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Elective PCI

ACS with Stent Medically Managed ACS

Acute Coronary
Syndrome (ACS)
Patient Education

Fatients with Coronary Artery Diseose
(CAD) undergoing an Elective
utcineous Coronary Intervention
13 with Corarary Stent Implantation,

Acute Corenary Syndrorne (ACS) patients Acute Coronary Syncdrome (ACS) patients
urdergoing o revascularization strategy of niot undlergoing arevas cularization
Fercutanecus Coronary Intervention (PCH strateqy,

with Corarary Stent Irnplantation,

ACS with St

Elective PCI

ACS With Stent - Medication Information

Many of the medications you have been pressiibed are a part of your life-long therapy for ACS and are impartant
tor the prevention of another ACS event.

Medically [V](JF“IC]ng ACS - Disease Information Antiplatelet Medication

Medically Manoged ACS
{print all)
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Antiplatelet medications are often prescribed with ASA (81 or 325mg once daily) in ACS. These medications:

+ Work together to stop platelets from sticking together
+ Protect you fiom blood clots that block coronary arteries
» Prevent heart altack, unstable angina, shoke or death

Common antiplatelet medications that are used together with ASA are:
+ clopidogrel
« ticagielor
« prasugrel
Possible side effects include:
« diaihea or indigestion

= bruising or nosebleeds
= bleeding from gastrointestinal tract with may result in dark black stools

Even if you experience unwanted side effects, it is important you don't stop taking your antiplatelet medication

without first speaking with your doctor or pharmaeist.

Antiplatelet Therapy

Select Cne

Artery narrow

Zwallow whole
aclay.

Iclkel:l Blood thinner; Report excessive
l:l”me(s) bruising or bleeding to Doctor;

Plague build-up

Additional Antiplatelet Therapy

Take[ ] Dureton: 5 o

v

Select One I:ltll‘ﬁe'lsi Blood thinner; Report excessive
aday. bruising or bleeding to Doctor:
' Swallow whole

Arglotensin Corverting Enzyme Inhibitor (ACE-) quel:l May cause dizziness or high
l:lm-ne.;s] potassium. Reportc dry cough or
facial / neck swelling to your

doctor.

_or-
Angiotensinll inhikitor

Select One aday

Befa Blocksr ICﬂ‘el:l For heart & blood pressure. Do naot
Select One D”me.;sj stop without consulting your doctor




Something To Think About On The Trip Back Home




Unprovoked Provoked

- Active Cancer (Previously diagnosed) Post Surgeries & Injuries

- Occult Malignancy (15% @2 yrs post) Pregnancy/Estrogens

- Thrombophilia (More Likely < 40 yrs) Long Distance Travel

- Previously Undocumented DVT Pulmonary Vein Ablation

- True Idiopatic Pacemaker/ICD (Subclavian)

PICC Line
Unusual

PE Following Wisdom Tooth

Extraction
Anatomical & Mechanical

Subclavian Following Electrocution
May Thurner Syndrome

Iliac Artery Aneurysm _ PE Within 15 Minutes of Portacath
Inferior Vena Caval Malformation Placement

Subclavian (Paget-Schroder)
DVT Calgary to Victoria Flight




Deep Vein Clots Are Big

Measured In Centimeters Measured In Millimeters

DVT Clots Can Be As Round As Your
Finger And As Long As Your Leg

oo




Pulmonary Embolism:
A Life -threatening Disease

Cumulative mortality following acute PE

15.3% Mortality
At 3 months

International Cooperative Pulmonary
Embolism Registry
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Time from diagnosis (days)

PE=pulmonary embolism
Goldhaber SZ et al; for ICOPER. Lancet. 1999;353:1386—-1389




Symptoms of DVT

Symptomatic DVT

Leg pain (90%)
Tenderness (85%)

Ankle edema (76%)

Calf swelling (42%)

Dilated veins (33%)

Dusky discoloratio n (30%)
Warmth

50% NO SYMPTOMS

“"DVT cannot be reliably diagnosed on the basis of
history and physical exam, even in high-risk patients”







Therapy: Do We Need To Anticoagulate
Patients With Acute VTE ?

= 19 Patients With PE Randomized To No Therapy

= 16 Patients Wit PE Randomized toHeparin 10,000 U SQ
Q6H x 6 Doses Then Oral Anticoagulation x 2 Weeks

