potentially fatal, bleeding.

= Concomitant use of drugs affecting hemostasis increases the risk of bleeding, including aspirin and other antiplatelet sdonts, other anticoadqulants, heparin, thrombolytic agents, 55R1s,
SHRIs, and NSAIDs,

= ffvisa patients of signs and symptoms of blood loss and Lo report them immediately or 40 1o an emerdency room, Discontinue ELIQUIS in patients with active pathological hemaorrhage,

- The anticoaqulant effect of apixaban can be expected to persist for at Least 24 howrs after the Last dose (Le,, about two half-lves). An agent to reverse the anti-factor Ka activity of
apixaban is available, Please visit www.andexxa.com for more information on availability of a reversal agent,

Please see additional Important Safety Information throughout and click hee for U5 FULL PRESCRIBING INFORMATION, Including Boxed WARNINGS.
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ARISTOTLE: BASELINE CHARACTERISTICS WERE WELL BALANCED ACROSS {apixabantablets 123,
TREATMENT ARMS'#*
ssistone e o
Medlan age (yrs) 70 70 Distribution of CHADS,
scores for the ELIQUIS
Ko e 2.1%1.1 2.1+1.1 arm In ARISTOTLE
CHADS =1 3% n=2100 4% n=30B83
CHADS =2 6% n=3262 36%
CHADS 23 3% n=2758 0%
Prioe stroke, TIA, or SE 19% nel748 20% n=1790
Prios use of VKA (eq, warfarin) e s,
for =30 consecutive days S ippet Th :
Heart failure or reduced LVEF 3E% ne=3235 35% n=3Z16
Hypertension requiring treatrment B n=Ta62 B
Asplrin use at time of randomization 3i% n=2850 1%
Clopidogrel wse at time of randomization 2% n=170 2% n=168
Renal function, creatinine clearance
Normal (>80 mLfmin) 41%  n=if6] 41%
Mild impairrment (»50 to 80 mL/min} 42% n=3417 2% =3
Moderate impairment (> 30 to 50 mL min) 15% n=1365 15%
Severe impalmment (£30 mLmin} % neli7? 2%

Mueah percentage of time in therapeutic range (INR 2.0-3,00 was 62% for patients treated with warfarin,
T i ol 8 cormplete 1L of baseline dhacictishtics Rddiional haseline charaber B s evwalusid in this tisl
Sl feoem 0 1o & 80 estimate stoke fk highet Soomes (medi] grastir ik

SELECTED IMPORTANT SAFETY INFORMATION

WARMINGS AND PRECAUTIONS {cont'd)

» SpinalfEpidural Anesthesia or Puncture: Patients treated with ELIQLUIS undergeing spinalfepidwal anesthesia of puncture may develop an epidural or spinal hematoma which can result in long-teom
of parrnanent patalysis.
Thie risk of these events may be increased by the postoperative use of indwelling epidural catheters of the concomitant use of medicinal products affecting hemastasis. Indwelling epidural or
intrathecal catheters should not be remaved earlier than 24 hours after the last adminkstration of ELIQUIS, The next dase of ELIQUIS should not be administered earller than 5 hours after the remaval
of the catheter. The risk may also be increased by traumatic or repeated epédural or spinal puncture, If travmatic puncture occurs, delay the admdnéstration of ELIQLIS for 38 hours,
Maonitor patients frequently and il neurolodical compromise is noted, urdent diagnosis and wreatment is necessary. Physicians should consider the potential benefit versus the risk of nourasial
intervention in ELIQUIS patients.

Please see additional Important Safety Information throughout and click hee for U5 FULL PRESCRIBING INFORMATION, Including Boxed WARNINGS.
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FOR PATIENTS WITH MNVAF {3pixaban)tahlets 2,
ARISTOTLE: ELIQUIS DEMONSTRATED SUPERIORITY

IN BOTH STROKE/SE AND MAJOR BLEEDING VS WARFARIN'

SUPERIOR SUPERIOR
Risk reduction in stroke/SE Based on fewer major bleeding events”™
4, HR=0.79{95% Ck 0.66-0.95); P=0.01 4, HR=0.69 (95% Cl: 0.60-0.80); P<0.0001
. 5 31% RRR
0.96% ARR
= 21% RRR 2 Ny
(=4
= 0.33% ARR =2
£
=3 =
£ 1.60 £ 3.09
E o r1=265 E g a2
warfarin n=5081 ELIQUWIS n=59120 warfarin n=5052 ELIQUIS n=5088
PRIMARY EFFICACY ENDPOINT PRIMARY SAFETY ENDPOINT

ELIQUIS increases the risk of bleeding and can cause serious, potentially fatal, bleeding.!

