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REPATHA® (evolocumab) 
 
 
1. NAME OF THE MEDICINAL PRODUCT 
 
Repatha 140 mg solution for injection in pre-filled autoinjector 
 
 
2. QUALITATIVE AND QUANTITATIVE COMPOSITION 
 
Repatha 140 mg solution for injection in pre-filled autoinjector 
 
Each pre-filled autoinjector contains 140 mg of evolocumab in 1 mL of solution. 
 
Repatha is a human IgG2 monoclonal antibody produced in Chinese hamster ovary (CHO) cells by 
recombinant DNA technology. 
 
For the full list of excipients, see section 6.1. 
 
 
3. PHARMACEUTICAL FORM 
 
Solution for injection (injection) in pre-filled autoinjector. 
 
The solution is clear to opalescent, colourless to yellowish, and practically free from particles. 
 
 
4. CLINICAL PARTICULARS 
 
4.1 Therapeutic indications 
 
Hypercholesterolaemia and mixed dyslipidaemia 
 
Repatha is indicated in adults with primary hypercholesterolaemia (heterozygous familial and 
non-familial) or mixed dyslipidaemia, and in paediatric patients aged 10 years and over with 
heterozygous familial hypercholesterolaemia, 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 hypercholesterolaemia 
 
Repatha is indicated in adults and paediatric patients aged 10 years and over with homozygous 
familial hypercholesterolaemia, as an adjunct to diet 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): 
� 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. 
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For study results with respect to effects on LDL-C, cardiovascular events and populations studied see 
section 5.1. 
 
4.2 Posology and method of administration 
 
Prior to initiating evolocumab, secondary causes of hyperlipidaemia or mixed dyslipidaemia (e.g., 
nephrotic syndrome, hypothyroidism) should be excluded. 
 
Posology 
 
Primary hypercholesterolaemia and mixed dyslipidaemia (including heterozygous familial 
hypercholesterolaemia) 
 
Adults and paediatric patients (aged 10 years and over) 
The recommended dose of evolocumab is either 140 mg every two weeks or 420 mg once monthly; 
both doses are clinically equivalent. 
 
Homozygous familial hypercholesterolaemia in adults and paediatric patients aged 10 years and over 
The initial recommended dose is 420 mg once monthly. After 12 weeks of treatment, dose frequency 
can be up-titrated to 420 mg once every 2 weeks if a clinically meaningful response is not achieved. 
Patients on apheresis may initiate treatment with 420 mg every two weeks to correspond with their 
apheresis schedule. 
 
Established atherosclerotic cardiovascular disease in adults 
The recommended dose of evolocumab is either 140 mg every two weeks or 420 mg once monthly; 
both doses are clinically equivalent. 
 
Special populations 
 
�	���	�������
�
������� 65 years) 
No dose adjustment is necessary in elderly patients. 
 
Patients with renal impairment 
No dose adjustment is necessary in patients with renal impairment (see section 5.2). 
 
Patients with hepatic impairment 
No dose adjustment is necessary in patients with mild hepatic impairment, see section 4.4 for patients 
with moderate and severe hepatic impairment. 
 
Paediatric population 
The safety and effectiveness of Repatha have not been established in paediatric patients with 
heterozygous familial hypercholesterolaemia (HeFH) or homozygous familial hypercholesterolaemia 
(HoFH) who are younger than 10 years old or in paediatric patients with other types of 
hyperlipidaemia. 
 
Method of administration 
 
Subcutaneous use. 
 
Evolocumab is for subcutaneous injection into the abdomen, thigh or upper arm region. Injection sites 
should be rotated and injections should not be given into areas where the skin is tender, bruised, red, 
or hard. 
 
Evolocumab must not be administered intravenously or intramuscularly. 
 
Repatha 140 mg solution for injection in pre-filled autoinjector 
The 140 mg dose should be delivered using a single pre-filled autoinjector. 
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The 420 mg dose should be delivered using three pre-filled autoinjector administered consecutively 
within 30 minutes. 
 
Repatha is intended for patient self-administration after proper training. Administration of evolocumab 
can also be performed by an individual who has been trained to administer the product. 
 
For single use only. 
 
4.3 Contraindications 
 
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1. 
 
4.4 Special warnings and precautions for use 
 
Traceability 
 
In order to improve the traceability of biological medicinal products, the name and the batch number 
of the administered product should be clearly recorded. 
 
Hepatic impairment 
 
In patients with moderate hepatic impairment, a reduction in total evolocumab exposure was observed 
that may lead to a reduced effect on LDL-C reduction. Therefore, close monitoring may be warranted 
in these patients. 
 
Patients with severe hepatic impairment (Child-Pugh class C) have not been studied (see section 5.2). 
Evolocumab should be used with caution in patients with severe hepatic impairment. 
 
Dry natural rubber 
 
Repatha 140 mg solution for injection in pre-filled autoinjector 
The needle cover of the pre-filled autoinjector is made from dry natural rubber (a derivative of latex), 
which may cause severe allergic reactions. 
 
Sodium content 
 
This medicinal product contains less than 1 mmol sodium (23 mg) per dose, that is to say essentially 
4+(�"-&-�*��5� 
 
4.5 Interaction with other medicinal products and other forms of interaction 
 
No interaction studies have been performed. 
 
The pharmacokinetic interaction between statins and evolocumab was evaluated in the clinical trials. 
An approximately 20% increase in the clearance of evolocumab was observed in patients co-
administered statins. This increased clearance is in part mediated by statins increasing the 
concentration of Proprotein Convertase Subtilisin/Kexin Type 9 (PCSK9) which did not adversely 
impact the pharmacodynamic effect of evolocumab on lipids. No statin dose adjustments are necessary 
when used in combination with evolocumab. 
 
No studies on pharmacokinetic and pharmacodynamics interaction between evolocumab and lipid-
lowering medicinal products other than statins and ezetimibe have been conducted. 
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4.6 Fertility, pregnancy and lactation 
 
Pregnancy 
 
There are no or limited amount of data from the use of Repatha in pregnant women. 
 
Animal studies do not indicate direct or indirect effects with respect to reproductive toxicity (see 
section 5.3). 
 
Repatha should not be used during pregnancy unless the clinical condition of the woman requires 
treatment with evolocumab. 
 
Breast-feeding 
 
It is unknown whether evolocumab is excreted in human milk. 
 
A risk to breastfed newborns/infants cannot be excluded. 
 
A decision must be made whether to discontinue breast-feeding or discontinue/abstain from Repatha 
therapy taking into account the benefit of breast-feeding for the child and the benefit of therapy for the 
woman. 
 
Fertility 
 
No data on the effect of evolocumab on human fertility are available. Animal studies did not show any 
effects on fertility endpoints at area under the concentration time curve (AUC) exposure levels much 
higher than in patients receiving evolocumab at 420 mg once monthly (see section 5.3). 
 
4.7 Effects on ability to drive and use machines 
 
Repatha has no or negligible influence on the ability to drive and use machines. 
 
4.8 Undesirable effects 
 
Summary of the safety profile 
 
The most commonly reported adverse reactions at the recommended doses are nasopharyngitis (7.4%), 
upper respiratory tract infection (4.6%), back pain (4.4%), arthralgia (3.9%), influenza (3.2%), and 
injection site reactions (2.2%). The safety profile in the homozygous familial hypercholesterolaemia 
population was consistent with that demonstrated in the primary hypercholesterolaemia and mixed 
dyslipidaemia population. 
 
Tabulated list of adverse reactions 
 
Adverse reactions reported in pivotal, controlled clinical studies, and spontaneous reporting, are 
displayed by system organ class and frequency in table 1 below using the following convention: very 
�(&&('��2 	�	�����(&&('��2 1/100 to < 	�	����-'�(&&('��2 1/1,000 to < 	�	�����*�*���2 1/10,000 to 
< 1/1,000) and very rare (< 1/10,000). 
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Table 1. Adverse reactions 
 

MedDRA system organ class 
(SOC) 

Adverse reactions Frequency category 

Infections and infestations Influenza Common 
Nasopharyngitis Common 
Upper respiratory tract 
infection 

Common 

Immune system disorders Hypersensitivity Common 
Rash Common 
Urticaria Uncommon 

Nervous system disorders Headache Common 
Gastrointestinal disorders Nausea Common 
Skin and subcutaneous tissue 
disorders 

Angioedema Rare 

Musculoskeletal and connective 
tissue disorders 

Back pain Common 
Arthralgia Common 
Myalgia Common 

General disorders and 
administration site conditions 

Injection site reactions1 Common 
Influenza-like illness Uncommon 

1 See section Description of selected adverse reactions. 
 
Description of selected adverse reactions 
 
Injection site reactions 
The most frequent injection site reactions were injection site bruising, erythema, haemorrhage, 
injection site pain, and swelling. 
 
Paediatric population 
 
The safety and effectiveness of Repatha have been established in paediatric patients with heterozygous 
and homozygous familial hypercholesterolaemia. A clinical study to evaluate the effects of Repatha 
/�+��('�-�,���"'�	
��)���"�,*"��)�,"�',+�� ���2 10 to < 18 years old with heterozygous familial 
hypercholesterolaemia. No new safety concerns were identified and the safety data in this paediatric 
population was consistent with the known safety profile of the product in adults with heterozygous 
familial hypercholesterolaemia. Twenty-six paediatric patients with homozygous familial 
hypercholesterolaemia have been treated with Repatha in clinical studies conducted in patients aged 
2 10 to < 18 years. No difference in safety was observed between paediatric and adult patients with 
homozygous familial hypercholesterolaemia. 
 
Elderly population 
 
Of the 18,546 patients treated with evolocumab in double-blind clinical studies 7,656 (41.3%) were 
2 65 years old, while 1,500 ���	���/�*��2 75 years old. No overall differences in safety or efficacy 
were observed between these patients and younger patients. 
 
Immunogenicity 
 
In clinical studies, 0.3% of patients (48 out of 17,992 patients) treated with at least one dose of 
evolocumab tested positive for binding antibody development. The patients whose sera tested positive 
for binding antibodies were further evaluated for neutralising antibodies and none of the patients tested 
positive for neutralising antibodies. The presence of anti-evolocumab binding antibodies did not 
impact the pharmacokinetic profile, clinical response, or safety of evolocumab. 
 
