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Hypercholesterolemia and mixed dyslipidemia
Repatha is indicated in adults with primary hypercholesterolemia (heterozygous familial and
non-familial) or mixed dyslipidemia, as an adjunct to diet:

. in combination with a statin or statin with other lipid-lowering therapies in patients
unable to reach LDL-C goals with the maximum tolerated dose of a statin or,
. alone or in combination with other lipid-lowering therapies in patients who are statin-

intolerant, or for whom a statin is contraindicated.

Homozygous familial hypercholesterolemia
Repatha is indicated in adults and adolescents aged 12 years and over with homozygous
familial hypercholesterolemia in combination with other lipid-lowering therapies.

Established atherosclerotic cardiovascular disease

Repatha is indicated in adults with established atherosclerotic cardiovascular disease
(myocardial infarction, stroke or peripheral arterial disease) to reduce cardiovascular risk by
lowering LDL-C levels, as an adjunct to correction of other risk factors:

. in combination with the maximum tolerated dose of a statin with or without other
lipid-lowering therapies or,
. alone or in combination with other lipid-lowering therapies in patients who are statin-

intolerant, or for whom a statin is contraindicated.



4.8 Undesirable effects
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MedDRA system organ class

Adverse reactions

Frequency category

(SsocC)
Infections and infestations Influenza Common
Nasopharyngitis Common
Upper respiratory tract Common
infection
Immune system disorders Hypersensitivity Common
Rash Common
Urticaria Uncommon
Nervous system disorders Headache Common
Gastrointestinal disorders Nausea Common
Skin and subcutaneous tissue Angioedema Rare
disorders
Musculoskeletal and connective | Back pain Common
tissue disorders -
Arthralgia Common
Myalgia Common
General disorders and Injection site reactions? Common
administration site conditions —
Influenza-like illness Uncommon

5.1

Pharmacodynamic properties

Effect on LDL-C during acute phase of acute coronary syndromes (ACS)

EVOPACS was a single country, multicenter, double-blind, randomized, placebo-controlled,

8-week study on 308 ACS patients with evolocumab initiated in-hospital within 24 to 72

hours of presentation.

If patients were not on a statin or were on statin treatment other than atorvastatin 40 mg

prior to screening, this was stopped and atorvastatin 40 mg once daily was initiated.

Randomization was stratified by study centre and presence of stable statin treatment within

> 4 weeks prior to enrolment. Most subjects (241 [78%]) were not on stable statin treatment

for > 4 weeks prior to screening and most (235 [76%]) were not taking a statin at baseline.

By week 4, 281 (97%) subjects were receiving high-intensity statins. Evolocumab 420 mg

once monthly significantly reduced LDL-C from baseline to week 8 compared with placebo




(p <0.001). The mean (SD) reduction in calculated LDL-C from baseline at week 8 was 77.1%
(15.8%) in the evolocumab group and 35.4% (26.6%) in the placebo group with a least
squares (LS) mean difference (95% ClI) of 40.7% (36.2%, 45.2%). Baseline LDL-C values were
3.61 mmol/L (139.5 mg/dL) in the evolocumab group and 3.42 mmol/L (132.2 mg/dL) in the
placebo group. LDL-C reductions in this study were consistent with previous studies where
evolocumab was added to stable lipid-lowering therapy as demonstrated by on-treatment
LDL-C levels at week 8 in this study (reflecting steady-state effect of high-intensity statin in
both treatment arms) of 0.79 mmol/L (30.5 mg/dL) and 2.06 mmol/L (79.7 mg/dL) in the
evolocumab plus atorvastatin and the placebo plus atorvastatin groups, respectively.

The effects of evolocumab in this patient population were consistent with those observed in
previous studies in evolocumab clinical development program and no new safety concerns
were noted.
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