« Supericrity to warfarin was primarily attributable to a reduction in hemerhiadic strake (0.24%yr [r=40/9120] ELIQUIS vs 047 %fyr [n=78/9081] warfarin, HR=0.51 [95% C: 0.35-0.75]) and
Ischernic strokes with hemomhadic conversion (007 %A [n=12/9120] ELIQUIS vs 0.12%5yr [n=20%081] warfarin, HR=0.60 [95% Ck 0.29-1.23]) comgpared to warfarin, Purely schemic
strokes (083 %y [n=140091.20) ELIQULNS vs 0.82%/yr [n=136/9081] warflarin, HR=1.02 [95% Ck 0.81-1.29]) ocouwred with similar rates on both drugs®

= Im another clinical trial (AWERROES), ELIQUIS was associated with an increase In magor bleeding compared with aspirin that was not statistically significant (1.47% Mz vs 0.92%)yr, HR=1.54
[95% 0 0.96=-2.45]); P=0.07)

+ Thie most comemon reason for treatment discontinuation in both ARISTOTLE and AVERROES was bleeding-related adverse reactions; in ARISTOTLE this ocowmed In 1.7% and 2.5% of patlents
teeated with ELIQUIS and warfarin, tespectbeely, and in AVERBOES, in 1,5% and 1,3% on ELIQUIS and aspirin, respectively’

* Blosecing weeris were counted during restment or within 2 days of stoppindg study bestment {on-treatment perod). Sleeding events in sach subc sbegony
W Counited onoe per sutiect, but sutiects may Rave contibuted saents bo multiple endpoints,
ARR=sbaclute risk neduction; Clsconfidence intenasl; Hitshazand ratlc; ARRerelai ve riik reduction

Please see additional Important Safety Information throughout and click hede for U5 FULL PRESCRIBING INFORMATION, Including Boxed WARNINGS.
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FOR PATIENTS WITH MVAF {Bpixaban)tzhlets 325,
ARISTOTLE: ELIQUIS DEMONSTRATED LOWER RATES IN SELECT
BLEEDING OUTCOMES VS WARFARIN""

COMPOMENTS OF MAJOR BLEEDING*

ICH Gastrointestinal Fatal Intrapcular'™ CRNM Bleeding™
HR=0.41 {95%: C: 0.30-0.57) HR=0.8% (95% Cl- 0.70-1.14) HR=0.27 (95% Ck 0.13-0.53) HR=1.42 (95% Ck 0.83-2.45) HR=0.70 [95% CI- 0.60-0.80); P<0L0001

1 15
il
& o5 3 EL]
15
Iﬂ 021 &
“ 0.14 nejz &)
= 0.82 : 0.93 .83 0.24 0.06 : = os 3.00
g o ey i (i (I 10— - & o m=ddd
war Farin ELIQUIS winr Farin ELIQLIS wiarfarin ELIQUIS warfarin ELIQUIS warfarin ELIQUIS
n=8052 n=9088 n=9052 n=0088 n=5052 n=9088 n=9052 n=9088 n=0052 n=9088
ELIQUIS increases the risk of bleeding and can cause serious, Components of ICH and fatal bleeding
potentially fatal, bleeding.* = Thera were significantly fewer ICH events vs warfarin. Hemonhadgic stroke': 0.24% My

« In another clinical trial (AVERROES), ELILIS was assaciated with an increase in majes r:n_.I]a-"a[JBBJ "‘-‘n‘:’?’"&'r"" in=74/3058), HRwD51 (9 J%FIZ a4 ':.'.':I: Qe I
bleeding compared with aspirin that was nat statistically sinificant (141 %y vs 0.150%yx (n=13/9068) vs 0.34%/yr {n=31/9032), HR=0.29 125% C1: 0.16-0.51)
0.92%0y, Hita 154 [95% Ct 0.95-2.45]; Pal.07)" = Thera were significantly fewer fatal bleeding events vs warfarin intracranial: 0.03%/yr

(=2 D0BE) vs QL0 [n=30/9052), HR=0,13 (35% C: 0.05-0.37) nonintracrandal:

= Thi st cormman reasan for trpatmant dscontinuation in bath ARGSTOTLE and
e o C.04%/y1 (n=E/9088] vs 0.05%yr (n=7/0052), HR=0.84 [95% CE 0,26-215)

AMERAOES was bleading-related adverse reactions; In ARISTOTLE this ocowred in 1.7%
and 2.5% of patients treated with ELIQUIS and warfarin, réspecthely, and In AVERRDES, in
1.5% and 1.3% on ELIQUIS and aspirin, respectively

CRNM was defined as clinically overt bleeding that did not satisfy the criteria for major bleeding and that led to™"

1, Hosgital admission; 2, Physscian-quiced medical cr surgical treatment for bleeding: of 3. A charge In antitheombatic theragy

“Bleading events withim each subDatedqiny were Court i oroe por palien], Dol patiedds may have ConiiButed events (o multple endpoimts. Blending events woi s Coufted duding treatment of within 2 i of S1opisng studky
TrEATTECT [0 EREITEOE Heri]

Ori-thealment analysls based on the salety popolatisn, comoaied with Inter-So-teat 3nalysH peesentiad In effosdy pobulBion

DRkl inbeally rebevant mocemajon; ICH=Intr soranial Fermcoiiags,

Please see additional Important Safety Information throughout and click hee for U5 FULL PRESCRIBING INFORMATION, Including Boxed WARNINGS.
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AVERROES: APHASE lll, RANDOMIZED, DOUBLE-BLIND TRIAL VS ASPIRIN
IN OVER 5500 PATIENTS WITH NYAF WHO WERE UNSUITABLE FOR WARFARIN"2%

This trial included 5598 patients with NVAF thought not to be candidates for warfanin therapy with 1 or move additional risk factors for stroke®

PRIMARY OBIECTIVE: Determine how ELIQUIS 5 md twice daily
(2.5 mg twice daily' in selected patients) compared with aspirin
(81 mg to 324 md once daily) In reducing the risk of stroke or SE
in patients with NVAF.

Eliquis.

