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Lipoprotein- associated Phospholipase A,
(Lp-PLA,) activity: Background
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Lp-PLA, activity and risk of CV outcomes

79,036 participants, 32 prospective studies

Coronary Heart Disease* : Vascular Death
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Adjusted for age, sex, diabetes and baseline history of vascular disease Lp-PLA, Studies Collaboration. Lancet 2010;375:1536-44




Darapladib — Phase 2 Results

IBIS-2 Trial
330 patients with angiographic CAD

Change in necrotic core volume
at follow-up
P=0.012

Darapladib

Change in necrotic core,
% of total plaque

P=0.047 Placebo
0 = 0.006,
versus
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e No significant change in:
Plaque deformability
C-reactive protein
Atheroma volume

} Primary endpoint

Serruys et al., Circulation 2008;118:1172-1182.



Darapladib Phase Il Clinical Program

Chronic CHD patients ACS patients (NSTE- or STE-ACS)

with high-risk features* L with high-risk features* )

\ Randomization <30 days from

hospitalization with ACS

A 4

Randomization to Randomization to
Darapladib or Placebo Darapladib or Placebo
n= 15,898 n= 13,026
(3.7 year median follow-up) (2.5 year median follow-up)

" High-risk criteria (=1 of the following): age =60 years, diabetes mellitus requiring Rx, eGFR 30-59 ml/min/1.73 m?,
polyvascular disease, HDL <40 mg/dl (STABILITY only), tobacco use (STABILITY only), or prior Ml (SOLID-TIMI 52 only)
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{sTasiLmy STABILITY Trial

15,828 patients with stable CHD randomized
to darapladib 160mg QD vs placebo

Primary Endpoint
CV death, Ml or stroke

Selected Secondary Endpoints

Major Coronary Events:
(CHD death, Ml or urgent coronary
revascularization for myocardial ischemia)

Total Coronary Events:

(CHD death, MI, hospitalization for UA or
any coronary revascularization)

White et al., N Engl J Med 2014; 370:1702-11.

HR (95% CI)
g 0.94 (0.85-1.03)
P=0.20
L 0.90 (0.82-1.00)
P=0.045
L 0.91 (0.84-0.98)
P=0.02
| [T 1 | |
0.6 0.708091.0 1.2 1.6

Favors darapladib  Favors placebo



(soLic SOLID-TIMI 52
Primary Trial Objective

To demonstrate that the addition of
darapladib to a background of optimal
medical therapy would significantly
reduce the risk of major coronary
events in patients after ACS.



& Trial Organization
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SOLID-TIMI 52 Study Design

High-risk* patients <30 days post-ACS.:

Total N 13,026

UA, NSTEMI or STEMI

Guideline-recommended background Rx,
including statins and antiplatelet drugs

* Must have met >1 enrichment criteria

-Age =260y

-DM requiring Rx
-Polyvascular disease
-Prior Ml

-eGFR 30-59 ml/min/1.73m?

Darapladib
(160mg daily)

Randomized 1:1
Double-blind

Placebo
(daily)

Median f/u 2.5y

Primary Endpoint: CHD Death, Non-fatal MI, or Urgent

Coronary Revascularization for Myocardial Ischemia



Baseline Characteristics

Characteristic Placebo Darapladib
(n=6522) (n=6504)

Age (median, IQR) 64 (59-71) 64 (59-70)
Female 26% 25%
White race 84% 84%
BMI (kg/m?, median, IQR) 28 (25-31) 28 (25-31)
Current smoker 19% 19%
Diabetes mellitus requiring Rx 30% 30%
Prior Ml 31% 31%

Index event STEMI 44% 46%
NSTEMI 44% 42%
UA 12% 12%

Catheterization for qualifying event 86% 86%

PCI performed for qualifying event 77% 77%

Days from qualifying event to rando 14 (6-23) 15 (6-23)
(median, IQR)

BMI=body mass index; IQR= interquartile range; PCI= percutaneous coronary intervention



Baseline Data

Characteristic Placebo Darapladib
(n=6522) (n=6504)

LDL cholesterol 75 (57-97) 75 (57-97)
(mg/dl, median, IQR) [1.9 (1.5-2.5) mM] [1.9 (1.5-2.5) mM]

HDL cholesterol 42 (36-50) 42 (36-50)
(mg/dl, median, IQR) [1.1 (0.9-1.3) mM] [1.1 (0.9-1.3) mM]

Triglycerides 134 (100-183) 135 (101-182)
(mg/d|, median, |QR) [1.5 (1.1-2.1) mM] [1.5 (1.1-2.1) mM]

Baseline medications
Aspirin 96% 96%
Statin 95% 94%
Beta blocker 87% 87%
P2Y , inhibitor 88% 88%
ACE inhibitor or ARB 82% 83%

IQR=interquartile range



Trial Retention Metrics

Placebo Darapladib Overall
(n=6,522) (n=6,504) (n=13,026)

Premature study 1546 1854 3400
drug discontinuation (9.5% per yr) (11.4% per yr) (10.4% per yr)

Withdrawn consent 111 (1.7%) 109 (1.7%) 220 (1.7%)
VS known 96 90 186
VS unknown 15 19 34

Lost to Follow Up
VS known
VS unknown

Vital status at end of study was known in 99.6% of subjects.
There were 31,167 total patient-years of follow-up.

