DILEMMAS IN MANAGING AF & CKD

Atrial fibrillation (AF) and chronic kidney disease (CKD) are interconnected conditions®

AF increases CKD increases
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OAC strategies in CKD: Current evidence and key considerations®’

All NOACs show consistent Since observational
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*In patients with mild or moderate CKD (CrCl 230 mL/min)
*In patients with ESRD (CrCL <15 mL/min) or on dialysis

NOACs reduce the risk of stroke/SE in patients with mild or moderate CKD”*!

Risk ratio (M-H, Fixed, 95% CI)

In eGFR <50 ml/min In eGFR 50-80 ml/min In eGFR >80 ml/min

Eliquis™ (ARISTOTLE) N=18,201 0.79 (0.56-1.12) —_—— 0.74 (0.56-0.97) — 0.89 (0.64-1.22) —_——
Edoxaban 60 mg (ENGAGE AF-TIMI 48) N=14,071  0.88 (0.59-1.32) —_—T 0.52 (0.39-0.69) ——— 1.40 (0.96-2.02) e
Dabigatran 150 mg (RE-LY) N=12,098 058 (0.38-0.87) ———— 0.69 (0.51-0.93) — 0.68 (0.42-1.10) —————
Rivaroxaban (ROCKET-AF) N=14,264 0.88 (0.65-1.18) —_— T 0.86 (0.68-1.08) T 0.93 (0.66-1.30) —_— T
Subtotal 0.79 (0.66-0.94) L g 0.71 (0.62-0.81) L g 0.96 (0.81-1.15)
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Adapted from Munoz et al. 20167

Head-to-head studies do not exist, and direct comparisons between the NOACs may not be made

*Versus warfarin

Mild renal impairment is defined as eGFR 50—80 ml/min, and moderate renal impairment is defined as eGFR <50 ml/min

The risk of bleeding is lower with the use of NOACs, independently of renal function”

Risk ratio (M-H, Fixed, 95% CI)

In eGFR <50 ml/min In eGFR 50-80 ml/min In eGFR >80 ml/min

Eliquis™ (ARISTOTLE) N=18,201 0.52 (0.40-0.68) ——e— 0.78 (0.63-0.96) —— 0.81 (0.62-1.05) —
Edoxaban 60 mg (ENGAGE AF-TIMI 48) N=14,071  0.76 (0.59-0.97) — 0.89 (0.74-1.07) 0.70 (0.55-0.89) —
Dabidatran 150 mg (RE-LY) N=12,098 1.02 (0.80-1.29) - 0.91 (0.76-1.11) 0.85 (0.64-1.14) —_—
Rivaroxaban (ROCKET-AF) N=14,264 0.97 (0.74-1.27) - 0.96 (0.79-1.16) 1.22 (0.93-1.60) T
Subtotal 0.80 (0.70-0.91) <& 0.88 (0.80-0.97) < 0.86 (0.75-0.98) L 2

— ——
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Adapted from Munoz et al. 20167
Head-to-head studies do not exist, and direct comparisons between the NOACs may not be made
*Versus warfarin

Real-world data showed consistent results with clinical trials in patients with eGFR
215 mL/min®*

Risk of stroke Risk of major bleeding
Event rate  Hazard ratio (95% Cl) P value Eventrate  Hazard ratio (95% Cl) Pvalue
ELIQUIS™ (N=10,880) 1.09 0.57 (0.43-0.75) 0.001 —— 3.15 0.51 (0.44-0.61) <0.001 .-
Dabigatran (N=3,007) 170 0.94 (0.65-1.35) 0.74 3.30 0.57 (0.43-0.75) <0.001 —
Rivaroxaban (N=8,269) 129 0.69 (0.51-0.94) 0.02 5.05 0.84 (0.72-0.99) 0.04
Warfarin (N=10,680) 1.87 Reference Reference 6.02 Reference Reference
0.1 1 10 0.1 1 10
Favors NOAC  Favors warfarin Favors NOAC  Favors warfarin