{Bpixaban)tzhlets 325,

"I{ﬂl inclusian eriteria: NVAF § r||1 LR | i risk factors foe stroke, which included prior
stioke of TIA, 28 275 y e {receiving treatment), diabetes mellitus
{recelving treatmeant), heart fa I| re (MYHA Class & or higher at the time of snmllment), LVEF
<35%, or dacumented peripheral artery disease. Patients could not be recefving VEA therapy (o

warfaeing, either because it had already been dempnstrated 19 be unsuitable for them or Decause

b was expected to be uns bl
PRIMARY EFFICACY ENDPOINT: Stroke/SE TS NPT 30 I e 2

PRIMARY SAFETY ENﬂPD!NFZHﬂjﬂlhlEEdlﬂg Hﬂ“llﬂlthﬂrﬂl‘lmh:: The 2 treatment gioups were well balanced with respect to baseling

Chata LiCs, stroeg fisk at entny 35 maaswned tl,l[Hnl.'.l‘- soare, 2|'|Iﬂ|.|’tl Lisg
E|.|QU|5 |f<|l.-l<.l‘n.-'.hn 30 da scaeening.
U3 T NN v Major bleeding was defined as clinically overt Bleeding accompanied by 21 of the Following:

Adecrease in hemogiobin of 22 giol over 24 howrs; tansfision of 22 units of packed red blood celis;
bleeding that oocumed In at least one of the follewing critical sites: intracranial,” int
Intraccutar, pericandial, intra-articudar, intramusoular with compartment syrdeome, or retroperilonesl;
] fatad blpeding

avs Ll’ o

IN PATIENTS RANDOMIZID,
WITH NVAF oo+

‘\_/ Follow-ug:
man of w1.1 years

it at lpast @ of Ehe foliowing characteristics: agde 250 vears, Dody weish? S50 g, or spnam crgatining £1.5 maio

Rax, subeural and tobarachnold bleeding. Ay byioe of hernoorhasie sike ws sjudicated ad couriled a5 racranial major bleeding.

SELECTED IMPORTANT SAFETY INFORMATION

WARNINGS AND PRECAUTIONS (cont'd)

+ Prasthetic Heart Valves: The safety and efficacy af ELIQUIS have not been studied in patisnts with prosthatic heart valves and is not recommended in these pationts.

« Acute PE In Hemodynamically Unstable Patients or Patlents who Require Thrombolysks or Pulmonary Embolectomy: indtiation of ELIJUIS is not recommended as an alternative to
unfractionated heparin far the initial treatment of patients with PE who present with hemaodynamic instability or wha may receive thrambalysis or pulmonary embalectomy,

« Increased Risk of Thrombosis in Patients with Triple Positive Antiphospholipld Syndrome (AFS): Direct-acting oral anticoagulants (DOACs), Including ELIQUIS, are not recommended for wse

in patignts with triple-positive APS. For patients with APS [especially those who are triple positive [pesitive for lupus anticoagulant, anticardiclipin, and anti-beta 2-glycopratein | antibodies)),
treatment with D0ACS has been associated with Increased rates of recurrent thrombotic events compared with vitamin K antagonist therapy.

ADVERSE REACTIONS
= The most common and maost serous adverse reactions reported with ELIJUES were related to bleeding.

Please see additional Important Safety Information throughout and click hee for U5 FULL PRESCRIBING INFORMATION, Including Boxed WARNINGS.
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INDEPENDENTLY FUNDED,
RETROSPECTIVE, OBSERVATIOMAL,
REAL-WORLD DATABASE ANALYSIS

Effectiveness and Safety of ELIQUIS Compared With XARELTD® {rivaroxaban) for
Patients With Nonvalvular Atrial Fibrillation in Routine Practice: A Cohort Study

Independently funded by internal resources in the Division of Pharmacoepidermialody and
Pharmacoeconomics at Brigham and Women's Hospital®*

Wormen's Hosgpital, Inc
sion of American Coliede of Physiclans « oumals, from Ef
Routing Practice—aA Dohort Study, M. Fralick, MD, P
ight Chearance Center, Inc

SELECTED IMPORTANT SAFETY INFORMATION
TEMPORARY INTERRUPTION FOR SURGERY AND OTHER INTERVENTIONS
- ELIQUI: should be discontinued at least 48 hows prior to elective surdery or invasive procedures with o moderate or high risk of unacceptable or clinically significant bleeding. ELIQUIS showld be
wtinued at least 24 howrs prior to elective surdery or invasive procedures with a low risk of bleeding or where the hl.eal:llng would be noncritical bn location and easily controlled. Bridging
oadgul nduring the 24 1o 48 howrs after stopping ELIQUIS and prior to the intervention (5 not generally requined, ELIQUIS should be restarted after the surgical or other procedures 85 soon
as adequate hemastasis has been established.

DRUG INTERACTIONS

» Combined P-gp and Strong CYP3IA4 Inhibitors: Inhibétors of P-giycoprotein (P-gpd and cytochrome P450 344 (CYPIA4} increase expasure to apixaban and increase thee risk of tleeding, For patients
recaiving ELIQUIS dose i or 10 mg twice daily, reduce the dosa of ELIQUIS by S0% when ELIQUIS i coadministered with druds that are combined P-ap and strong CYP3AY inhibitors (e,
ketoconazole, itracona or ritonavir). in patients already taking 2.5 mg twice daily, avold coadminéstration of ELIQUIS with combined #-gp and strong CYP3A4 inhibitors,