The development of anti-evolocumab antibodies was not detected in clinical trials of paediatric 
patients treated with Repatha. 
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Reporting of suspected adverse reactions 
 
Reporting suspected adverse reactions after authorisation of the medicinal product is important. It 
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare 
professionals are asked to report any suspected adverse reactions via the following: 
Telephone: +62 21 21684084 
or  
Email: IDsafety@zuelligpharma.com 
 
4.9 Overdose 
 
No adverse effects were observed in animal studies at exposures up to 300-fold higher than those in 
patients treated with 420 mg evolocumab once monthly. 
 
There is no specific treatment for evolocumab overdose. In the event of an overdose, the patient 
should be treated symptomatically, and supportive measures instituted as required. 
 
 
5. PHARMACOLOGICAL PROPERTIES 
 
5.1 Pharmacodynamic properties 
 
Pharmacotherapeutic group: lipid modifying agents, other lipid modifying agents. ATC code: 
C10AX13 
 
Mechanism of action 
 
Evolocumab binds selectively to PCSK9 and prevents circulating PCSK9 from binding to the low 
density lipoprotein receptor (LDLR) on the liver cell surface, thus preventing PCSK9-mediated LDLR 
degradation. Increasing liver LDLR levels results in associated reductions in serum LDL-cholesterol 
(LDL-C). 
 
Pharmacodynamic effects 
 
In clinical trials, evolocumab reduced unbound PCSK9, LDL-C, TC, ApoB, non-HDL-C, TC/HDL-C, 
ApoB/ApoA1, VLDL-C, TG and Lp(a), and increased HDL-C and ApoA1 in patients with primary 
hypercholesterolaemia and mixed dyslipidaemia. 
 
A single subcutaneous administration of 140 mg or 420 mg evolocumab resulted in maximum 
suppression of circulating unbound PCSK9 by 4 hours followed by a reduction in LDL-C reaching a 
mean nadir in response by 14 and 21 days, respectively. Changes in unbound PCSK9 and serum 
lipoproteins were reversible upon discontinuation of evolocumab. No increase in unbound PCSK9 or 
LDL-C above baseline was observed during the washout of evolocumab suggesting that compensatory 
mechanisms to increase production of PCSK9 and LDL-C do not occur during treatment. 
 
Subcutaneous regimens of 140 mg every 2 weeks and 420 mg once monthly were equivalent in 
average LDL-C lowering (mean of weeks 10 and 12) resulting in -72% to -57% from baseline 
compared with placebo. Treatment with evolocumab resulted in a similar reduction of LDL-C when 
used alone or in combination with other lipid-lowering therapies. 
 
Clinical efficacy in primary hypercholesterolaemia and mixed dyslipidaemia 
 
LDL-C reduction of approximately 55% to 75% was achieved with evolocumab as early as week 1 
and maintained during long-term therapy. Maximal response was generally achieved within 1 to 
2 weeks after dosing with 140 mg every 2 weeks and 420 mg once monthly. Evolocumab was 
effective in all subgroups relative to placebo and ezetimibe, with no notable differences observed 
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between subgroups, such as age, race, gender, region, body-mass index, National Cholesterol 
Education Program risk, current smoking status, baseline coronary heart disease (CHD) risk factors, 
family history of premature CHD, glucose tolerance status, (i.e. diabetes mellitus type 2, metabolic 
syndrome, or neither), hypertension, statin dose and intensity, unbound baseline PCSK9, baseline 
LDL-C and baseline TG. 
 
In 80-85% of all primary hyperlipidaemia patients treated with either dose, evolocumab demonstrated 
��2 50% reduction in LDL-C at the mean of weeks 10 and 12. Up to 99% of patients treated with 
either dose of evolocumab achieved an LDL-C of < 2.6 mmol/L and up to 95% achieved an LDL-C 
< 1.8 mmol/L at the mean of weeks 10 and 12. 
 
Combination with a statin and statin with other lipid-lowering therapies 
 
LAPLACE-2 was an international, multicentre, double-blind, randomised, 12-week study in 
1,896 patients with primary hypercholesterolaemia or mixed dyslipidaemia who were randomised to 
receive evolocumab in combination with statins (rosuvastatin, simvastatin or atorvastatin). 
Evolocumab was compared to placebo for the rosuvastatin and simvastatin groups and compared with 
placebo and ezetimibe for the atorvastatin group. 
 
Repatha significantly reduced LDL-C from baseline to mean of weeks 10 and 12 compared with 
placebo for the rosuvastatin and simvastatin groups and compared with placebo and ezetimibe for the 
atorvastatin group (p < 0.001). Repatha significantly reduced TC, ApoB, non-HDL-C, TC/HDL-C, 
ApoB/ApoA1, VLDL-C, TG and Lp(a) and increased HDL-C from baseline to mean of weeks 10 
and 12 as compared to placebo for the rosuvastatin and simvastatin groups (p < 0.05) and significantly 
reduced TC, ApoB, non-HDL-C, TC/HDL-C, ApoB/ApoA1 and Lp(a), compared with placebo and 
ezetimibe for the atorvastatin group (p < 0.001) (see tables 2 and 3). 
 
RUTHERFORD-2 was an international, multicentre, double-blind, randomised, placebo-controlled, 
12-week study in 329 patients with heterozygous familial hypercholesterolaemia on lipid-lowering 
therapies. Repatha significantly reduced LDL-C from baseline to mean of weeks 10 and 12 compared 
with placebo (p < 0.001). Repatha significantly reduced TC, ApoB, non-HDL-C, TC/HDL-C, 
ApoB/ApoA1, VLDL-C, TG and Lp(a) and increased HDL-C and ApoA1 from baseline to mean of 
weeks 10 and 12 compared to placebo (p < 0.05) (see table 2). 
 
Table 2. Treatment effects of evolocumab compared with placebo in patients with primary 
hypercholesterolaemia and mixed dyslipidaemia - mean percent change from baseline to average 
of weeks 10 and 12 (%, 95% CI) 
 

Study 
 

Dose 
regimen 

LDL-C 
(%) 

Non-
HDL-C 

(%) 

ApoB 
(%) 

TC 
(%) 

Lp(a) 
(%) 

VLDL
-C 

(%) 

HDL-
C 

(%) 

TG 
(%) 

ApoA1 
(%) 

TC/ 
HDL-

C ratio 
% 

ApoB/ 
ApoA1 
ratio 

% 
LAPLACE-2 

(HMD) 
(combined 

rosuvastatin, 
simvastatin, & 

atorvastatin 
groups) 

140 mg 
Q2W 

(N = 555) 
-72b 

(-75,-69) 
-60b 

(-63,-58) 
-56b 

(-58,-53) 
-41b 

(-43,-39) 
-30b 

(-35,-25) 
-18b 

(-23,-14) 
6b 

(4,8) 
-17b 

(-22,-13) 
3b 

(1,5) 
-45b 

(-47,-42) 
-56b 

(-59,-53) 

420 mg 
QM 

(N = 562) 
-69b 

(-73,-65) 
-60b 

(-63,-57) 
-56b 

(-58,-53) 
-40b 

(-42,-37) 
-27b 

(-31,-24) 
-22b 

(-28,-17) 
8b 

(6,10) 
-23b 

(-28,-17) 
5b 

(3,7) 
-46b 

(-48,-43) 
-58b 

(-60,-55) 

RUTHERFO
RD-2 
(HeFH) 

140 mg 
Q2W 

(N = 110) 
-61b 

(-67,-55) 
-56b 

(-61,-51) 
-49b 

(-54,-44) 
-42b 

(-46,-38) 
-31b 

(-38,-24) 
-22b 

(-29,-16) 
8b 

(4,12) 
-22b 

(-29,-15) 
7a 

(3,12) 
-47b 

(-51,-42) 
-53 

(-58,-48) 

420 mg 
QM 

(N = 110) 
-66b 

(-72,-61) 
-60b 

(-65,-55) 
-55b 

(-60,-50) 
-44b 

(-48,-40) 
-31b 

(-38,-24) 
-16b 

(-23,-8) 
9b 

(5,14) 
-17b 

(-24,-9) 
5a 

(1,9) 
-49b 

(-54,-44) 
-56b 

(-61,-50) 

Key: Q2W = once every 2 weeks, QM = once monthly, HMD = Primary hypercholesterolaemia and mixed 
dyslipidaemia, HeFH = Heterozygous familial hypercholesterolaemia, a p value < 0.05 when compared with 
placebo, b p value < 0.001 when compared with placebo. 
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Statin-intolerant patients 
 
GAUSS-2 was an international, multicentre, double-blind, randomised, ezetimibe-controlled, 12-week 
study in 307 patients who were statin-intolerant or unable to tolerate an effective dose of a statin. 
Repatha significantly reduced LDL-C compared with ezetimibe (p < 0.001). Repatha significantly 
reduced TC, ApoB, non-HDL-C, TC/HDL-C, ApoB/ApoA1 and Lp(a), from baseline to mean of 
weeks 10 and 12 compared to ezetimibe (p < 0.001) (see table 3). 
 
Treatment in the absence of a statin 
 
MENDEL-2 was an international, multicentre, double-blind, randomised, placebo and ezetimibe-
controlled, 12-week study of Repatha in 614 patients with primary hypercholesterolaemia and mixed 
dyslipidaemia. Repatha significantly reduced LDL-C from baseline to mean of weeks 10 and 12 
compared with both placebo and ezetimibe (p < 0.001). Repatha significantly reduced TC, ApoB, 
non-HDL-C, TC/HDL-C, ApoB/ApoA1 and Lp(a), from baseline to mean of weeks 10 and 12 
compared with both placebo and ezetimibe (p < 0.001) (see table 3). 
 