Adapted from Yao et al. 2020°
*Except for the risk of major bleeding when comparing dabigatran to warfarin and rivaroxaban to warfarin: Both showed a similar risk with warfarin in clinical trials, while they were associated with a

lower risk than warfarin in the current study. This may be due to better INR control in trials than routine practice



Clear dose-reduction criteria with ELIQUIS™ in AF patients across different levels of
renal function®®

DELILENED Rivaroxaban Edoxaban ELIQUIS™
Renal clearance 80% 33% 50% 27%
CrCl - - -
90 mL/min
. | 150mgBID / 20 mg 60 mg* | 5mgBID/
S0mU/min e P~ 110 mgBID* ~{ 2.5mgBID®
Z
40 mL/min — g 15mg 30 mg
. <
30 mL/min Z- b E
% % %
15 mL/min %) % 15mg % 30mg % 25mgBID
Dialysis * Contraindicated as per SmPCs
< °* Very limited published RCT outcome data available for VKA or NOACs

* Individualized, multidisciplinary approach

* Patient engagement, shared decision making, including information about off-label situation
*110 mg BID in patients at high risk of bleeding. # Other dose reduction criteria may apply (weight <60 kg, concomitant potent P-glycoprotein inhibitor therapy). *2x2.5 mg only if at least 2 out of 3
fulfilled: age 280 years, body weight <60 kg, creatinine 21.5 mg/dL (133 pmol/L). Striped arrows indicate cautionary use.
Adapted from Steffel et al. 2021°

Level of renal impairment, CrClL (mL/min)

Recommended ELIQUIS™

dose for treatment of AF011 Mild Moderate Severe
(51-80) (30-50) (15-29)
5 mg BID No dose adjustment 2.5 mg BID*

* For the prevention of stroke/SE in patients with AF, patients with severe renal impairment, and patients with serum creatinine >1.5 mg/dL (133 mmol/L) associated with age >80 years or body
weight <60 kg should receive the adjusted ELIQUIS™ dose of 2.5 mg BID.

Adapted from ELIQUIS™ Prescribing Information 2021*

ELIQUIS™: The safer choice vs warfarin for AF patients with CKD (up to CrClL 30 mL/min)*2t

Significant risk reduction in both Consistent benefits in reducing the rate
stroke/SE and major bleeding in patients @@ of stroke/SE and mortality in AF patients
with moderate renal impairment’ with mild-moderate renal impairment*?

Significant stroke/SE risk reduction by
68% with comparable safety profile
vs aspirin®3

Significantly greater benefit in reducing
bleeding risk as renal function declines'**

TELIQUIS™ significantly lowers the risk of major bleeding in AF compared to warfarin, up to CrCl 30 mL/min
*eGFR <50 mL/min

AF, atrial fibrillation; BID, twice daily; Cl, confidence interval; CKD, chronic kidney disease; CrCl, creatinine clearance; eGFR, estimated glomerular filtration rate; ESRD, end-stage renal disease; INR, international normalized ratio; NOAC, non-VKA
oral anticoagulant; OAC, oral anticoagulant; RCT, randomized controlled trial; SE, systemic embolism; VKA, vitamin K antagonist
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Scan the QR codes or type the URLs in your browser to find the full Prescribing Information of apixaban:

Apixaban (2.5 mg) Apixaban (5 mg)

https://www.pfi.sr/Jzi https://www.pfi.sr/JzT

The QR codes/URL links to the latest Prescribing Information approved by the Department of Health in Hong Kong and
may not be effective and the same as presented in the actual product package.

Pfizer Corporation Hong Kong Limited
21/F, Kerry Centre, 683 King’s Road, Quarry Bay, Hong Kong.

Tel: (852) 2811 9711 Fax: (852) 2579 0599 i [ ’
Website: www.Pfizer.com.hk | HCP Portal: www.PfizerPro.com.hk ElquIS < P Ze’.
Copyright © 2023 Pfizer Corporation Hong Kong Limited. All Rights Reserved. apl)(aban

PP-ELI-HKG-1098 JAN 2023