Clasithrarmycin
Althowgh clarithromycin is a combined P-gp and strong CYP3A4G inhibitor, pharmacokinetic data sudggest that no dose adjustment is necessary with concomitant administration with ELIQUIS.
Please see additional Important Safety Information throughout and click hee for U5 FULL PRESCRIBING INFORMATION, Including Boxed WARNINGS.
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STUDY DESIGN AND OBJECTIVES®

Includes patients covered by commercial
or Medicare Advantade healthcare plans

Adults with NVAF, newly prescribed ELIQUIS
standard dose (5 mg BID) or XARELTO standard dose (20 mg QD)

{N=99,878)"

——

XARELTO ELIQUIS
{n=40,7086) (n=59,172)

R )

1:1 PROPENSITY SCORE MATCHING (PSM)

_A_
r 1
‘ ‘ L:1 P5M wias intended to help balance
XARELTO demagraphics and clinical characteristics ELIQUIS

{apteaban)

between cohorts to adjust for confounding”

For details on 1-1 PSM limitations,

Including potential residual confounders,
(n=39,351) pese sce pge 13 (n=39,351)|

FRALICK ET AL: REAL-WORLD DATA ANALYSIS

Eliquis.
{Bpixaban) tablets 132,

OBJECTIVE

The objective of this real-world, retrospective, observational
cohort analysis was to compare the safety and effectiveness of
ELIQUIS vs XARELTO for newly prescribed patients with NVAF

PRIMARY EFFECTIVENESS OUTCOME
Composite of ischemic stroke (15) or systemic embolism (SE)

PRIMARY SAFETY OUTCOME

Composite of dastrointestinal (GI) bleeding or intracranial
hemorrhade (ICH)

The primary effectiveness and safety cutcomes were based on
IC0-9 and ICD-10 codes, required hospitalization, and were based
only on the primary diagnosis code.

ADDITIOMNAL OUTCOMES
1S, 5E, 61 bleeding, ICH, other bleeding’

*Lower dosas of oither medication weng ngt included, and i was assumed thak dosing wars teice daiy for EUQLIS and once oty for KARELTO on the biasis of their product Labeting
Mewly prescribed was defingd a5 those wiEhout 2 prescription for apiaian, rhanciaan, datigatran, or edcesban in the preceding 180 days of 1he analysi
Dt bigeding was tleedirag (hat was neithes G nor I0H bleeding, including, but ret rniteg 1o, irkraooulat denizouringey, ard jent bipecing

IC D=lriermationgl Clasifeation of Deewsess.

Please see additional Important Safety Information throughout and click hede for U5 FULL PRESCRIBING INFORMATION, Including Boxed WARNINGS.
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FRALICK ET AL: REAL-WORLD DATA ANALYSIS Eliguis.

SELECT BASELINE CHARACTERISTICS* A
ELIQUIS (n=39,351)
AFTER 413 PROFCHSITY SCORS MATLYH MG s e e
AGE, YEARS (MEAN) 69.4 693
This is not a complete list of baseling characteristics.
SEX Additional basaline characteristics were assessed
Male 60.3% 60.4% with this anakysis.
Female . 7% 39.6% |
BASELINE COMORBIDITY
CHADS, score
o -12.3‘;&- - - -1;'!.5;"- - -
1 B A2.4% - -4;!.1;"- -
22  amew  sasw
Wypertension  soow  soow
H;p;tli;:id-en-;'la- i :Aﬂ i 63.5%
15 or TIA . 93'};- 9.2%
e oe%  o&%
Heart failure 21.6% : 21.6-%
Ischermic heart disease = ) 3-'35‘;i e ) - 3-53;"; -

SELECTED IMPORTANT SAFETY INFORMATION
DRUG INTERACTIONS {cont'd)

« Combined P-gp and Strong CYP3A4 Inducers: Avald concomitant wse of ELIQUIS with combined P-gp and strong CYPIAS inducers (e.dq., rifampin, carbamazepine, phenytoin,
St. Joha's wort) because such druds will decrease cHposure 1o apixaban,

« Anticoadulants and Antiplatelet Agents: Coadministration of antiplatelet agents, fibrinalytics, heparin, aspirin, and chronlc NSAID use increases the risk of bleeding. APPRAISE-2, a
placebo-controlled clinical trial of dpbiaban in high-rigk pest-acute coronary Syndrame patients treated with a4pirin or the combination of asgirin and clopidogrel, wbs terminated eadly dug
to a higher rate of bieeding with apixaban compared to placebo.

Please see additional Important Safety Information throughout and click hee for U5 FULL PRESCRIBING INFORMATION, Including Boxed WARNINGS.
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FRALICK ET AL: REAL-WORLD DATA ANALYSIS Eli qu IS.

I tzhlets 3%,
SELECT BASELINE CHARACTERISTICS® (contd) e
ELIQUIS (n
.?FI'_EE _1_1 PR_D.P?’_HSIT'I' Stﬂnf_ M&'I'tHIHG Baseling charactenistics were assessed up to 1B0 days

. before the index date unless cthenwise specified®
BASELINE COMORBIDITY (cont"d)

This is not a complate list of Daseling Characteristics.