Table 3. Treatment effects of evolocumab compared with ezetimibe in patients with primary 
hypercholesterolaemia and mixed dyslipidaemia - mean percent change from baseline to average 
of weeks 10 and 12 (%, 95% CI) 
 

Study 
 

Dose 
regimen 

LDL-C 
(%) 

Non-
HDL-

C 
(%) 

ApoB 
(%) 

TC 
(%) 

Lp(a) 
(%) 

VLDL
-C 

(%) 

HDL-
C 

(%) 

TG 
(%) 

ApoA1 
(%) 

TC/ 
HDL-

C ratio 
% 

ApoB/ 
ApoA1 
ratio 

% 

LAPLACE-2 
(HMD) 

(combined 
atorvastatin 

groups) 

140 mg 
Q2W 

(N = 219) 
-43c 

(-50, -37) 
-34c 

(-39, -30) 

-34c 
(-38, -30

) 

-23c 
(-26, -19

) 

-30c 
(-35, -25

) 

-1 
(-7, 5) 

7c 
(4, 10) 

-2 
(-9, 5) 

7c 
(4, 9) 

-27c 
(-30, -23) 

-38c 
(-42, -34) 

420 mg 
QM 

(N = 220) 
-46c 

(-51, -40) 
-39c 

(-43, -34) 

-40c 
(-44, -36

) 

-25c 
(-29, -22

) 

-33c 
(-41, -26

) 

-7 

(-20, 6) 
8c 

(5, 12) 
-8 

(-21, 5) 
7c 

(2, 11) 
-30c 

(-34, -26) 
-42c 

(-47, -38) 

GAUSS-2 
(statin-intolerant) 

140 mg 
Q2W 

(N = 103) 
-38b 

(-44, -33) 
-32b 

(-36, -27) 

-32b 

(-37, -27
) 

-24b 

(-28, -20
) 

-24b 

(-31, -17
) 

-2 
(-10, 7) 

5 
(1, 10) 

-3 
(-11, 6) 

5a 
(2, 9) 

-27b 
(-32, -23) 

-35b 
(-40, -30) 

420 mg 
QM 

(N = 102) 
-39b 

(-44, -35) 
-35b 

(-39, -31) 

-35b 

(-40, -30
) 

-26b 

(-30, -23
) 

-25b 

(-34, -17
) 

-4 
(-13, 6) 

6 
(1, 10) 

-6 
(-17, 4) 

3 
(-1, 7) 

-30b 
(-35, -25) 

-36b 
(-42, -31) 

MENDEL-2 
(treatment in the 

absence of a 
statin) 

140 mg 
Q2W 

(N = 153) 
-40b 

(-44, -37) 
-36b 

(-39, -32) 

-34b 
(-37, -30

) 

-25b 
(-28, -22

) 

-22b 
(-29, -16

) 

-7 
(-14, 1) 

6a 
(3, 9) 

-9 
(-16, -1) 

3 
(0, 6) 

-29b 
(-32, -26) 

-35b 
(-39, -31) 

420 mg 
QM 

(N = 153) 

-41b 
(-44, -37) 

-35b 
(-38, -33) 

-35b 
(-38, -31

) 

-25b 
(-28, -23

) 

-20b 
(-27, -13

) 

-10 
(-19, -1) 

4 
(1, 7) 

-9 
(-18, 0) 

4a 
(1, 7) 

-28b 
(-31, -24) 

-37b 
(-41, -32) 

Key: Q2W = once every 2 weeks, QM = once monthly, HMD = Primary hypercholesterolaemia and mixed 
dyslipidaemia, a p value < 0.05 when compared with ezetimibe, b p value < 0.001 when compared with 
ezetimibe, c nominal p value < 0.001 when compared with ezetimibe. 
 
Long-term efficacy in primary hypercholesterolaemia and mixed dyslipidaemia 
 
DESCARTES was an international, multicentre, double-blind, randomised, placebo-controlled, 
52-week study in 901 patients with hyperlipidaemia who received diet alone, atorvastatin, or a 
combination of atorvastatin and ezetimibe. Repatha 420 mg once monthly significantly reduced 
LDL-C from baseline at 52 weeks compared with placebo (p < 0.001). Treatment effects were 
sustained over 1 year as demonstrated by reduction in LDL-C from week 12 to week 52. Reduction in 
LDL-C from baseline at week 52 compared with placebo was consistent across background lipid-
lowering therapies optimised for LDL-C and cardiovascular risk. 
 
Repatha significantly reduced TC, ApoB, non-HDL-C, TC/HDL-C, ApoB/ApoA1, VLDL-C, TG and 
Lp(a), and increased HDL-C and ApoA1 at week 52 compared with placebo (p < 0.001) (see table 4). 
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Table 4. Treatment effects of evolocumab compared with placebo in patients with primary 
hypercholesterolaemia and mixed dyslipidaemia - mean percent change from baseline to 
week 52 (%, 95% CI) 
 

Study 
 

Dose 
regimen 

LDL-C 
(%) 

Non-
HDL-

C 
(%) 

ApoB 
(%) 

TC 
(%) 

Lp(a) 
(%) 

VLDL
-C 

(%) 

HDL-
C 

(%) 

TG 
(%) 

ApoA1 
(%) 

TC/ 
HDL-

C ratio 
% 

ApoB/ 
ApoA1 
ratio 

% 

DESCARTES 
420 mg 

QM 
(N = 599) 

-59b 

(-64, -55) 
-50b 

(-54, -46) 
-44b 

(-48, -41) 

-33b 

(-36, -31
) 

-22b 

(-26, -19
) 

-29b 

(-40, -18) 
5b 

(3, 8) 
-12b 

(-17, -6) 
3a 

(1, 5) 
-37b 

(-40, -34) 
-46b 

(-50, -43) 

Key: QM = once monthly, a nominal p value < 0.001 when compared with placebo, b p value < 0.001 when 
compared with placebo. 
 
OSLER and OSLER-2 were two randomised, controlled, open-label extension studies to assess the 
long-,�*&�+���,0��'�����"���0�(����)�,!��"'�)�,"�',+�/!(��(&)%�,���,*��,&�',�"'���4)�*�',5�+,-�0���'�
each extension study, patients were randomised 2:1 to receive either Repatha plus standard of care 
(evolocumab group) or standard of care alone (control group) for the first year of the study. At the end 
of the first year (week 52 in OSLER and week 48 in OSLER-2), patients entered the all Repatha 
period in which all patients received open-label Repatha for either another 4 years (OSLER) or 2 years 
(OSLER-2). 
 
A total of 1,324 patients enrolled in OSLER. Repatha 420 mg once monthly significantly reduced 
LDL-C from baseline at week 12 and week 52 compared with control (nominal p < 0.001). Treatment 
effects were maintained over 272 weeks as demonstrated by reduction in LDL-C from week 12 in the 
parent study to week 260 in the open-label extension. A total of 3,681 patients enrolled in OSLER-2. 
Repatha significantly reduced LDL-C from baseline at week 12 and week 48 compared with control 
(nominal p < 0.001). Treatment effects were maintained as demonstrated by reduction in LDL-C from 
week 12 to week 104 in the open-label extension. Repatha significantly reduced TC, ApoB, 
non-HDL-C, TC/HDL-C, ApoB/ApoA1, VLDL-C, TG and Lp(a), and increased HDL-C and ApoA1 
from baseline to week 52 in OSLER and to week 48 in OSLER-2 compared with control (nominal 
p < 0.001). LDL-C and other lipid parameters returned to baseline within 12 weeks after 
discontinuation of Repatha at the beginning of OSLER or OSLER-2 without evidence of rebound. 
 
TAUSSIG was a multicentre, open-label, 5-year extension study to assess the long-term safety and 
efficacy of Repatha, as an adjunct to other lipid-lowering therapies, in patients with severe familial 
hypercholesterolaemia (FH), including homozygous familial hypercholesterolaemia. A total of 194 
severe familial hypercholesterolaemia (non-HoFH) patients and 106 homozygous familial 
hypercholesterolaemia patients enrolled in TAUSSIG. All patients in the study were initially treated 
with Repatha 420 mg once monthly, except for those receiving lipid apheresis at enrolment who began 
with Repatha 420 mg once every 2 weeks. Dose frequency in non-apheresis patients could be titrated 
up to 420 mg once every 2 weeks based on LDL-C response and PCSK9 levels. Long-term use of 
Repatha demonstrated a sustained treatment effect as evidenced by reduction of LDL-C in patients 
with severe familial hypercholesterolaemia (non-HoFH) (see table 5). 
 
Changes in other lipid parameters (TC, ApoB, non-HDL-C, TC/HDL-C, and ApoB/ApoA1) also 
demonstrated a sustained effect of long-term Repatha administration in patients with severe familial 
hypercholesterolaemia (non-HoFH). 
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Table 5. Effect of evolocumab on LDL-C in patients with severe familial hypercholesterolaemia 
(non-HoFH) � mean percent change from baseline to OLE week 216 (and associated 95% CI) 
 

Patient 
Population 

(N) 

OLE 
Week 12 
(n = 191) 

OLE 
Week 24 
(n = 191) 

OLE 
Week 36 
(n = 187) 

OLE 
Week 48 
(n = 187) 

OLE 
Week 96 
(n = 180) 

OLE 
Week 144 
(n = 180) 

OLE 
Week 192 
(n = 147) 

OLE 
Week 216 
(n = 96) 

Severe FH 
(non-HoFH) 

(N = 194) 

-54.9 
(-57.4, -52.4) 

-54.1 
(-57.0, -51.3) 

-54.7 
(-57.4, -52.0) 

-56.9 
(-59.7, -54.1) 

-53.3 
(-56.9, -49.7) 

-53.5 
(-56.7, -50.2) 

-48.3 
(-52.9, -43.7) 

-47.2 
(-52.8, -41.5) 

Key: OLE = open-label extension, N (n) = Number of evaluable patients (N) and patients with observed LDL-C 
values at specific scheduled visit (n) in the severe familial hypercholesterolaemia (non-HoFH) final analysis set. 
 
The long-term safety of sustained very low levels of LDL-C (i.e. < 0.65 mmol/L [< 25 mg/dL]) has 
not yet been established. Available data demonstrate that there are no clinically meaningful differences 
between the safety profiles of patients with LDL-C levels < 0.65 mmol/L and those with higher 
LDL-C, see section 4.8. 
 
Treatment of heterozygous familial hypercholesterolaemia in paediatric patients 
 
HAUSER-RCT was a randomized, multicentre, placebo-controlled, double-blind, parallel-group, 
24-week trial in 158 paediatric patients aged 10 to < 18 years with heterozygous familial 
hypercholesterolaemia. Patients were required to be on a low-fat diet and must have been receiving 
optimized background lipid-lowering therapy (statin at optimal dose, not requiring up titration). 
Enrolled patients were randomized in a 2:1 ratio to receive 24 weeks of subcutaneous once monthly 
420 mg Repatha or placebo. 
 