VS=vital status



( SOLID

18%

16% A

14% A

12% A

10% A

Event rate

8% A

6% A

4% -

2% A

Primary Endpoint: CHD death, Ml or
urgent coronary revascularization

—Placebo
= Darapladib

P=0.93

HR 1.00 (95% CI1 0.91-1.09)

0% -

No. at risk
Placebo 6522
Darapladib 6504

3 6
6219 6060
6201 6038

5945
5902

12

5825
5787

15 18 21

Months

5726 5638 5544
5708 5636 5534

24 27 30 33 36

5046 3942 2684 1550 669
5061 3955 2673 1558 634



18%

16%

14%

12%

10%

8%

Event Rate

6%

4%

2%

0%

No. at risk
Placebo
Darapladib

CV death, MI or stroke

-—Placebo

= Darapladib

HR 0.99 (95% CI 0.90-1.09)
P=0.78

T T T T T T T T T T T T 1
0] 3 6 9 12 15 18 21 24 27 30 33 36
Months
6522 6249 6118 6021 5911 5818 5732 5640 5142 4031 2747 1587 678
6504 6238 6100 5987 5881 5805 5746 5636 5152 4018 2723 1584 644



(SOLI Total coronary events
(CHD death, MI, UA or any coronary revascularization)

25% -
= P|acebo
=Darapladib
20% -
o 15% A
S
04
c
g HR 0.95 (95% CI 0.88-1.03)
W 10% A _
P=0.20
5% -
0% T T T T T T T T T T T T 1
0] 3 6 9 12 15 18 21 24 27 30 33 36
No. at risk Months

Placebo 6504 6100 5852 5657 5504 5384 5294 5180 4729 3678 2485 1444 584
Darapladib 6522 6102 5846 5654 5495 5356 5249 5137 4666 3637 2467 1418 606



Components of Primary Endpoint

Outcome HR (95% CI) P value

Primary endpoint:
Major coronary events (CHD death, Ml or urgent 1.00 (0.91-1.09)
coronary revascularization for myocardial ischemia)

CHD death 0.88 (0.73-1.05)

MI (fatal and non-fatal) 0.97 (0.86-1.09)

Urgent coronary revascularization for myocardial
Ischemia

1.09 (0.91-1.31)




Subgroup

Overall

Age
Age 260 years
Age <60 years

Sex
Men
Women

White race
Yes
No

Region

North America
Eastern Europe
Western Europe
Asia Pacific
South America

Current smoker
Yes
No

Subgroup Analyses

Total #

13,026

9,661
3,365

9,700
3,326

10,921
2,105

2,806
3,773
3,688
1,804

955

2,472
10,542

CHD death, Ml or
urgent revascularization

-

-
—-

— .
-

1 o

I I T I I I
05 06 0.7 080910 1.2 16 20

Favors darapladib Favors placebo

Hazard Ratio
(95% ClI)

1.00 (0.91-1.09)

0.99 (0.89-1.10)
1.02 (0.85-1.21)

0.94 (0.84-1.05)
1.17 (0.98-1.40)

0.96 (0.87-1.06)
1.22 (0.96-1.54)

0.94 (0.78-1.14)
1.06 (0.89-1.26)
0.93 (0.78-1.10)
0.97 (0.73-1.27)
1.28 (0.92-1.78)

1.15 (0.93-1.42)
0.96 (0.87-1.07)

P value for
interaction

0.79

0.04

0.07

0.45

0.13



Subgroup Analyses (2)

CHD death, Ml or Hazard Ratio P value for
Subgroup Total # urgent revascularization (95% CI) interaction
Overall 13,026 1.00 (0.91-1.09)
Diabetes mellitus
Yes 4,502 0.96 (0.84-1.11) 0.55
No 8,524 1.02 (0.90-1.15)
Index diagnosis
STEMI 5,883 —i— 1.06 (0.91-1.24) 0.46
NSTEMI 5,559 —— 1.00 (0.88-1.14)
Unstable angina 1,584 —a—— 0.88 (0.67-1.14)
Statin use >8 weeks prior to randomization
Yes 5,676 —— 0.97 (0.86-1.10) 0.39
No 6,641 — 1.06 (0.91-1.22)
Baseline LDL-C
<70mg/dI 5,495 —— 0.91 (0.79-1.06) 0.17
70-<100mg/dI 4,315 _j_ 0.95 (0.81-1.11)
2100mg/dl 2,946 I — 1.13 (0.94-1.35)
Baseline Lp-PLA2 activity (nmol/min/ml)
<154.3 4,034 0.96 (0.81-1.14) 0.98
154.3-£195.2 4,030 0.99 (0.83-1.17)
>195.2 4,027 0.97 (0.83-1.14)

