Essential Guidelines for

Hospital Pharmacists in

Pre Survey / Evaluation Form

Pre Survey
* Please take a moment to complete the Pre Survey prior to the start
of the program

¢ The Pre Survey is clipped to the front of the workbook

Evaluation Form

¢ Please take a moment, at the conclusion of the program, to
complete the evaluation form in the back of the workbook

¢ MLI staff will collect both forms at the conclusion of the program

Agenda

5 minutes Welcome & Introduction

10 minutes Trends in ACS management with a focus on
the current and updated guidelines

15 minutes Key factors that influence treatment decisions
including evidence-based guidelines

20 minutes Case presentations: An interactive
presentation with two challenging case
scenarios to determine the appropriate
treatment options, technology and/or tools
based on current and evolving trends

10 minutes Summary and Q&A

Paul P. Dobesh, Pharm.D., FCCP, BCPS (AQ Cardiology)
Associate Professor of Pharmacy Practice

College of Pharmacy

University of Nebraska Medical Center

Omaha, NE

Learning Objectives

* Discuss current updates on treatment guidelines for ACS

¢ Review recent advances in treatment, technology/
techniques to improve and relieve symptoms

* Describe the value and need for adherence to treatment
guidelines and provide evidence-based solutions to
treatment with current therapies

¢ Examine through different case scenarios the current
treatment options/techniques utilized to address ACS

Registered Pharmacy Designation

A | The Medical Learning Institute Inc is

I—{f accredited by the Accreditation Council for
Pharmacy Education as a provider of
continuing pharmacy education. Completion
of this knowledge-based activity provides for
1.0 contact hour (0.10 CEU) of continuing
pharmacy education credit.

The Universal Activity Number for this activity
is 0468-0000-13-002-L01-P.

CPE Information

Target Audience

* This activity was developed to bring hospital pharmacists up-to-date
with the current guidelines and evidence-based approaches for the
treatment of acute coronary syndrome

Commercial Support Acknowledgment

* This activity is supported by educational grants from AstraZeneca, Daiichi
Sankyo, Inc. and Lilly USA, LLC.
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Sponsor
¢ This activity is sponsored by Medical Learning Institute Inc.
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Disclaimer

The information provided at this CE activity is for
continuing education purposes only and is not meant to
substitute for the independent medical judgment of a
healthcare provider relative to diagnostic and treatment
options of a specific patient’s medical condition.

Recommendations for the use of particular therapeutic
agents are based on the best available scientific evidence

and current clinical guidelines. No bias towards or promotion
for any agent discussed in this program should be inferred.

Disclosure

Before the activity, all faculty and anyone who is in a position to have control over the
content of this activity and their spouse/life partner will disclose the existence of any
financial interest and/or relationship(s) they might have with any commercial interest
producing healthcare goods/services to be di: d during their pi i honoraria,
expenses, grants, consulting roles, speakers bureau membership, stock ownership, or other
special relationships. Presenters will inform participants of any off-label discussions. All
identified conflicts of interest are thoroughly vetted by Medical Learning Institute Inc for fair
balance, scientific objectivity of studies mentioned in the materials or used as the basis for
content, and appropriateness of patient care recommendations.

The associates of Medical Learning Institute Inc, the accredited provider for this activity do
not have any financial relationships or relationships to products or devices with any
commercial interest related to the content of this CPE activity for any amount during the
past 12 months.

Name of Planner/Manager Company Reported Financial
Relationship

Nancy Nesser, JD, Pharm.D Medical Learning Institute Inc Has nothing to disclose

Faculty Disclosure

Paul P Dobesh, Pharm.D., FCCP, BCPS (AQ Cardiology),
is a Consultant for Janssen Pharmaceuticals, Pfizer and
AstraZeneca. He has also done Research Funding for
Daiichi Sankyo, Inc and AstraZeneca. He does not intend
to discuss any non-FDA-approved or investigational use
of any products/devices.

Paul P. Dobesh, Pharm.D., FCCP, BCPS (AQ Cardiology)
= Associate Professor of Pharmacy Practice
| College of Pharmacy
| University of Nebraska Medical Center
Omaha, NE

Instructions for Credit

There is no fee for this activity.

To receive credit for this CPE activity, please take a few minutes to complete
the pretest and evaluation form, then return it to the on-site coordinator.
Your certificate of credit will be e-mailed to you within 2-4 weeks.

If you choose to complete this evaluation form off- site, return it by mail or
fax to: Medical Learning Institute Inc, 203 Main Street, Suite 249, Flemington,
NJ 08822 / 609.333.1694 (fax) and your certificate of credit will be e-mailed
to you within four weeks.

For questions regarding the accreditation of this activity, please contact
Medical Learning Institute Inc at (609) 333-1693 or cgusack@mlicme.org. For
pharmacists, Medical Learning Institute Inc will report your participation in
this educational activity to the NABP only if you provide your NABP e-profile
number and date of birth. For more information regarding this process or to
get your NABP e-Profile number: go to www.mycpemonitor.net.