The primary efficacy endpoint in this trial was percent change from baseline to week 24 in LDL-C. 
The difference between Repatha and placebo in mean percent change in LDL-C from baseline to week 
24 was 38% (95% CI: 45%, 31%; p < 0.0001). The least squares mean Standard Error(SE) reduction 
(p < 0.0001) in LDL-C from baseline at week 24 was 44% (2%) in the Repatha group and 6% (3%) in 
the placebo group. Mean absolute LDL-C values at week 24 were 104 mg/dL in the Repatha group 
and 172 mg/dL in the placebo group. Reductions in LDL-C were observed by the first post-baseline 
assessment at the week 12 time point and were maintained throughout the trial. 
 
The secondary endpoint of this trial was mean percent change from baseline to weeks 22 and 24 in 
LDL-C, where week 22 reflects the peak and week 24 the trough of the subcutaneous once monthly 
dosing interval, and provides information about the time-averaged effect of Repatha therapy over the 
entire dosing interval. The least squares mean treatment difference between Repatha and placebo in 
mean percent change in LDL-C from baseline to the mean of week 22 and week 24 was 42% (95% CI: 
48%, 36%; p < 0.0001). For additional results, see table 6. 
 
Table 6. Treatment effects of Repatha compared with placebo in paediatric patients with 
heterozygous familial hypercholesterolaemia � mean percent change from baseline to week 24 
(%, 95% CI) 
 

Study Dose 
regimen 

LDL-C 
(%) 

Non-HDL-C 
(%) 

ApoB 
(%) 

TC/ 
HDL-C 
Ratio 
(%) 

ApoB/ 
ApoA1 
Ratio 
(%) 

HAUSER-RCT 
(HeFH 

Paediatric 
Patients) 

420 mg QM 
(N = 104) 

-38.3 
(-45.5, -31.1) 

-35.0 
(-41.8, -28.3) 

-32.5 
(-38.8, -26.1) 

-30.3 
(-36.4, -24.2) 

-36.4 
(-43.0, -29.8) 

QM = monthly (subcutaneous); CI =Confidence Interval; LDL-C = low density lipoprotein cholesterol; HDL-C 
= high density lipoprotein cholesterol; ApoB = apolipoprotein B; ApoA1 = apolipoprotein A1, TC = total 
cholesterol 
All adjusted p-values <0.0001 
N = number of patients randomized and dosed in the full analysis set. 
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HAUSER-OLE was an open-label, single-arm, multicentre, 80 week study of Repatha in 
150 paediatric patients aged 10 to 17 years with HeFH that rolled-over from HAUSER-RCT and 
enrolled 13 de novo paediatric HoFH patients. Patients had to be on a low-fat diet and receiving 
background lipid-lowering therapy. All HeFH patients in this study received 420 mg Repatha 
subcutaneously once monthly (median exposure duration: 18.4 months). The mean (SE) percent 
changes in calculated LDL-C from baseline were: -44.4% (1.7%) at week 12, -41.0% (2.1%) at 
week 48, and -35.2% (2.5%) at week 80. 
The mean (SE) percent change from baseline to week 80 in other lipid endpoints 
were: -32.1% (2.3%) non-HDL-C, -25.1% (2.3%) ApoB, -28.5% (2.0%) TC/HDL-C 
ratio, -30.3% (2.2%) ApoB/ApoA1 ratio, and -24.9% (1.9%) TC. 
 
Treatment of homozygous familial hypercholesterolaemia 
 
TESLA was an international, multicentre, double-blind, randomised, placebo-controlled 12-week 
study in 49 homozygous familial hypercholesterolaemia patients aged 12 to 65 years. Repatha 420 mg 
once monthly, as an adjunct to other lipid-lowering therapies (e.g., statins, bile-acid sequestrants), 
significantly reduced LDL-C and ApoB at week 12 compared with placebo (p < 0.001) (see table 7). 
Changes in other lipid parameters (TC, non-HDL-C, TC/HDL-C, and ApoB/ApoA1) also 
demonstrated a treatment effect of Repatha administration in patients with homozygous familial 
hypercholesterolaemia. 
 
Table 7. Treatment effects of evolocumab compared with placebo in patients with homozygous 
familial hypercholesterolaemia - mean percent change from baseline to week 12 (%, 95% CI) 
 

Study 
 

Dose 
regimen 

LDL-C 
(%) 

Non-
HDL-C 

(%) 

ApoB 
(%) 

TC 
(%) 

Lp(a) 
(%) 

VLDL-
C 

(%) 

HDL-C 
(%) 

TG 
(%) 

TC/ 
HDL-C 

ratio 
% 

ApoB/ 
ApoA1 
ratio 

% 

TESLA 
(HoFH) 

420 mg 
QM 

(N = 33) 

-32b 
(-45, -19) 

-30a 
(-42, -18) 

-23b 
(-35, -11) 

-27a 
(-38, -16) 

-12 
(-25, 2) 

-44 
(-128, 40) 

-0.1 
(-9, 9) 

0.3 
(-15, 16) 

-26a 
(-38, -14) 

-28a 
(-39, -17) 

Key: HoFH = homozygous familial hypercholesterolaemia, QM = once monthly, a nominal p value < 0.001 
when compared with placebo, b p value < 0.001 when compared with placebo. 
Long-term efficacy in homozygous familial hypercholesterolaemia 
 
In TAUSSIG, long-term use of Repatha demonstrated a sustained treatment effect as evidenced by 
reduction of LDL-C of approximately 20% to 30% in patients with homozygous familial 
hypercholesterolaemia not on apheresis and approximately 10% to 30% in patients with homozygous 
familial hypercholesterolaemia on apheresis (see table 8). Changes in other lipid parameters (TC, 
ApoB, non-HDL-C, TC/HDL-C, and ApoB/ApoA1) also demonstrated a sustained effect of long-term 
Repatha administration in patients with homozygous familial hypercholesterolaemia. Reductions in 
LDL-C and changes in other lipid parameters in 14 ��(%�+��',�)�,"�',+��� ���2 12 to < 18 years) with 
homozygous familial hypercholesterolaemia are comparable to those in the overall population of 
patients with homozygous familial hypercholesterolaemia. 
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Table 8. Effect of evolocumab on LDL-C in patients with homozygous familial 
hypercholesterolaemia - mean percent change from baseline to OLE week 216 (and associated 
95% CI) 
 

Patient 
Population (N) 

OLE 
Week 12 

OLE 
Week 24 

OLE 
Week 36 

OLE 
Week 48 

OLE 
Week 96 

OLE 
Week 144 

OLE 
Week 192 

OLE 
Week 216 

HoFH 
(N = 106) 

-21.2 
(-26.0, -16.3) 

(n = 104) 

-21.4 
(-27.8, -15.0) 

(n = 99) 

-27.0 
(-32.1, -21.9) 

(n = 94) 

-24.8 
(-31.4, -18.3) 

(n = 93) 

-25.0 
(-31.2, -18.8) 

(n = 82) 

-27.7 
(-34.9, -20.5) 

(n = 79) 

-27.4 
(-36.9, -17.8) 

(n = 74) 

-24.0 
(-34.0, -14.0) 

(n = 68) 

Non-apheresis 
(N = 72) 

-22.7 
(-28.1, -17.2) 

(n = 70) 

-25.8 
(-33.1, -18.5) 

(n = 69) 

-30.5 
(-36.4, -24.7) 

(n = 65) 

-27.6 
(-35.8, -19.4) 

(n = 64) 

-23.5 
(-31.0, -16.0) 

(n = 62) 

-27.1 
(-35.9, -18.3) 

(n = 60) 

-30.1 
(-37.9, -22.2) 

(n = 55) 

-23.4 
(-32.5, -14.2) 

(n = 50) 

Apheresis 
(N = 34) 

-18.1 
(-28.1, -8.1) 

(n = 34) 

-11.2 
(-24.0, 1.7) 

(n = 30) 

-19.1 
(-28.9, -9.3) 

(n = 29) 

-18.7 
(-29.5, -7.9) 

(n = 29) 

-29.7 
(-40.6, -18.8) 

(n = 20) 

-29.6 
(-42.1, -17.1) 

(n = 19) 

-19.6 
(-51.2, 12.1) 

(n = 19) 

-25.9 
(-56.4, 4.6) 

(n = 18) 

Key: OLE = open-label extension. N (n) = Number of evaluable patients (N) and patients with observed LDL-C 
values at specific schedule visit (n) in the HoFH final analysis set. 
 
HAUSER-OLE was an open-label, single-arm, multicentre, 80-week trial in 12 HofH subjects to 
evaluate the safety, tolerability and efficacy of Repatha for LDL-C reduction in paediatric patients 
�*(&�� ���2 10 to < 18 years of age with homozygous familial hypercholesterolaemia. Patients had to 
be on a low-fat diet and receiving background lipid-lowering therapy. All patients in the study 
received 420 mg Repatha subcutaneously once monthly. Median (Q1, Q3) LDL-C at baseline was 398 
(343, 475) mg/dL. The median (Q1, Q3) percent change in LDL-C from baseline to week 80 
was -14% (-41, 4). Reductions in LDL-C were observed by the first assessment at week 12 and was 
maintained throughout the trial, median (Q1, Q3) reductions ranging between 12% (-3, 32) and 15% 
(-4, 39). For additional results, please see table 9. 
 
Table 9. Treatment effects of evolocumab compared with placebo in patients with homozygous 
familial hypercholesterolaemia � median (Q1, Q3) percent change from baseline to week 80 
 

Study Dose 
regimen 

LDL-C 
(%) 

Non-HDL-C 
(%) 

ApoB 
(%) 

TC/ 
HDL-C 
Ratio 
(%) 

ApoB/ 
ApoA1 
Ratio 
(%) 

HAUSER-
OLE (HoFH 

Paediatric 
Patients) 

420 mg QM 
(N = 12) 

-14.3 
(-40.6, 3.5) 

-13 
(-40.7, 2.7) 

-19.1 
(-33.3, 11.6) 

-3.7 
(-41.6, 7.6) 

-3 
(-35.7, 9.3) 

QM = monthly (subcutaneous); LDL-C = low density lipoprotein cholesterol; HDL-C = high density lipoprotein 
cholesterol; ApoB = apolipoprotein B; ApoA1 = apolipoprotein A1, TC = total cholesterol 
N = number of patients randomized and dosed in the interim analysis set. 
 