Non-fatal
recurrences

Untreated 5

Treated 0

Barrett and Jordan, Lancet 1960:1:1309

Group Mortality
No Therapy 26.3%

Heparin/ 0%
Oral Anticoag

ARR= 26.3% NNT 3.8




New Antithrombotics

In Treatment of VTE




Clinical Trials of NOACs In DVT/PE

Population

Design
Sample Size
Initial LMWH

Higher Initial
Dose NOAC

CT Scan
Baseline

Active Cancer

Unprovoked
Previous VTE
Warfarin TTR

Unprovoked or
History of Cancer

Double Blind
4816

Warfarin Group

Yes

No

Hx of Ca
Inclusion

Inclusion Criteria

Any DVT/PE

Double Blind
2564
Both Arms

No

Any DVT/PE

Open Label
8281

Warfarin
Group

Yes

NoO







RE-COVER™ Trial Design % RECOVER

Study of treatment of
venous thromboembolism

Double-dummy period

Initial parenteral

therapy LMWH ** Different from other trials
:5-10 days




Cumulative risk of recurrent VTE @ RECOVER"
and related death

venous thromboembolism

Dabigatran
I

Warfarin

o

l l 1
2 3 -

=
=
L
14
(]
=
)
L
=
S
=
&)
©
(Y]
)
©
S
=
7]
Ll

Months Since Randomization

No. at risk

Dabigatran 1274 1238 1221 1203 1192 1181 1024
Warfarin 1265 1215 1204 1194 1187 1174 998

Dabigatran was non-inferior to warfarin for preven tion of recurrent or fatal VTE

(P<0.001 for both hazard ratio and risk difference ¢  riteria). .




2) RECOVER"

Study of treatment of
venous thromboembolism

Comparable on major bleeds

HR 0.82 (95% CI: 0.45-1.48)

p=n.s.
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EINSTEIN DVT and EINSTEIN PE studies

Randomized, open-label, event-driven, non-inferiority studies of
identical design with a priori specified combined analyses

Predefined treatment period of 3, 6, or 12 months

Confirmed
DVT without Day 1 Day 21

symptomatic . .
ymp Rlvaroxabanl Rivaroxaban
>

PE!
N=3449 15 mg bid ' 20 mg od

N=8282

Confirmed
PE with or Enoxaparin bid for at least 5 days +
without
symptomatic VKA, INR 2.0-3.0
DVT?
N=4833

30-day post-study
treatment period

+ Primary efficacy outcome: first recurrent VTE
+ Principal safety outcome: first major or non-major clinically relevant bleeding

1. The EINSTEIN Investigators. N Engl J Med 2010;363:2499-510; ’ [ =T
2. The EINSTEIN-PE Investigators. N Engl J Med 2012;366:1287-97 *JJ




EINSTEIN DVT and EINSTEIN PE pooled
analysis: primary efficacy outcome

3.0 7 Enoxaparin/VKA

N=4131

2.5 1 N I—'—,_,J

2.0 1 Rivaroxaban
N=4150

1.51

HR=0.89; p non-inferiority <0.0001
1.0 -

Mean time in therapeutic range = 61.7%
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Time to event (days)

Number of patients at risk

Rivaroxaban 4150 4018 3969 3924 3604 3579 3283 1237 1163 1148 1102 1034 938
Enoxaparin/VKA 4131 3932 3876 3826 3523 3504 3236 1215 1149 1109 1071 1019 939

ITT population




EINSTEIN DVT and EINSTEIN PE pooled
analysis: principal safety outcome

First major or clinically relevant non-major bleedi
Trend Towards Lower

Principle Safety Outcome Enoxa_parin/VKA
With Rivaroxaban p=ns N=4116

Rivaroxaban
N=4130

Rivaroxaban Enoxaparin/VKA HR (95% CI)
n/N (%) n/N (%) p-value

388/4130 412/4116 0.93 (0.81-1.06)
(9.4) (10.0) p=0.27
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90 120 150 180 210 240 270 300 330 360
Time to event (days)

Number of patients at risk

Rivaroxaban 4130 3768 3671 3406 3270 3210 1928 1051 1009 936 878 853 453
Enoxaparin/VKA 4116 3738 3618 3330 3186 3125 1711 1025 981 907 857 823 369

Safety population







AMPLIFY

AMPLIFY: Efficacy and Safety of Apixaban for the
Treatment of DVT or PE

N=4,816 (estimated)

) : : \ Apixaban Apixaban
Patient Population 10 mg BID PO 5 mg BID PO
= Men and women 218

years with clinical
diagnosis of DVT or PE

= Unprovoked or Hx of Enoxaparin Warfarin
Cancer ) 1 mg/kg q12h, dosed to
INR 2.0-3.0

30-day follow-up

Primary Outcome Until INR 22.0 6 months
= VVTE recurrence or death

Secondary Outcome
= Bleeding 481 centers

AMPLIFY=Apixaban after the initial Management of PuLmonary embolism and deep vein thrombosis with First-line
therap.

http://www.clinicaltrials.gov. Identifier: NCT00643201.

Prepared by Pfizer-BMS alliance in response to an unsolicited request — Not for further distribution




Oral Apixaban for the Treatment of Acute
Venous Thromboembolism

AMPLIFY randomized 5,395 patients to apixaban or conventional
therapy with enoxaparin bridging to warfarin for 6 months.