Talking Points

Review the pathophysiology of acute coronary
syndromes

Identify the critical role of antiplatelet therapy in ACS
patients

Present the relevant clinical practice guidelines for ACS
patients

Review the recent clinical trials of antiplatelet agents in
ACS patients

Given a patient case, discuss the key decision points in
selection of antiplatelet agents
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Time Relative Recommendation COR LOE
Class | Class lla
to PCI
Pre-PCl Aspirin 81-325 mg before PCI if already on | B
aspirin therapy
Nonenteric-coated aspirin 325 mg before PCl if | B
not on aspirin therapy
PCI Aspirin administered at time of PCI | B
Post-PCl After PCI, aspirin continued indefinitely. | A
Recommendation based on evidence from mu After PCl, use of 81 mg/d of aspirin in lla B
Multiple (3-5) population risk strata evaluated; General consistency of direction and magni preference to higher maintenance doses.

elB:  Recommendation based on evidence from a
Limited (2-3) population risk strata evaluated

Recommendation based on expert opinion, case
Very limited (1-2) population risk strata evaluated




Recommendation Recommendation

Post-Stent Implantation (BMS or DES) for ACS,

P2Y12 inhibitor Rx at least 12 months

Before PCI: clopidogrel (LOE=B), ticagrelor (LOE=B) or GPI (LOE=B) Post-DES for non-ACS, clopidogrel for at least 12 mo if

patients are not at high risk of bleeding.

Post-BMS for non-ACS, clopidogrel for a minimum of 1 mo

and ideally up to 12 mo

Counseling patients on the importance of compliance with

DAPT and to not discontinue Rx before discussion with the

Clopidogrel or ticagrelor added to aspirin and continued for up to 12 relevant cardiologist

months Earlier discontinuation (eg, < 12 mo) of P2Y,, inhibitor if the
risk of morbidity from bleeding outweighs the anticipated

Class Ill Recommendations: benefit afforded by a recommended duration of P2Y12

inhibitor therapy after stent implantation

Continuation of P2Y12 Rx beyond 12 mo in patients

undergoing DES placement.

Early Invasive Strategy, Medium to High Risk Patients:

At the time of PCI: clopidogrel (LOE=A), prasugrel (LOE=B), ticagrelor
(LOE=B) or GPI (LOE=A)

Initial Conservative (noninvasive) Strategy:

Prasugrel potentially harmful as part of DAPT in patients with a prior
Hx of CVA and/or TIA

ACS Patients (UA/NSTEMI 70.8%, STEMI 29.2%)
v Planned Early (<24 h) | i with i jed PCI
v Ischemic ECG A (80.8%) or 4 cardiac biomarker (42%) ASA ASA

75-100 mg | 300-325 mg
Clopi::gl;:l (j(;oxr;: load, Clopidogrel 300 mg load, CV Death/MI/Stroke

then 55 me/d then 75 mg/d PCI (2N=17,232) 4.2 41 0.84-1.13

No PCI (2N=7855) 4.7 4.4 0.75-1.14

e Overall (2N=25,087) 4.4 4.2 0.85-1.08

7 Stent Thrombosis 21 1.9 0.73-1.12

TIMI Major Bleed 1.03 0.97 0.73-1.21

CURRENT Major Bleed 23 2.3 0.84-1.17

Efficacy Outcomes: CV Death, Ml or stroke at day 30
Stent Thrombosis at day 30 CURRENT Severe Bleed 1.7 1.7 . 0.83-1.21

Safety Outcomes: Bleeding

Key Subgroup: PClv No PCI




Clopidogrel

Standard Double Hazard 95% CI

N=12579 | N=12508 Ratio
TIMI Major 0.95 1.04 1.09 0.85-1.40 0.50
CURRENT Major 2.0 2.5 1.25 1.05-1.47 0.01
CURRENT Severe 1.5 1.9 1.23 1.02-1.49 0.03
Fatal 0.11 0.13 1.15 0.56-2.35 0.71
ICH 0.05 0.03 0.67 0.19-2.37 0.53
RBC transfusion 2 2U 1.76 221 1.26 1.06-1.51 0.01
CABG-related Major 0.9 1.0 1.10 0.85-1.42 0.48

Double-dose clopidogrel regimen can be considered
in ACS with planned stenting

ACS (STEMI or UA/NSTEMI) & Planned PCI

Clopidogrel Prasugrel
300-mg LD 60-mg LD
75-mg MD 10-mg MD

1° end point: CV death, MI, stroke
2° end points: Stent thrombosis
CV death, MI, stroke, rehosp-rec Isch
30, 90 day: CV death, M, stroke
30, 90 day: CV death, MI, UTVR
Safety end points: TIMI major bleeds, life-threatening bleeds
Key substudies: Pharmacokinetic, genomic