Chronic kidney disease (stage 3 or 4) 5.2% 6.4% Additional basalina characteristics were assessed
History of bleeding with this analysis.”
Gl 2.9% 29%
-l.'.l;he_r ----------- i B.4% B.4%
Liver disease . 0.7% : 0.7 %
Smoking  205%  205%
Obesity or overweight e E‘B.S'b.i ) - - E‘,EEM. . -

Coadministration of antiplatelet agents, fibrinohytics,

Antlplatelets 2.7% 26% heparin, aspirin, and chronic NSAID usa with oral
Warfarin anticoaqulants increases the risk of bleeging !
90-180 days before index date 13.0% 13.0%
31-89 days before index date 13.0% 13.0%
1-30 days before index date 12.0% 12.1%

SELECTED IMPORTANT SAFETY INFORMATION
PREGMANCY

« The limited available data on ELIGUIS use in pregnant wamen are insufficiont to infarm drug-associated risks of major birth defocts, misearriags, or adverse dovelepmeontal cuteomes,
Treatment may increase the risk of bleeding during pregnancy and delivery, and in the fetus and neanate.

- Labar o¢ deliveny: ELIQUIS use during labor ar delivery in wamen who are rocelving nourasial anosthesia may result in opidural or spinal homatomas. Consider use of a shorter acting
anticoagulant as delivery approaches,

LACTATION
« Breastfeeding is not recommended during treatment with ELIQUIS.
FEMALES AND MALES OF REPRODUCTIVE POTENTIAL

« Females of reproductive potential requiring anticoadulation showld discuss pregnancy planning with thedr physician, The risk of clinically significant uterine bleeding, potentially reguiring
gynecelogical surgical interventions, identified with oral anticoagulants including ELIQUIS should be assessed in thase patients and those with abnormal utering bleeding,

Please see additional Important Safety Information throughout and click hee for U5 FULL PRESCRIBING INFORMATION, Including Boxed WARNINGS.
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METHODS OF ANALYSIS*

Patients wera identified between: 12/28/2012-01/01/2019
Indes drug: Use of 5 md ELIQUES or 20 md HARELTD"

Index date: Date of dispensing of ELIQUIS or KARELTD
Basoline period: 180 days priod to index date

Data source: Optum® Clinformatics®

INCLUSION CRITERIA

= Most patients withén Optum™® Clinformatics® were covered by employer-sponsored Insurance,
with appraximately 10% of patients receiving healthcare coverage theowdh Medicare
Advantade plans

= Patients with atrial fbrillation or atrial futter were identified by wsing ICD-9 and ICD-10 codes
(CD-9: 427,31, 427 32; ICD-10: 148.%)

« Persong older than 18 years who received a diagnosis of atrial fitrillation or atrial Mutter and
filled a new prescription fior 5 mg ELIQUIS ar 20 mdq HARELTD between Decernber 28, 2012
and January 1, 2019

= “Nerwly prescibed” was defined as thow without o prescription for apicaban, rivaroxaban,
dabigatran, or edanaban in the preceding LED days of the analysis

+ Lower dosages of either medication were not included

EHCLUSION CRITERIA

= Patients with any of the following characteristics in the 180 days before cobost entry were
exchagded: insufficient database enrcliment (ie, <180 days), stage 5 chronic kidney disaase
requiring dialysls, cancer, valvular heart disease, venous thromboe mibalism, hip surgery, of
knee surgeny

Optum™ &5 a registened trademaic of Optum, Ing and Cindormuatics” i a nedisbened rademark of Dptumingight, ing

It vedrs assumied Thal dosing wwas Twioe dafly for ELIGURS. and once dady fos MARELTD on 1he Dasis of thedr product Lateling

Sl=stardad dedation

FRALICK ET AL: REAL-WORLD DATA ANALYSIS

Eliquis.

(Bpiaban)tabiets 552,

STATISTICAL ANALYSIS
= 1:1 PSM wias ermployed 1o balance demodgraghics and clinical characteristics betwen
the ELIJUIS and KARELTO coharts.
= Do proportional hazard models were used after propensity scone matching to estimate the
incidence rate, HR, and 95% CI for the prdmary oulcome
« Sensitivity analyses were consistent with the main analysis and included:
= A predefmed analysis, in which;
= The censoring critena of dryd discontinuation of switching was removed and all patlents
wipng followed for up to 365 days unless thay reached the end of the study pericd,
disenrolled, pxperionced @ Shudy outcoms, or died
* Analyses wena performed with Aetion Evidence Platform, versions 3.11 and 3.4.2
= Pl ho analyses, which included:
« Swratification of patients by deciles of propensity scores (PS)
= Symmetrically removing patiants with PS belaw the 2.5th percentile and above the
G7.5th percentile of the averall PS distribution
* Creation of a composite outcome, including stroke, SE, Gl blesding, or ICH, which was
analyzed using 1:1 PEM

FOLLOW-UP PERIOD

= Follow-up began the day after cohart antry and continued until tha end of the study period
[fanuary 1, 201%9), the end of continuous health plan enrollment, the ocourrence of a study
gutcoma, discontinuatian af the initial medication, a switch to the comparatar, or death. A
madication was considened discontinued I 30 days had elapsed after the last prescription's
supply expined and the prescription was not refilled

= Mean follow-up was 268 days (S0=298.0) for new ELIQUIS users and 291 days (SD=324.0) for
naw KARELTO users

Please see additional Important Safety Information throughout and click hede for U5 FULL PRESCRIBING INFORMATION, Including Boxed WARNINGS.
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LIMITATIONS OF ANALYSIS

STUDY DESIGN/DEFINITIONS %%

=« Due to the natune of retgspectivee, observational cohoet Stugees, no cawsal relations could be
inferrad and caly statistical associations ware assessed

= In contrast to clinical trials, cutcomes were defined by wsing I00-9 and ICD-10 diagnosis
codes, and without outcome adjudication

= The prasence of a cladim for a fitled prescription does not indicate whether the medication was
consumed o taken & prescribed