Conventional

Apixaban 0
_ Therapy RR (95% CI)
(n = 2,691) g

Recurrent VTE or
Death Related to VTE 2.3% 2.7% 0.84 (0.60-1.18)

Major Bleeding 0.6% 1.8% 0.31 (0.17-0.55)

Conclusion: Apixaban was noninferior to enoxaparin/vitamin K antagonist for
the primary efficacy endpoint but resulted in substantially less bleeding.

Agnelli G, et al. N Engl J Med.
2013;Epub ahead of print.

tctmd
) The Source for Interventional Cardiovascular News and Education







Recurrent VTE — Long Term Perspectiv e
Olmstead County Minnesota Registry

Rate Of Recurrent VTE Following Initial DVT/PE
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DVT=deep vein thrambosis; VTE=venous thromboembolism
Heit JA, et al. Arch Intern Med 2000;160:761-768.







NIPPLIFY-EXT

Apixaban for Extended Treatment of

Venous Thromboembolism (VTE)
The AMPLIFY-EXTENSION Study

Giancarlo Agnelli, Harry R. Buller, Alexander Cohen,
Madelyn Curto, Alexander Gallus, Margot Johnson,
Anthony Porcari, Gary E. Raskob, and Jeffrey |. Weitz
for the AMPLIFY-EXT Investigators

Sponsored by Bristol-Myers Squibb and Pfizer




MPLIFY-EXT

AMPLIFY-EXT Aim and Study Design

Aim: To compare the efficacy and safety of two doses of apixaban
with placebo for the extended treatment of VTE

Design: Randomized, double blind, placebo-controlled, superiority
study, 1 year duration

Placebo BID

n~810

DVT/PE patients
who have
completed

6—-12 months of

anticoagulant
treatment

n~810 Apixaban 2.5 mg BID
o

n~810 Apixaban 5 mg BID

End of Treatment
Safety Follow-up

g

| Day 1 12 Months 30 Days 1

BID, bice daily, DVT , deep vein thromboszsis PE, pulmanary embolism, B randomization




Kaplan—Meier: MPLIFY-EXT
Non-fatal and fatal VTE v e .
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Kaplan—Meier: MPLIFY-EXT
Major or Clinically relevant non major bleeding

== Placebo

- Apixaban 2.5 mg ARI=0.5% NNH=200
- Apixaban 5 mg  ARI=1.6 NNH=62
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Case Study

39 year old male with right
proximal DVT 71 Kg

No chronic medications
using tylenol #3 prn for knee pain

eGFR 120 ml/min

Had ACL reconstruction right
knee 3 weeks ago




Proximal DVT Involving:

Superficial Femoral Vein
Common Femoral Veln
Distal Common lliac

Vena cava inferior

Common iliac v.
Internal iliac v.
External iliac v.
Common femoral v.

Great saphenous v.

Deep femoral v.

Superficial femoral v.

Popliteal v.

Gastrocnemic v.
Anterior tibial v,
Soleus v.
Peroneal v.

Posterior timal v.




Which Option Do You Choose?

Rivaroxaban 15 mg/day BID for 3 weeks,
then 20 mg/day x 3 months

LMWH minimum 5 days, Warfarin INR 2-3 x 3 Months




Venous Thrombosis Leads To Valve Loss,
Reflux & Venous Hypertension

Deep Vein Thrombosis (DVT)
Normal Deep Vein Embolus
Blood Flow  Thrombosis
Deep Veins PN P—i Y
of the Leg ' Eh

Anticoagulation Therapy Seldom Results In Complete Thrombus Resolution




Post Thrombotic Syndrome
Nasty and Painful

I

1 Kahn et al. Ann Int Med. 2008;149:698-707

40 to 60 %
Develop PTS

4 to 6%
Develop
Severe PTS
With
Ulceration




Clot Removal May Prevent
PTS

Author/Year Intervention PTS Rates RRR

Elliott 1979 Systemic SK 92% vs 35%  62%

Arnesen 1982 Systemic SK 67% vs 24%  64%

Plate 1984 Modern Surg 93% vs 58%  38%
Thrombectom

y
Turpie 1990 Systemic TPA 56% vs 25%

AbuRahma CDT - 70% vs 22%
2001 UK/TPA




Trellls Pharmacomechanical
Thrombolysis




Venogram Pre and Post Pharmacomechanical Thrombolysis

Figure 1. Pre (&) and post (B} venogram of 3 patient baing treated with Eo-
lated phammomechanical thrombotyls. A1 thrombus has been removed In
this patient who was reated 7 days after developing Ner 0ssp wenous
thrombosls.




Anticoagulants Alone Have Very Limited Efficacy

Post-Anticoagulation Post-Trellis

6 Weeks After Treatment 8 Weeks After Treatment

Leg Swollen: Symptoms Unresolved Clot Removed: Symptoms Resolved
AND

... 47% of Patients Develop ... Trellis Isolated Thrombolysis
Post Thrombotic Symptom Plus PTA and Stent Placement