Effect on atherosclerotic disease burden 
 
The effects of Repatha 420 mg once monthly on atherosclerotic disease burden, as measured by 
intravascular ultrasound (IVUS), were evaluated in a 78-week double-blind, randomised, placebo 
controlled study in 968 patients with coronary artery disease on a stable background of optimal statin 
therapy. Repatha reduced both percent atheroma volume (PAV; 1.01% [95% CI 0.64, 1.38], 
p < 0.0001) and total atheroma volume (TAV; 4.89 mm3 [95% CI 2.53, 7.25], p < 0.0001) compared 
with placebo. Atherosclerotic regression was observed in 64.3% (95% CI 59.6, 68.7) and 47.3% 
(95% CI 42.6, 52.0) of patients who received Repatha or placebo respectively when measured by 
PAV. When measured by TAV, atherosclerotic regression was observed in 61.5% (95% CI 56.7, 66.0) 
and 48.9% (95% CI 44.2, 53.7) of patients who received Repatha or placebo respectively. The study 
did not investigate the correlation between atherosclerotic disease regression and cardiovascular 
events. 
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Cardiovascular risk reduction in adults with established atherosclerotic cardiovascular disease 
 
The Repatha Outcomes Study (FOURIER) was a randomised, event-driven, double-blind study of 
27,564 subjects, aged between 40 and 86 years (mean age 62.5 years), with established atherosclerotic 
CV disease; 81% had a prior MI event, 19% had a prior stroke event and 13% had peripheral arterial 
disease. Over 99% of patients were on moderate to high intensity statin and at least one other 
cardiovascular medicine such as anti-platelet agents, beta blockers, Angiotensin-Converting Enzyme 
(ACE) inhibitors, or angiotensin receptor blockers; median (Q1, Q3) baseline LDL-C was 2.4 mmol/L 
(2.1, 2.8). Absolute CV risk was balanced between treatment groups, in addition to the index event all 
patients had at least 1 major or 2 minor CV risk factors; 80% had hypertension, 36% had diabetes 
mellitus, and 28% were daily smokers. Patients were randomised 1:1 to either Repatha (140 mg every 
two weeks or 420 mg once every month) or matching placebo; the mean duration of patient follow-up 
was 26 months. 
 
A substantial reduction of LDL-C was observed throughout the study, with achieved median LDL-C 
ranges of 0.8 to 0.9 mmol/L at each assessment; 25% of patients achieved a LDL-C concentration less 
than 0.5 mmol/L. Despite the very low levels of LDL-C achieved, no new safety issues were observed 
(see section 4.8); the frequencies of new onset diabetes and cognitive events were comparable in 
patients who achieved LDL-C levels < 0.65 mmol/L and those with higher LDL-C. 
 
Repatha significantly reduced the risk of cardiovascular events defined as the composite of time to 
first CV death, MI, stroke, coronary revascularisation, or hospitalisation for unstable angina (see 
table 10); the Kaplan-Meier curves for the primary and key secondary composite endpoints separated 
at approximately 5 months (see figure 1 for the MACE three year Kaplan-Meier curve). The relative 
risk of the MACE composite (CV death, MI, or stroke) was significantly reduced by 20%. The 
treatment effect was consistent across all subgroups (including age, type of disease, baseline LDL-C, 
baseline statin intensity, ezetimibe use, and diabetes) and was driven by a reduction in the risk of 
myocardial infarction, stroke and coronary revascularisation; no significant difference was seen on 
cardiovascular or all-cause mortality however the study was not designed to detect such a difference. 
 
Table 10. Effect of evolocumab on major cardiovascular events 
 

 

Placebo 
(N = 13,780) 

n (%) 

Evolocumab 
(N = 13,784) 

n (%) 
Hazard ratioa 

(95% CI) p valueb 
MACE+ (composite of MACE, 
coronary revascularisation, or 
hospitalisation for unstable angina) 

1,563 (11.34) 1,344 (9.75) 0.85 (0.79, 0.92) < 0.0001 

MACE (composite of CV death, MI, or 
stroke) 

1,013 (7.35) 816 (5.92) 0.80 (0.73, 0.88) < 0.0001 

Cardiovascular death 240 (1.74) 251 (1.82) 1.05 (0.88, 1.25) 0.62 
All-cause mortality 426 (3.09) 444 (3.22) 1.04 (0.91, 1.19) 0.54 
Myocardial infarction (fatal/non-fatal) 639 (4.64) 468 (3.40) 0.73 (0.65, 0.82) < 0.0001c 
Stroke (fatal/non-fatal) d 262 (1.90) 207 (1.50) 0.79 (0.66, 0.95) 0.0101c 
Coronary revascularisation 965 (7.00) 759 (5.51) 0.78 (0.71, 0.86) < 0.0001c 
Hospitalisation for unstable anginae 239 (1.7) 236 (1.7) 0.99 (0.82, 1.18) 0.89 

a Based on a Cox model stratified by the randomisation stratification factors collected via Interactive Voice Response System 
(IVRS). 
b 2-sided log-rank test stratified by randomisation stratification factors collected via IVRS. 
c Nominal significance. 
d The treatment effect on stroke was driven by a reduction in risk of ischaemic stroke; there was no effect on haemorrhagic or 
undetermined stroke. 
e Assessment of time to hospitalisation for unstable angina was ad-hoc. 
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Figure 1. Time to a MACE event (composite of CV death, MI, or stroke); 3-year Kaplan-Meier 
 

 
 
Effect on LDL-C during acute phase of Acute Coronary Syndromes (ACS) 
 
EVOPACS was a single country, multicentre, double-blind, randomised, 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. Randomisation was 
+,*�,"�"����0�+,-�0���',*���'��)*�+�'���(��+,��%��+,�,"'�,*��,&�',�/",!"'�2 4 weeks prior to enrolment. 
�(+,�+-�#��,+��
�	��������/�*��'(,�('�+,��%��+,�,"'�,*��,&�',��(*�2 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% CI) 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. 
 
5.2 Pharmacokinetic properties 
 
Absorption and distribution 
 
Following a single subcutaneous dose of 140 mg or 420 mg evolocumab administered to healthy 
adults, median peak serum concentrations were attained in 3 to 4 days. Administration of single 
subcutaneous dose of 140 mg resulted in a Cmax mean (SD) of 13.0 (10.4) 6 �&���'�����last mean 
(SD) of 96.5 (78.7) ��016 �&�. Administration of single subcutaneous dose 420 mg resulted in a Cmax 
mean (SD) of 46.0 (17.2) 6 �&���'�����last mean (SD) of 842 (333) ��016 �&�. Three subcutaneous 
140 mg doses were bioequivalent to a single subcutaneous 420 mg dose. The absolute bioavailability 
after SC dosing was determined to be 72% from pharmacokinetic models. 
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Following a single 420 mg evolocumab intravenous dose, the mean (SD) steady-state volume of 
distribution was estimated to be 3.3 (0.5) L, suggesting evolocumab has limited tissue distribution. 
 
Biotransformation 
 
Evolocumab is composed solely of amino acids and carbohydrates as native immunoglobulin and is 
unlikely to be eliminated via hepatic metabolic mechanisms. Its metabolism and elimination are 
expected to follow the immunoglobulin clearance pathways, resulting in degradation to small peptides 
and individual amino acids. 
 
Elimination 
 
Evolocumab was estimated to have an effective half-life of 11 to 17 days. 
 
In patients with primary hypercholesterolaemia or mixed dyslipidaemia on high dose statin, the 
systemic exposure of evolocumab was slightly lower than in subjects on low-to-moderate dose statin 
(the ratio of AUClast 0.74 [90% CI 0.29; 1.9]). An approximately 20% increase in the clearance is in 
part mediated by statins increasing the concentration of PCSK9 which did not adversely impact the 
pharmacodynamic effect of evolocumab on lipids. Population pharmacokinetic analysis indicated no 
appreciable differences in evolocumab serum concentrations in hypercholesterolaemic patients (non-
familial hypercholesterolaemia or familial hypercholesterolaemia) taking concomitant statins. 
 
Linearity/non-linearity 
 
Following a single 420 mg intravenous dose, the mean (SD) systemic clearance was estimated to be 
12 (2) mL/hr. In clinical studies with repeated subcutaneous dosing over 12 weeks, dose proportional 
increases in exposure were observed with dose regimens of 140 mg and greater. An approximate two 
to three-fold accumulation was observed in trough serum concentrations (Cmin (SD) 7.21 (6.6)) 
following 140 mg doses every 2 weeks or following 420 mg doses administered monthly (Cmin (SD) 
11.2 (10.8)), and serum trough concentrations approached steady-state by 12 weeks of dosing. 
 
No time dependent changes were observed in serum concentrations over a period of 124 weeks. 
 
Renal impairment 
 
No dose adjustment is necessary in patients with renal impairment. Data from the evolocumab clinical 
trials did not reveal a difference in pharmacokinetics of evolocumab in patients with mild or moderate 
renal impairment relative to non-renally impaired patients. 
 
In a clinical trial of 18 patients with either normal renal function (estimated glomerular filtration rate 
[eGFR] 2 90 mL/min/1.73 m2, n = 6), severe renal impairment (eGFR 15 to 29 mL/min/1.73 m2, 
n = 6), or end-stage renal disease (ESRD) receiving haemodialysis (n = 6), exposure to unbound 
evolocumab as assessed by Cmax after a single 140 mg subcutaneous dose was decreased by 30% in 
patients with severe renal impairment and by 45% in patients with ESRD receiving haemodialysis. 
Exposure as assessed by AUClast was decreased by approximately 24% in patients with severe renal 
impairment and by approximately 45% in patients with ESRD receiving haemodialysis. The exact 
mechanism of PK differences is unknown; however, differences in body weight could not explain 
these differences. Some factors including small sample size and large inter-subject variability should 
be considered when interpreting the results. The pharmacodynamics and safety of evolocumab in 
patients with severe renal impairment and ESRD were similar to patients with normal renal function, 
and there were no clinically meaningful differences in LDL-C lowering. Therefore, no dose 
adjustments are necessary in patients with severe renal impairment or ESRD receiving haemodialysis. 
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Hepatic impairment 
 
No dose adjustment is necessary in patients with mild hepatic impairment (Child-Pugh class A). 
Single 140 mg subcutaneous doses of evolocumab were studied in 8 patients with mild hepatic 
impairment, 8 patients with moderate hepatic impairment and 8 healthy subjects. The exposure to 
evolocumab was found to be approximately 40-50% lower compared to healthy subjects. However, 
baseline PCSK9 levels and the degree and time course of PCSK9 neutralisation were found to be 
similar between patients with mild or moderate hepatic impairment and healthy volunteers. This 
resulted in similar time course and extent of absolute LDL-C lowering. Evolocumab has not been 
studied in patients with severe hepatic impairment (Child-Pugh class C) (see section 4.4). 
 