= There i5 m0 quarantes that patients were dosed acconging to the LS prescribing information for
ELIUIS and XARELTD

« Unmeasured confounding factors were not balanced

= Timg-vanying confoundens that might alfect 4 patient™ risk of either stroke or bleeding were
nat accounted for

= The study was not adjusted for provider types, such &5 emergency rmedicing physicians ang
AUFSE practiticaers, o the setting in which the patient was seen for the index prescription (far
enample, inpatient hospitalization, emegency department, or outpatient clinic), This might
resudt in immeasured confounding

DOAC=ginect oeal anticodqulant

SELECTED IMPORTANT SAFETY INFORMATION
CONTRAINDICATIONS

« Active pathological beeding

= Severe hypersensitivity reaction to ELIQUIS (e.d., anaphylactic reactions)
WARNINGS AND PRECAUTIONS

FRALICK ET AL: REAL-WORLD DATA ANALYSIS

Eliquis.
{apixaban)tabiets 122,

BIAS/CONFOUNDING®

= Althouth cohorts were propensity-score matched, potential residual confounders exist, which were
mat available in the dataset. This imitation is especizlly Important for Interpeeting DOAC vs DOAC
comparison, which ane for hypothesis generation, given the fack of head-to-nead trials, and
therefare results should be interpreted with caution

DATA COLLECTION*®

= Thee database lacked information on other relevan baseline characteristics fncluding race,
sotigatonomic status, echocardiographic findings, and duratian of atral fbrillation)

« The study [acked infarmation on over-the-counter prescriptions, such as aspirin, and [abartony
valisps ware rot included in PSM matching dup to missing data

= With obsenvational studees based on information comained in healthcare databases, validation of
data and coding through medical chart review may not be passible

GEMERALIZABILITY*
= Results may nat be generalizable to the overall NVAF population in the US because the study did
mad include uninsured patients and patients solely covered by other public health insurance plams

FOLLOW-UP*
= The study had a sharter follow-up relative 1o the clinical trials of DOACS

+ Increased Risk of Thrombatic Events alter Premature Discontinuation; Premature discontinuation af any oral anticoagulant, including ELIQUIS, in the sbsence of adequate alternative
anticoaqulation increases the risk of thrombotic events. An increased rate of stroke was observed during the transition from ELIQLIS to warfarin in clinical trials in atrial fbrillation patients.
If ELIQUIS Is discontinued for a reason other than pathological bleeding or completion of a course of therapy, consider coverade with another anticoaqulant.

» Bleeding Risk: ELIQLAS increases the risk of bleeding and can cawse serious, potentially fatal, bleeding.
- Concomitant use of drugs affecting hemostasis increases the risk of bleeding, incleding aspirin and other antiplatelet agents, other anticoagulants, heparin, thrombotytic agents, S5RIS,

5NRis, and NSADs.

= Advise patients of signs and symatoms of Blocd loss and to report them immediately or 9o to an emergency room, Discontinee ELIQUIS in patients with active pathological hemorrhace,
= The anticoaqulant effect of apivaban can be expected to persist for at least 24 hours after the last dose (l.e., about two half-lives)h. An agent to reverse the anti-factor ¥a activity of
apixaban is available, Please visit www.andexxa.com for mare information on availability of a reversal agent.

Please see additional Important Safety Information throughout and click hee for U5 FULL PRESCRIBING INFORMATION, Including Boxed WARNINGS.
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FRALICK ET AL REAL-WORLD DATA ANALYSES E{ ij'UfS.

INCIDENCE OF ISCHEMIC STROKE/SYSTEMIC PR
EMBOLISM AND MAJOR BLEEDING*
EFFECTIVEMESS" SAFETY" Retrospective, absservational analyses are nat

intended for direct comparison with clinical trials
COMPOSITE OF ISCHEMIC STROKE OR SE COMPOSITE OF GI BLEEDING OR ICH and are designed to evaluate associations among

HR=0.82 {95% CI 0.68-0.98) HR=0.58 (95% CI: 0.52-0.66) varlables; causality cannot be established In
observational analyses.”
= Other real-world data analyses comparing ELIQUIS
with other DOACS, using various data souroes, tirna
pariods, study methodaolodies, and outcome
defnitions—showing different indings—have also
RRR: 42% been published'*~’

The definitions of outoomes, follow-up period, and the

25

20

15

INCIDENCE RATES PER 1000 PERSON-YEARS

ARR': 8.97 patient population in ARISTOTLE were different than in
this analysis.**
10 - Unlike in ARISTOTLE, no warfarin comparator amm was
RRRA: 18% included In this analysis.**
; There are currently no results from ELIQUIS vs
: ARR':1.37 XARELTO head-te-head clinical trials.”
“Dutoomes wens hared on 1009 and 1IC0-10 codes, seguieed hodpltalization,
o 8.01 21.92 12.94 anad wae hased only on the primaty clagnosis code
R e pew 1000 plrior-yean.
B XARELTO n=39,351 . ELIQUIS n=39,351

ELIQUIS increases the risk of bleeding and can cause serious, potentially fatal, bleeding.!