Prasugrel vs. Clopidogrel by Subgroup

Prior Stoke or TIA HR 1.54 (1.02 - 2.32); p=0.04

2 75 Years of Age HR 0.99 (0.81 - 1.21); p=0.92

Weight < 60 kg HR 1.03 (0.69 — 1.53); p=0.89

80% of patients in TRITON-TIMI 38 demonstrated a significant
reduction in CV death, MI, or stroke without an increase in bleeding

CV Death/MI/Stroke 11.0% clopidogrel vs. 8.3% prasugrel; p<0.0001
Major Bleeding 1.5% clopidogrel vs. 1.9% prasugrel; 17




NSTEMI-ACS (moderate to high risk) STEMI (if primary PCI)
Clopidogrel-treated or -naive;
randomized within 24 hours of index event
(n =18,624)

Clopidogrel
If pretreated, no additional loading dose;
if naive, standard 300-mg loading dose;
then 75 mg QD maintenance;
(additional 300 mg allowed pre-PCl)

Ticagrelor
180-mg loading dose; then
90 mg BID maintenance;
(additional 90 mg pre-PCl)

Primary end point: vascular death + Ml + stroke
rimary safety end point: Total major bleeding




 Ticagrelor Ticagrelor Clopidogrel
™ Clopidogrel olter monitoring at first week (n =1451) (n =1415)

Ventricular pauses 2 3 seconds, % 5.8 3.6
Ventricular pauses 2 5 seconds, % 2.0 1.2

Holter monitoring at 30 days (n=985) | (n =1006)

Patients, %

Ventricular pauses 2 3 seconds, % 21 1.7
Ventricular pauses > 5 seconds, % 0.8 0.6

Non-CABG CABGPLATO CABGTIMI Bradycardia-related event, % (n=9235) | (n=9186)
VI

Pacemaker insertion 0.9 0.9
Syncope 1.1 0.8

6% g vs. 11.2% Bradycardia 4.4 4.0
Total TIMI major bleeding: 7.9% ticagrelor vs. 7.7% clopidogrel; Heart block

0.7 0.7

Ticagrelor | Clopidogrel
(n=9235)| (n=9186)

Dyspnea, %
Any 13.8 7.8
With discontinuation of study treatment 0.9 0.1

% increase in creatinine from baseline
At 1 month 10+ 22 8121
At 12 months 11+£22 9+22
Follow-up visit 10 £ 22

% increase in uric acid from baseline
At 1 month 14 + 46
At 12 months
Follow-up visit

HR for
Ticagrelor [Clopidogrel Ticagrelor
End Point* (n=6732) | (n=6676) (95% Cl) P-valuet

Primary objective, %
CV death + MI + stroke 9.0 10.7 0.84 (0.75-0.94) | 0.0025
Secondary objectives, %
Total death + MI + stroke 9.4 11.2 0.84 (0.75-0.94) 0.001

CV death + MI + stroke + . . 0.85(0.77-0.93) | 0.0005
ischemia + TIA + arterial
thrombotic events

M 0.80 (0.69-0.92) 0.002
0.82 (0.68-0.98) 0.025

CV death . . 1.08 (0.78-1.50) 0.646
Stroke

Total (all-cause) death . ¥ 0.81 (0.68-0.95) 0.010
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ACS Situation Preferred P2Y,, Inhibitor

Clopidogrel?, Prasugrel® or
NSTE ACS medical management Ticagrelor > Clopidogrel > Prasugrel
If primary PCl in STE M1
“”;’:T;’ﬁ'liiif,"e f;sv;:;f. petients NSTE ACS PCI Ticagrelor or Prasugrel > Clopidogrel
Prasugrel® or Ticagrelore Patients < 60 kg Ticagrelor > Clopidogrel
il invasive funknown coronary anatomy Patients 2 75 years Ticagrelor > Clopidogrel
strategy ﬂ"dﬁ’n""'fg"e Q’;‘Z’Z‘;Zj:f;::‘"‘" Patients with history of Ticagrelor > Clopidogrel
consider: TIA or stroke

Ticagrelor® Diabetes Mellitus Prasugrel > Ticagrelor > Clopidogrel

If patient weight <60 kg, age >75
years, history of TIA or stroke,

avoid Prasugrel® NSTE ACS CABG surgery Clopidogrel?
If patient at h ing rsk, i i

Clopidogrel® or Ticagrelor<* c;“;j’:;’;., Clopidogrel* STEMI PCI Prasugrel > Ticagrelor > Clopidogrel

Noninvasive strategy

STEMI with fibrinolytics ooood-lopidogrel










Lipid management with
lifestyle modification and
lipid-lowering
pharmacotherapy

Lifestyle modification

Statin therapy

Statin therapy which lowers LDL to <100
mg/dL and achieves at least a 30%
lowering of LDL

Statin therapy which lowers LDL to <70
mg/dLin very high-risk patients

Blood pressure control (with a
blood pressure goal of
<140/90 mm Hg)

Lifestyle modification

Pharmacotherapy

Diabetes management (e.g., lifestyle modification and pharmacotherapy)
coordinated with the patient’s primary care physician and/or
endocrinologist

Complete smoking cessation
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