Body weight 
 
Body weight was a significant covariate in population PK analysis impacting evolocumab trough 
concentrations, however there was no impact on LDL-C reduction. Following repeat subcutaneous 
administration of 140 mg every 2 weeks, the 12-week trough concentrations were 147% higher and 
70% lower in patients of 69 kg and 93 kg respectively, than that of the typical 81 kg subject. Less 
impact from body weight was seen with repeated subcutaneous evolocumab 420 mg monthly doses. 
 
Other special populations 
 
Population pharmacokinetic analyses suggest that no dose adjustments are necessary for age, race or 
gender. The pharmacokinetics of evolocumab were influenced by body weight without having any 
notable effect on LDL-C lowering. Therefore, no dose adjustments are necessary based on body 
weight. 
 
�!��)!�*&��($"'�,"�+�(����)�,!��/�*���.�%-�,���"'�	���)���"�,*"��)�,"�',+�� ���2 10 to < 18 years 
with heterozygous familial hypercholesterolaemia (HAUSER-RCT). Following subcutaneous 
administration of 420 mg Repatha once monthly, mean (SD) trough serum concentrations were 22.4 
(14.7) mcg/mL, 64.9 (34.4) mcg/mL and 25.8 (19.2) mcg/mL over the Week 12, Week 22 and 
Week 24 time points, respectively. The pharmacokinetics of Repatha were evaluated in 12 paediatric 
)�,"�',+�� ���2 10 to < 18 years with homozygous familial hypercholesterolaemia (HAUSER-OLE). 
Following subcutaneous administration of 420 mg Repatha once monthly, mean (SD) serum trough 
concentrations were 20.3 (14.6) mcg/mL and 17.6 (28.6) mcg/mL at Week 12 and Week 80, 
respectively. 
 
5.3 Preclinical safety data 
 
Evolocumab was not carcinogenic in hamsters at exposures much higher than patients receiving 
evolocumab at 420 mg once monthly. The mutagenic potential of evolocumab has not been evaluated. 
 
In hamsters and cynomolgus monkeys at exposures much higher than patients receiving 420 mg 
evolocumab once monthly, no effect on male or female fertility was observed. 
 
In cynomolgus monkeys at exposures much higher than patients receiving 420 mg evolocumab once 
monthly, no effects on embryo-foetal or postnatal development (up to 6 months of age) were observed. 
 
Apart from a reduced T-cell Dependent Antibody Response in cynomolgus monkeys immunised with 
keyhole limpet haemocyanin (KLH) after 3 months of treatment with evolocumab, no adverse effects 
were observed in hamsters (up to 3 months) and cynomolgus monkeys (up to 6 months) at exposures 
much higher than patients receiving evolocumab at 420 mg once monthly. The intended 
pharmacological effect of decreased serum LDL-C and total cholesterol were observed in these studies 
and was reversible upon cessation of treatment. 
 
In combination with rosuvastatin for 3 months, no adverse effects were observed in cynomolgus 
monkeys at exposures much higher than patients receiving 420 mg evolocumab once monthly. 
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Reductions in serum LDL-C and total cholesterol were more pronounced than observed previously 
with evolocumab alone, and were reversible upon cessation of treatment. 
 
 
6. PHARMACEUTICAL PARTICULARS 
 
6.1 List of excipients 
 
Proline 
Glacial acetic acid 
Polysorbate 80 
Sodium hydroxide (for pH adjustment) 
Water for injections 
 
6.2 Incompatibilities 
 
In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal 
products. 
 
6.3 Shelf life 
 
Repatha 140 mg solution for injection in pre-filled autoinjector 
 
The expiry date is indicated on the packaging. 
 
If removed from the refrigerator, Repatha may be stored at room temperature (up to 25°C) in the 
original carton and must be used within 1 month. 
 
6.4 Special precautions for storage 
 
Store in a refrigerator (2°C 3 8°C). Do not freeze. 
 
Repatha 140 mg solution for injection in pre-filled autoinjector 
 
Store in the original carton in order to protect from light. 
 
6.5 Nature and contents of container 
 
Repatha 140 mg solution for injection in pre-filled autoinjector 
 
One mL solution in a single use pre-filled autoinjector made from type I glass with stainless steel 
27 gauge needle. 
 
The needle cover of the pre-filled autoinjector is made from dry natural rubber (a derivative of latex, 
see section 4.4). 
 
Pack sizes of one, two, three pre-filled autoinjectors or multipacks containing 6 (3 packs of 2) pre-
filled autoinjectors. 
 
Not all pack sizes may be marketed. 
 
6.6 Special precautions for disposal and other handling 
 
Before administration, the solution should be inspected. The solution should not be injected if it 
contains particles, or is cloudy or discoloured. To avoid discomfort at the site of injection, the 
medicinal product should be allowed to reach room temperature (up to 25ºC) before injecting. The 
entire contents should be injected. 
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Any unused medicinal product or waste material should be disposed of in accordance with local 
requirements. 
 
 
7. MARKETING AUTHORISATION HOLDER 
 
PT. Tunggal Idaman Abdi 
Jl. Jend. Ahmad Yani No. 7 
Jakarta 13230, Indonesia 
 
8. MANUFACTURER 
 
Amgen Manufacturing Limited LLC 
State Road 31, Km 24.6, Juncos, 
Puerto Rico, 00777-4060, United States  
 
 
9. MARKETING AUTHORISATION NUMBER(S) 
 
DKI2441501443A1 
 
ON MEDICAL PRESCRIPTION ONLY 
HARUS DENGAN RESEP DOKTER 
 
 
10. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION 
 
Date of first authorisation: 29 November 2022  
 
 
11. DATE OF REVISION OF THE TEXT 
 
December 2024 
 
Version: IDREPAIPI04 
 
 

 
 
REPATHA® is a registered trademark owned or licensed by Amgen Inc., its subsidiaries, or affiliates. 
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Informasi Produk untuk Pasien 

 
Repatha® 140 mg larutan injeksi dalam pre-filled autoinjector 

evolocumab 
 

Baca isi leaflet ini dengan seksama sebelum Anda mulai menggunakan obat ini 
karena leaflet ini mengandung informasi yang penting bagi Anda. 
- Simpan leaflet ini. Anda mungkin perlu membacanya lagi. 
- Jika Anda memiliki pertanyaan lebih lanjut, tanyakan kepada dokter, apoteker atau 

perawat Anda. 
- Obat ini diresepkan hanya untuk Anda. Jangan memberikannya kepada orang lain. 

Ini mungkin dapat membahayakan mereka, bahkan jika gejala penyakit mereka sama 
dengan Anda.  

- Jika Anda mengalami efek samping, bicarakan dengan dokter, apoteker atau perawat 
Anda. Ini termasuk efek samping yang mungkin tidak tercantum dalam leaflet ini. 
Lihat bagian 4. 

- Peringatan dan petunjuk dalam leaflet ini ditujukan untuk orang yang mengonsumsi 
obat ini. Jika Anda adalah orang tua atau pengasuh yang bertanggung jawab untuk 
memberikan obat ini kepada orang lain, seperti anak-anak, Anda perlu melakukan 
sebagaimana mestinya. 
 

 
Apa saja yang ada pada leaflet ini 
1. Apakah Repatha itu dan apa kegunaannya 
2. Apa yang perlu Anda ketahui sebelum Anda menggunakan Repatha  
3. Bagaimana cara penggunaan Repatha 
4. Kemungkinan efek samping 
5. Bagaimana cara penyimpanan Repatha 
6. Isi kemasan dan informasi lainnya 

 
 

1. Apakah Repatha itu dan apa kegunaannya 
 
Apakah Repatha itu dan bagaimana kerjanya 
 
Repatha adalah obat yang menurunkan kadar kolesterol 'jahat', sejenis lemak, dalam 
darah. 
 
Repatha mengandung zat aktif evolocumab, antibodi monoklonal (sejenis protein khusus 
yang dirancang untuk menempel pada zat target dalam tubuh). Evolocumab dirancang 
untuk menempel pada suatu zat yang disebut PCSK9 yang mempengaruhi kemampuan 
hati untuk menyerap kolesterol. Dengan penempelan tersebut, dan pembersihan PCSK9, 
obat dapat meningkatkan jumlah kolesterol yang masuk ke dalam hati dan dengan 
demikian dapat menurunkan tingkat kolesterol dalam darah. 
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Apakah kegunaan Repatha 
 
Repatha digunakan sebagai tambahan untuk diet menurunkan kolesterol Anda jika Anda: 
x orang dewasa dengan kadar kolesterol tinggi dalam darah (hiperkolesterolemia primer 

[heterozigot familial dan non-familial] atau dislipidaemia campuran). Obat diberikan: 
- bersama dengan statin atau obat penurun kolesterol lainnya, jika dosis 

maksimum statin tidak dapat menurunkan kadar kolesterol dalam jumlah yang 
cukup. 

- sendiri atau bersama dengan obat penurun kolesterol lainnya saat statin tidak 
bekerja dengan baik atau tidak bisa digunakan. 

x anak berusia 10 tahun dan lebih tua dengan kadar kolesterol tinggi dalam darah 
karena suatu kondisi dalam keluarga Anda (hiperkolesterolemia familial heterozigot 
atau HeFH). Obat diberikan sendiri atau bersama dengan obat penurun kolesterol 
lainnya. 

x orang dewasa atau anak berusia 10 tahun dan lebih tua dengan kadar kolesterol tinggi 
dalam darah karena suatu kondisi dalam keluarga Anda (hiperkolesterolemia familial 
homozigot atau HoFH). Obat diberikan bersama dengan perawatan penurun 
kolesterol lainnya. 

x orang dewasa dengan kadar kolesterol tinggi dalam darah dan menderita penyakit 
kardiovaskular aterosklerosis (riwayat serangan jantung, stroke, atau masalah 
pembuluh darah). Obat diberikan: 
- bersama dengan statin atau obat penurun kolesterol lainnya, jika dosis 

maksimum statin tidak dapat menurunkan kadar kolesterol dalam jumlah yang 
cukup. 