SELECTED IMPORTANT SAFETY INFORMATION

WARNINGS AND PRECAUTIONS {cont'd)

» Spinal/Epidural Anesthesia or Puncture: Pationts treated with ELIQLIS underdaing spinalfepidusal anesthesia of puncture may develop an epidural or spinal hematoma which can result in
Llorg-term or permanent paralysis.
Thee risk of these events may be Increased by the postoperative use of indwelling epidural cathetess o the concomitant use of medicinal products affecting hemostasis. Indwelling epidural or
intrathecal catheters should not be remeved earlier than 24 hours after the Last administration of ELIQUIS, The next dese of ELIQUIS shauld not be administered earlier than 5 hours after the
removal of the catheter. The risk may also be increased by traumatic or repeated epidural or spinal puncture. If traumatic puncture oocwrs, delay the adminkstration of ELIQUIS for 48 hours.
Monitor patients frequently and if newrtlodical compramise is noted, urqent diagnosis and tredtment is necessany. Physicians should consider the potential benefit versus the risk of neuraxial
intervention in ELIQUIS patients,

Please see additional Important Safety Information throughout and click hee for U5 FULL PRESCRIBING INFORMATION, Including Boxed WARNINGS.
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FRALICK ET AL: REAL-WORLD DATA ANALYSIS Eliquis.

ADDITIONAL OUTCOMES: INCIDENCE OF ISCHEMIC STROKE pRa
AND SYSTEMIC EMBOLISM*
EFFECTIVENESS®
ISCHEMIC STROKE SYSTEMIC EMBOLISM
HR=0.85 (55% CI: 0.70-1.03) HR=0.47 (95% Cl: 0.21-1.04)
25 Retrospective, chservational analyses are not

Iintended for direct comparlson with clinical trials
and are designed to evaluate associations amond
variables; causality cannot be established In

20 observational analyses.*

= Other real-world data anahpes comparing ELIQLIS

with other DDACS, using various data sowces, time
13 periads, study methodalogies, and outcome
definiticns—showing different findings—have also
been published™"

The definitions of outcomes, follow-up period, and the

A patient population in ARISTOTLE were different than in
thit anahsie. '
Unlike in ARISTOTLE, no warfarin comparator arm was
3 included in this analysis.**

There are currently no results from ELIQUIS vs
0.60 0.29 HARELTO head-to-head clinical trials.*

INCIDENCE RATES PER 1000 PERSON-YEARS

B XARELTOn=39,351 W ELIQUIS n=39,351

“Outr o e D) on K09 s IC0-10 coces, nispunid Iospilatastion, oo weve Bt only on e primany Gagnoss coce.

SELECTED IMPORTANT SAFETY INFORMATION

WARNINGS AND PRECAUTIONS {cont'd)

« Prosthetic Heart Valves: The safety and effcacy of ELIQUIS have not been studied in patients with prosthetic beart valves and is not recommendied in these patients.

« Arute PE in Hemodynamically Unstable Patients or Patients who Require Thromibsolysis or Pulmonary Embolectomy: inftiation of ELIQUIS ks nat recommended as an alternative to
unfractionated heparin for thie initial treatrment of patients with PE who present with hemodynamic instability or who may receive thrombolysis o pulmonary embolectony.

« Increased Risk of Thrombosks in Patients with Triple Positive Antiphospholipid Syndrome [APS)E: Direct-acting oral anticoagulants (DOACs), Including ELIQUAS, are not recormmended for wse in
patients with triple-positive APS. For patients with APS {especially those who ane triple positive [positive for lupus anticoagulant, anticardiolipin, and anti-beta 2-glycoprotein | antibadies]), treatment
with DOACS has been associated with increased rates of recurnent thrombotic events compared wilh vitamin K antadgonist therapy,

ADVERSE REACTIONS

« Thee most comman and mast serious advirse reactions reported with ELIGUIS were nelated 1o Dlneding.

Please see additional Important Safety Information throughout and click hee for U5 FULL PRESCRIBING INFORMATION, Including Boxed WARNINGS.
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FRALICK ET AL REAL-WORLD DATA ANALYSIS Eli q Uis.
(Bpixaban) tzhlets 227,

INCIDENCE OF ADDITIONAL BLEEDING OUTCOMES*

SAFETY"

Gl BLEEDING ICH OTHER BLEEDING'

25 HR=0.52 (95% CI: 0.45-0.53) HR=0.91 (95% Ci: 0.71=1.18) HR=0.58 (95% CI: 0.45=0.75) Retrospective, ochservational analyses are not
Iintended for direct comparlson with clinical trials
and are designed to evaluate associations among
variables; causality cannot be established In

20 obsarvational analyses.”

= Other real-woeld data anatyses comparing ELIQLIS

with other DDACS, using various data sowces, time
periods, study methodologies, and outcome
definiticns—showing different findings—have also
been published™"

The definitions of cutcomnes, follow-up period, and the

patient population in ARISTOTLE wene different than in

thit anabysie

Unlike in ARISTOTLE, no warfarin comparator arm was

included in this analysis.**
There are currently no results fram ELIQUIS vs
17.92 9.25 3.64 HARELTO head-to-head clinical trials.*

B HARELTOn=39,351 [l ELIQUIS n=39,351

INCIDENCE RATES PER 1000 PERSON-YEARS

Q

ELIQUIS increases the risk of bleeding and can cause serious, potentially fatal, bleeding.’