I I T 1 I I I
05 06 0.7 0.80.91.0 1.2 16 20

Favors darapladib ~ Favors placebo



Additional Secondary and
Exploratory Endpoints

Outcome HR (95% CI) P value

CHD death or Ml 0.97 (0.87-1.07)

CV death 0.91 (0.76-1.08)

All-cause death 0.94 (0.82-1.08)

Stroke

(fatal and non-fatal) 1.12(0.88-1.42)

Any coronary revascularization 0.96 (0.87-1.05)

Heart failure requiring hospitalization 0.97 (0.81-1.16)




Safety Data

Event

Any serious adverse event (SAE)

Any adverse event leading to study
drug discontinuation

Any odor-related complaint*
Diarrhea

Renal failure (SAE)

Renal failure (SAE or non-serious AE)

Any reported cancer

Any gastrointestinal cancer
(adjudicated)

Placebo
(n=6465)

46.6%

12.0%

2.5%

5.6%

1.0%

2.5%

4.5%

0.93%

* Including odor of feces,

Darapladib
(n=6452)

45.5%

17.0%

11.5%
10.6%
1.2%
2.5%
4.6%

0.88%

urine and skin , as well as dysgeusia



( SOLID

Conclusion

In patients after ACS, direct inhibition
of Lp-PLA, with darapladib on a
background of optimal medical
therapy did not reduce the risk of
coronary events through 2.5 years of

follow-up.



Research

Original Investigation

Effect of Darapladib on Major Coronary Events After an Acute
Coronary Syndrome
The SOLID-TIMI 52 Randomized Clinical Trial

Michele L. O'Donoghue, MD, MPH; Eugene Braunwald, MD; Harvey D. White, MBCH Dyian P Steen, M

Mary AnnlLukas, MD; Elizabeth Tarka, MD; P Gabriel Steg, MD; Judith S Hochman, MD; ph Bode, MD; Aldo
P Maggioni, MD; KyungAh Im, PhD; Jennifer B. Shannon, MS; Richard Y. Davies, binaA Murphy, MPH;
Sharon E Crugnale, MS; Stephen D. Wiviott, MD; Marc P, Bonaca, MD, MPH; David F. Watson, MSc;

W. Douglas Weaver, MD; Patrick W. Semuys, MD, PhD; Christopher P.Cannon,MD; for the SOLIDTIMI52
Investigators

Supplemental contentat
IMP ORT ANCE Lipoprotein-associated phospholipase A (Lp-PLA) hasbeen hypothesizedto Jama.com
be involved in atherogenesis through pathwaysrelated to inflammation. Darapladib is ancral,
selective inhibitor of the Lp-PLA; enzyme.

OBJECTIVE To evaluate the efficacy and safety of darapladib in patients after anacute
coronary syndrome (ACS) event.

DESIGN, SETTING, ANDPARTICIPANTS SOLDTIMI 52 wasa multinational, double-blind,
placebo-controlled trialthat randomized 13026 participants within 30 days of hospitalization
with an ACS(non-ST-elevation or ST-elevation myocardial infarction [MI]) at 868 sitesin 36
countries.

INTERVENTIONS Patients wererandomized to eitheronce-daily darapladib (160 mg) or
placebo on abackground of guideline-recommended therapy. Patients werefollowed up fora
median of 2.5 years between December 7,20 09, and December 6,20 13

MAIN OUTCOMES ANDMEASURES The primary end point (major coronary events) wasthe
composite of corenary heart disease (CHD)death, M, or urgent corenaryrevascularization
for myocardial ischemia. Kaplan-Meier event rates are reported at 3 years.

RESULTS During amedian duration of 2.5 years, the primary end pointoccured in903
patientsinthe darapladib group and 810 in the placebe group (16.3% vs 15.6%at 3 years;
hazard ratio[HR], 1.00 [95%Cl,0.91109]; P = .93). The compesite of cardicvascular death,
M, orstroke occurred in 824 in the darapladib group and 838 in the placebo group (15.0 % vs
150 % at 3 years; HR, 0.99 [95% CI,0.90-10 9]; P = .78). There were no differences between
the treatment groups for additional secondaryend peints, forindividual compenents of the
primary end point, or in all-cause mortality (37 1events inthe darapladib group and 395 inthe
placebo group [7.3% vs7.7% at 3 years; HR, 0.94 [95% Cl,0.82-108]; = 40). Patientswere
more likely to report an odor-related concem in the darapladib group vsthe placsbo group
(11.5% vs2.5%) and alsc more likely to report diarrhea (106% vs5.6%).

CONCLUSIONS AND RELEVANCE In patients whoexperienced an ACSevent, direct inhibition of

Lp-PLA; with darapladib added to optimal medical therapyand initiated within 30 daysof Author Affiliations: Author
hospitalization did not reduce the risk of major coronary events. aTlu‘anonsare attheend of this
article.

TRIAL REGISTRATION clinicaltrials.gov |dentifier: NCT01000727

st Hoar, Boston,
JAMA. doi:10.1001fema20 ¥.11061 hue@partners
Published onli gust 312074,
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