- sendiri atau bersama dengan obat penurun kolesterol lainnya saat statin tidak 
bekerja dengan baik atau tidak bisa digunakan. 

 
Repatha digunakan pada pasien yang tidak dapat mengendalikan kadar kolesterol 
mereka sendiri dengan diet menurunkan kolesterol. Anda harus tetap menjalani diet 
menurunkan kolesterol saat menggunakan obat ini. Repatha dapat membantu mencegah 
serangan jantung, stroke, dan masalah jantung tertentu untuk memulihkan aliran darah 
ke jantung karena penumpukan timbunan lemak di arteri Anda (dikenal juga sebagai 
penyakit kardiovaskular aterosklerosis). 
 
 
2. Apa yang perlu Anda ketahui sebelum Anda menggunakan Repatha 

 
Jangan menggunakan Repatha jika Anda alergi terhadap evolocumab atau bahan lain 
yang terkandung dalam obat ini (tercantum pada bagian 6). 
 
Peringatan dan perhatian 
 
Bicaralah dengan dokter, apoteker atau perawat Anda sebelum menggunakan Repatha 
jika Anda memiliki penyakit hati. 
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Penutup jarum pada pre-filled autoinjector terbuat dari karet alam kering (turunan dari 
lateks), yang dapat menyebabkan reaksi alergi. 
 
Anak-anak dan remaja 
 
Penggunaan Repatha telah diteliti pada anak berusia 10 tahun dan lebih tua yang sedang 
mendapatkan perawatan hiperkolesterolemia familial heterozigot atau homozigot. 
 
Penggunaan Repatha belum pernah diteliti pada anak di bawah usia 10 tahun. 
 
 
Obat – obatan lain dan Repatha 
 
Beritahu dokter atau apoteker Anda jika Anda sedang mengkonsumsi, baru saja 
mengkonsumsi atau mungkin mengkonsumsi obat-obatan lainnya. 
 
Kehamilan dan menyusui 
 
Jika Anda sedang hamil atau menyusui, kemungkinan hamil atau berencana untuk 
memiliki bayi, tanyakan saran dokter atau apoteker Anda sebelum minum obat ini. 
 
Belum pernah dilakukan penelitian pada wanita hamil. Tidak diketahui apakah Repatha 
berbahaya terhadap janin. 
 
Tidak diketahui apakah Repatha ditemukan dalam Air Susu Ibu. 
 
Sangat penting untuk memberitahu dokter Anda jika Anda sedang menyusui atau 
berencana untuk melakukannya. Dokter Anda akan membantu Anda memutuskan 
apakah berhenti menyusui, atau apakah berhenti menggunakan Repatha, dengan 
mempertimbangkan manfaat menyusui terhadap bayi dan manfaat menggunakan 
Repatha untuk Ibu. 
 
Mengemudi dan menjalankan mesin 
 
Repatha tidak memiliki pengaruh atau pengaruh dapat diabaikan pada kemampuan 
mengemudi dan menjalankan mesin. 
 
Repatha mengandung natrium 
 
Obat ini mengandung kurang dari 1 mmol sodium (23 mg) per dosis, pada dasarnya 
'bebas natrium'. 
 
 
3. Bagaimana cara penggunaan Repatha 
 
Selalu gunakan obat ini sesuai petunjuk dokter. Tanyakan ke dokter jika Anda ragu. 
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Dosis rekomendasi tergantung pada kondisi yang mendasarinya: 
x untuk dewasa dengan hiperkolesterolemia primer dan dislipidaemia campuran 

dosisnya antara 140 mg setiap 2 minggu atau 420 mg sebulan sekali. 
x untuk anak berusia 10 tahun dan lebih tua dengan hiperkolesterolemia familial 

heterozigot dosisnya adalah 140 mg setiap 2 minggu atau 420 mg sebulan sekali. 
x untuk dewasa atau anak berusia 10 tahun dan lebih tua dengan hiperkolesterolemia 

familial homozigot dosis awal yang direkomendasikan adalah 420 mg sebulan sekali. 
Setelah 12 minggu dokter Anda mungkin memutuskan untuk meningkatkan dosis 
menjadi 420 mg setiap dua minggu. Jika Anda juga menerima apheresis, suatu 
prosedur yang mirip dengan dialisis dimana kolesterol dan lemak lainnya dikeluarkan 
dari darah, dokter Anda mungkin memutuskan untuk memulai dengan dosis 420 mg 
setiap dua minggu bertepatan dengan perawatan apheresis Anda. 

x untuk dewasa dengan riwayat penyakit kardiovaskular aterosklerosis (riwayat 
serangan jantung, stroke, atau masalah pembuluh darah) dosisnya 140 mg setiap dua 
minggu atau 420 mg sebulan sekali. 

 
Repatha diberikan berupa suntikan di bawah kulit (subkutan). 
 
Jika dokter Anda meresepkan dosis 420 mg Anda harus menggunakan tiga pre-filled 
autoinjector karena masing-masing pre-filled autoinjector hanya mengandung 140 mg 
obat. Setelah mencapai suhu kamar, semua suntikan harus diberikan dalam waktu 30 
menit. 
 
Jika dokter Anda memutuskan bahwa Anda atau pengasuh Anda dapat melakukan 
suntikan Repatha, Anda atau pengasuh Anda harus mendapat pelatihan tentang 
bagaimana menyiapkan dan menyuntikkan Repatha dengan benar. Jangan mencoba 
menyuntikkan Repatha sampai Anda diperlihatkan bagaimana melakukannya oleh dokter 
atau perawat Anda. 
 
Lihat "Petunjuk Penggunaan" secara rinci untuk mengetahui petunjuk tentang cara 
menyimpan, menyiapkan, dan melakukan suntikan Repatha di rumah. Saat 
menggunakan pre-filled autoinjector, letakkan ujung autoinjector yang benar (kuning) 
pada kulit sebelum menyuntikkan. 
 
Sebelum mulai menggunakan Repatha, Anda harus menjalani diet untuk menurunkan 
kolesterol Anda. Anda harus tetap menjalani diet menurunkan kolesterol saat 
menggunakan Repatha. 
 
Jika dokter Anda telah meresepkan Repatha bersama dengan dengan obat penurun 
kolesterol lainnya, ikuti saran Anda dokter tentang bagaimana cara mengkonsumsi obat-
obatan ini bersama-sama. Dalam kasus ini, mohon baca petunjuk dosis dalam leaflet 
obat tertentu juga.  
 
Jika Anda menggunakan lebih banyak Repatha daripada seharusnya 
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Segera hubungi dokter atau apoteker Anda. 
 
Jika Anda lupa menggunakan Repatha 
 
Gunakan Repatha sesegera mungkin setelah dosis yang terlewat. Kemudian hubungi 
dokter Anda yang akan memberitahu kapan jadwal pemberian dosis selanjutnya, ikuti 
jadwal terbaru persis seperti yang dikatakan dokter Anda. 
 
 
4. Kemungkinan efek samping 
 
Seperti semua obat-obatan, obat ini dapat menimbulkan efek samping, meskipun tidak 
semua orang mengalaminya. 
 
Umum (dapat mempengaruhi hingga 1 dari 10 orang) 
x Flu (suhu meningkat, sakit tenggorokan, hidung berair, batuk dan menggigil) 
x Pilek, seperti hidung berair, sakit tenggorokan atau infeksi sinus (nasofaring atau 

infeksi saluran pernafasan atas) 
x Merasa sakit (mual) 
x Nyeri punggung 
x Nyeri sendi (arthralgia) 
x Nyeri Otot 
x Reaksi pada tempat penyuntikan, seperti kemerahan, memar, berdarah, nyeri atau 

bengkak 
x Reaksi alergi termasuk ruam 
x Sakit kepala 

 
Tidak umum (dapat mempengaruhi hingga 1 dari 100 orang) 
x Gatal-gatal, benjolan merah pada kulit yang terasa gatal (urtikaria) 
x Gejala seperti flu 
 
Jarang (dapat mempengaruhi hingga 1 dari 1,000 orang) 
x Bengkak pada wajah, mulut, lidah, atau tenggorokan (angioedema) 
 
Pelaporan efek samping 
 
Jika Anda mengalami efek samping, bicarakan dengan dokter, apoteker atau perawat 
Anda. Ini termasuk efek samping yang mungkin tidak tercantum dalam leaflet ini. 
Pelaporan efek samping dapat dilakukan secara langsung melalui +62 21 21684084 atau 
IDsafety@zuelligpharma.com. Dengan melaporkan efek samping Anda dapat membantu 
menyediakan informasi keamanan obat ini. 
 
 
5. Bagaimana cara penyimpanan Repatha 
 
Jauhkan obat ini dari jangkauan dan penglihatan anak-anak. 
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Jangan menggunakan obat ini setelah tanggal kadaluarsa yang tertera pada label dan 
dus setelah EXP. 
 
Simpan pada lemari pendingin (2°C - 8°C). Jangan dibekukan. 
Simpan di dalam dus agar terlindung dari cahaya. 
 
Pre-filled autoinjector Anda bisa dikeluarkan dari lemari pendingin untuk mencapai suhu 
ruangan (hingga 25°C) sebelum penyuntikan. Ini akan membuat penyuntikan menjadi 
lebih nyaman. Setelah dikeluarkan dari lemari pendingin, Repatha dapat disimpan pada 
suhu ruangan (hingga 25°C) dalam dus aslinya dan harus digunakan dalam waktu 1 
bulan. 
 
Jangan gunakan obat ini jika Anda melihat perubahan warna atau terdapat gumpalan 
besar, serpihan atau partikel berwarna. 
 
Jangan membuang obat-obatan melalui air limbah atau limbah rumah tangga. 
 
Tanyakan kepada apoteker bagaimana cara membuang obat-obatan yang sudah tidak 
digunakan. Langkah ini dapat membantu melindungi lingkungan. 
 