“Ouicormes wene Dased on 1005 and ICD- 10 codes, reguined hospitalizanion, ang weng Based onty on the primany dlagrosis code.
Other bileecing wars Bleedina fat wears reitfe Gl rof I0H Dleecing, ingloding, Bt nof Birited (o, int aoo e genouringy, and joint Dilseding,

Please see additional Important Safety Information throughout and click hee for U5 FULL PRESCRIBING INFORMATION, Including Boxed WARNINGS.



https://packageinserts.bms.com/pi/pi_eliquis.pdf

Eliquis.
{apixaban)tabiets 122,
References
1, Eliguis [package insert]. Bristol-Myars Squibl Comparry, Princetan, M1, and Plizer Inc, New Yark, Ny,

2. Grangar CB, Alexander JH, McMurray 1, et al; for the ARISTOTLE Committees and Investigators, Apixaban versus warfarin in patients with atrial ftaillation. N Engl J Med,
2011:365(11k981-992.

3. Granger CB, Alewander IH, McMurray 1V, et al; for the ARBSTOTLE Committees and Imestigators. Aplxaban wersus warfarin in patents with atriad Abriliation. & Engl J
Mod. 2011;365{11):981-952. Protocol. http:/fweamwnejmoorgidaifsuppls10. L056/MEMoal 107039 suppl_file/nejmoal 107039 _protocol pdf.
focessed Septernber 21, 2021,

4, Fralick M, Caolacci M, Schneaweiss 5, Huybrechts KF, Lin K, Gagne J). Efféctiveness and safety of apixaban compared with rivaroxatan for patients with atrial
Rbrilkation in routing practice: 8 cohort study, An mledn Medl 200,17 2(7).463-473,

5. Stanley K. Design of randomized controlled trials. Circwlation. 2007;115(9):1164-116%.

B. Hannan EL. Randomized clinicad trfals and observational stugies: quidelines for assessing respedtive strengths and limitations. JACC Cangigvase inteny,
2008:1{3):211-217.

7. Kowesdy CP Kalantar-Zadeh K Observational studies vs randomized controlled trials: avenues to caisal inference In nephology. Adv Chrends Kidney Dis,
2012:19(1)::11-18.

B, Gatrisan LP Ir, Mewmann PJ, Ericksan P Marshall D, Mulling CO, Lsing real-world data foe coverage and payment decissons: the RPOR Real-World Data Task Foroe
repart. Value Health. 2007, 10{5):326-335.

9. Gilverrnan 5L, From randomized controlled trisls o observational studes, AmJ Med, 2009 122(2k114-120,
10. Data on file: APHDGD. Bristol-Myers Squibb Company, Princeton, KL
11. Data on file; APLDE 3. Bristol-Myers Squibh Company, Princeton, NI

12. Cannolly SI, Eikplboom I, leyner C, of al; for the J'I.'-'FRR\'TFE"\[I’H"HI"II] Committee and |ﬂl.'{".[i5i|".l'.'l|"’. Apixaban in patients with atrial Abrillation .'n'ErII:l'l.I' } Ming,
2011;364{9):306-81 7.

Please see additional Important Safety Information throughout and click hee for U5 FULL PRESCRIBING INFORMATION, Including Boxed WARNINGS.
e ™ T e T e T e b el G R PR i R bt et o ettt e i Rl L S e Sy e S = R [t i B it -1 8-t eee—————————————————————————————————————————————-



https://packageinserts.bms.com/pi/pi_eliquis.pdf

{Bpixaban) tablets 132,
References
13, Connolly S, Eikelboom |, Joyner C, et al; for the AVERRIES Steering Committee and Investidators. Apixaban in patients with atrial fhrillatson. ¥ Engl | Med.

2011;364{9):806-81 7, Protocel, httpi/fwenansimoorg/doifwppl/10.1056/NEMea 1007432 soppl_file/nejrmoal007432_ appendinps,
Accessed September 21, 2021

14, Lip GYH, Kashishian A, Li X, ot al. Efectiveness and safioty of aral anticoagudants amang namatvular atrial Aibrillaton patiems: the ARISTOPHANES study [published
correCtions appear in Shroke. 2020,51(4):27 1. dod: 10,1161/ TRO0DOD000000002 27 and Stroke, 2020,51(2)e44, doi:10.1 161 M TRO0000DOO0D0002 18], Shoke,
2018;49(12):2933-2944. doi:10. 116 1MSTROKEAHA 1 18020232,

15, Graham [, Baro €, Zhang R, et al, Comparative stroke, Beeding, and mortatity risks in older Magicare patients treatpd with oal anticoagulants fos nomealvular atrizl
fibeillation. Am ! Med, 20151 32(5k596-604.

16, Hernandez |, Zhand ¥, Saba 5, Comparisen of the effectiveness and safety of agixaban, dabidatran, rivargxaban, and warfatin in newly dlagnosed atial Abnillation,
Am J Cardipl. 201 7;1 20010181 3-1819.

17. Mosgwnrthy PA, Yap K, Abraham N5, Sangaralingham LR, McBang RD, Shah ND. Dirgct compadisen of dabigatran, rivarcxaban, and aplkaban for sifectivieness and
safety in norvalvalar atrial fbrillation, Chest. 2016:150{6);1302-1312.

Please see additional Important Safety Information throwghout and click here for L5, FULL PRESCRIBING IMFORMATION, including Bored WARNINGS.

TLIGUTS® and the FLIGUTS (000 are Trademanies of Aeltol-bhgert Wb fompany
3 " AL i RCETE S PRHpEty O Ther IEpestive LOmpaie.
L f'&ﬁ!d“\,ﬂrsﬂminh‘ aﬁﬁlﬂ‘ ] 2071 Briviol-Myers Squibl [ompany &I cights resanee, 432.US-FL0164D OLA22



https://packageinserts.bms.com/pi/pi_eliquis.pdf