 
6. Isi kemasan dan informasi lainnya 
 
Apakah kandungan Repatha 
- Zat aktifnya adalah evolocumab. Setiap SureClick® pre-filled autoinjector 

mengandung 140 mg evolocumab dalam 1 mL larutan. 
- Bahan-bahan lainnya adalah prolin, asam asetat glasial, polisorbat 80, natrium 

hidroksida, air untuk injeksi. 
 
Seperti apa Repatha dan isi kemasannya 
 
Repatha adalah cairan jernih sampai opalescent, tidak berwarna hingga kekuningan, dan 
praktis bebas dari partikel.  
 
Setiap dus berisi satu, dua, tiga atau enam SureClick® pre-filled autoinjector sekali pakai. 
 
Tidak semua ukuran kemasan mungkin dipasarkan. 
 
Pemilik Izin Edar: 
PT. Tunggal Idaman Abdi 
Jl. Jend. Ahmad Yani No. 7 
Jakarta 13230, Indonesia 
 
Diproduksi oleh: 
Amgen Manufacturing Limited LLC 
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State Road 31, Km 24.6, Juncos, 
Puerto Rico, 00777-4060, United States 
 
Nomor Izin Edar: 
DKI2441501443A1 
 
HARUS DENGAN RESEP DOKTER 
 
Leaflet ini direvisi terakhir kali pada Desember 2024. 
IDREPAIPIL04 
 
 

 
  
REPATHA® and SURECLICK® are trademarks owned or licensed by Amgen Inc., its subsidiaries, or 
affiliates. 
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Cara Penggunaan: 
Repatha® single use SureClick® pre-filled autoinjector 

 
Keterangan Penggunaan Alat 

 
Sebelum Penggunaan  Setelah Penggunaan 

 
 

Tombol awal 
berwarna abu-abu 

 

Tanggal 
kadaluarsa 

Window 

Obat 

Penutup oranye 
tertutup 

 

Pelindung 
penutup 
kuning 
(jarum di 
dalam) 
 

 

Tanggal kadaluarsa 

Window berwarna 
kuning (Komplit 
injeksi) 

Pelindung penutup 
kuning (jarum di 
dalam)  

Penutup oranye 
terbuka 

 

Penting: Jarum terdapat di dalam alat 

 
 
 

Penting 

Sebelum menggunakan Repatha pre-filled autoinjector, baca informasi penting berikut: 

●  Jangan membekukan atau menggunakan Repatha pre-filled autoinjector jika telah beku. 

●  Jangan melepaskan penutup oranye dari Repatha pre-filled autoinjector sampai Anda siap 
untuk menyuntikkannya.  
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●  Jangan menggunakan Repatha pre-filled autoinjector jika sudah terjatuh pada permukaan 
yang keras. Bagian dari Repatha pre-filled autoinjector ada kemungkinan pecah walaupun 
Anda tidak melihat pecahannya.  

 
Tahap 1: Persiapan 

 

A. Keluarkan satu Repatha pre-filled autoinjector dari dalam kemasan. 
1. Secara perlahan keluarkan pre-filled autoinjector dari dus. 
2. Letakkan kemasan asli dengan pre-filled autoinjector yang belum digunakan kembali ke lemari 

es. 
3. Tunggu setidaknya 30 menit agar suhu pre-filled autoinjector secara alami mencapai suhu ruang 

sebelum menyuntikkan.  
x  Jangan mencoba menghangatkan pre-filled autoinjector dengan menggunakan pemanas seperti 

air panas atau microwave. 
x  Jangan meletakkan pre-filled autoinjetor dibawah sinar matahari langsung. 
x  Jangan mengocok pre-filled autoinjetor. 
x  Jangan melepaskan tutup oranye dari pre-filled autoinjector sebelum Anda siap menyuntikkan. 

 
B. Amati Repatha pre-filled autoinjector. 
Pelindung penutup kuning  
(jarum di dalam) 

 
Penutup oranye 
tertutup 

Window Obat 
 

 
Pastikan obat di dalam window jernih dan tidak berwarna sampai agak kekuningan. 
Periksa tanggal kadaluarsa. 
●  Jangan menggunakan pre-filled autoinjector jika obat berwarna keruh atau kotor, atau 

terdapat serpihan atau partikel. 
●  
●  
●  
 
●  

Jangan menggunakan pre-filled autoinjector jika ada bagian yang tampak retak atau pecah. 
Jangan menggunakan pre-filled autoinjector terjatuh. 
Jangan menggunakan pre-filled autoinjector jika penutup oranye hilang atau tidak terpasang 
dengan aman. 
Jangan menggunakan pre-filled autoinjector jika sudah melewati masa kadaluarsa. 

Jika hal diatas terjadi, gunakan pre-filled autoinjector yang baru. 
 
C. Siapkan semua peralatan yang digunakan untuk melakukan penyuntikkan. 

Cuci tangan Anda menggunakan sabun dan air. 
Pada permukaan yang bersih dan terang, letakkan:  
●  
●  

Pre-filled autoinjector baru. 
Tisu beralkohol. 

●  Bola kapas atau kain kasa. 
●  Plester. 
●  Tempat sampah khusus. 
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D. Siapkan dan bersihkan area yang akan disuntikkan. 

 

Lengan atas 

Area Perut (abdomen) 

Paha 

 

Anda bisa menggunakannya hanya pada: 

●  Paha Anda. 
●  Area Perut (abdomen), kecuali untuk area 2 inch (5 cm) di sekitar pusar Anda. 
●  Area luar lengan atas (hanya jika orang lain memberi Anda suntikan). 

Bersihkan area yang akan disuntikkan dengan tisu beralkohol. Biarkan sampai kering.  
●  Jangan menyentuh lagi area yang sudah dibersihkan sebelum penyuntikkan.  
●  Pilihlah area yang berbeda setiap kali Anda melakukan penyuntikkan. Jika Anda ingin 

menyuntikkan di area yang sama, pastikan bukan di titik yang sama dengan area injeksi yang 
Anda gunakan untuk injeksi sebelumnya. 

●  Jangan menyuntikkan di area kulit yang lunak, memar, merah atau keras. Hindari 
menyuntikkan di area dengan bekas luka atau stretch marks. 

  
 

Tahap 2: Siap Digunakan 
 
A. Tarik penutup oranye keluar, hanya saat Anda siap menyuntikkan. Jangan biarkan tutup 

oranye lebih dari 5 menit. Ini bisa mengeringkan obatnya. 

 

Tutup Orange 
Adalah hal yang normal jika Anda melihat setetes cairan di ujung jarum atau pengaman berwarna 
kuning. 
●  Jangan memutar atau menekuk penutup oranye. 
●  Jangan meletakkan penutup oranye kembali ke pre-filled autoinjector. 
●  Jangan memasukkan jari ke dalam tutup pengaman kuning.  

DISETUJUI OLEH BPOM 13 APRIL 2026 ID REG: EREG10015512500147



4 

Penting: Jangan lepaskan penutup oranye dari pre-filled autoinjector sampai Anda siap 
menyuntikkan. 
Jika Anda tidak dapat menyuntikkan, silahkan menghubungi penyedia layanan Kesehatan Anda 

 
B. Siapkan area yang dipilih untuk disuntikkan (paha, perut, atau bagian luar lengan atas), dengan 

cara meregangkan atau cubit area injeksi Anda untuk membuat permukaan yang kuat. 
Metode Meregangkan 

    

Regangkan kulit dengan kuat dengan menggerakkan ibu jari dan jari-jari Anda ke arah yang 
berlawanan, buat area dengan lebar sekitar 2 inch (5 cm). 

ATAU 
Metode Mencubit 

          
Cubit kulit dengan kuat di antara ibu jari dan jari-jari Anda, buat area seluas sekitar 2 inch (5 cm). 

Penting: Jaga agar kulit regang atau tercubit saat menyuntikkan. 

 

DISETUJUI OLEH BPOM 13 APRIL 2026 ID REG: EREG10015512500147



5 

Tahap 3: Suntikkan 

 

A. Tahan regangan atau cubit. Dengan tutup kuning terlepas, letakkan pre-filled autoinjector pada kulit 
Anda dengan sudut 90 derajat. Jarum berada di dalam pelindung kuning. 
Jangan menyentuh tombol abu-abu 

 
 
 
 
Tutup Pengaman 
Kuning (jarum di dalam) 

 

 
B. Tekan dengan kuat pre-filled autoinjector ke bawah sampai berhenti bergerak. 

 

 

 
 
 
 

 
 

 
 
 
 
 
 
 
 
 
 
 
 

 

Penting: Anda harus menekan sepenuhnya tetapi jangan menyentuh tombol start abu-abu sampai 
Anda siap untuk menyuntikkan. 
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C. Saat Anda siap menyuntikkan, tekan tombol start biru. Anda akan mendengar bunyi klik. 
 

 
D. Terus tekan kulit Anda. Kemudian angkat jempol Anda. Kemudian angkat jempol Anda 

dengan tetap membiarkan pre-filled autoinjector pada kulit Anda. Injeksi Anda bisa 
memakan waktu sekitar 15 detik. 

    

 

15 Detik 
 

 

 

Window akan berubah warna dari jernih 
menjadi kuning ketika injeksi sudah 
dilakukan. Anda akan mendengar bunyi klik 
sesaat 

 

 
CATATAN: Setelah Anda melepaskan pre-filled autoinjector dari kulit, jarum 
akan tertutup secara otomatis. 

 

 

“Klik” 

“Klik” 
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Tahap 4: Selesai 
 
A. Buang pre-filled autoinjector bekas dan tutup oranye. 

 

Masukkan pre-filled autoinjector dan tutup oranye ke dalam wadah pembuangan benda tajam. 
Bicarakan dengan penyedia layanan kesehatan Anda tentang pembuangan yang benar. Mungkin ada 
pedoman lokal untuk cara pembuangan. 
Selalu jauhkan wadah pembuangan benda tajam dari pandangan dan jangkauan anak-anak. 
●  Jangan menggunakan kembali pre-filled autoinjector.  
●  Jangan menutup kembali pre-filled autoinjector atau memasukkan jari ke dalam tutup 

pengaman kuning. 
●  Jangan mendaur ulang pre-filled autoinjector atau wadah pembuangan benda tajam atau 

membuangnya ke dalam limbah rumah tangga. 
 
B. Periksa area injeksi. 
Jika ada darah, gunakan bola kapas atau kain kasa di area injeksi Anda. Jangan menggosok area 
injeksi. Gunakan plester jika perlu. 
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