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Hearing Submission 

Respected Sir,  

 

Thank you very much for scheduling a hearing on April 22, 2024, in respect of the above application. 

Our submissions to the objections raised by the Learned Controller in the Hearing Notice are as 

follows: 

 

A. REPLY ON OBJECTIONS: 

1) Inventive Step 

The controller has alleged that the present invention lacks inventive step in view of the 
following documents: 

• D1: US2015/0126720 A1 
• D2: SOTIRIOS TSIMIKAS ET AL: "Antisense therapy targeting apolipoprotein(a): a 

randomized. Double-blind. placebo-controlled phase 1 study". LANCET. vol. 386. no. 
10002. Pages 1472-1483  
 

The Applicant respectfully disagree with the opinion of the Learned Controller and submits that 

the presently amended claims are novel and inventive in view of the cited documents. 
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The pending claims recites to a pharmaceutical composition comprising ISIS 681257, or a 

pharmaceutically acceptable salt thereof, wherein the pharmaceutical composition contains 

from 75 mg to 85 mg of the oligomeric compound.   

 

The Applicant submits that the cited prior art does not provide any teaching in the direction of 

the claimed invention. 

 

D1 does not teach or suggest a pharmaceutical composition according to the claims as amended. 

D1 teaches that ISIS 681257 was subcutaneously administered to 8-week-old female mice at 0.3, 

1, 3, or 10mg/kg, but fails to provide any teaching or suggestion regarding an amount suitable 

for humans, let alone a pharmaceutical composition containing the specific dosage of 75 mg to 

85 mg of ISIS 681257 as instantly claimed.  

 

Moreover, an ordinarily skilled artisan would not have had a reasonable expectation of success in 

developing the now claimed composition for treatment at specific dosage amounts based on the 

teachings of D1.   

a) First, D1 only teaches doses suitable in mice. 

b) Second, D1 only teaches that ISIS 681257 was more potent with a longer duration of action 

than ISIS 494372 in female mice.  

 

The Applicant respectfully submits that, optimizing the dose for antisense oligonucleotides (ASOs) 

was and is not routine.  In particular, the development of the correct dosing of GalNAc conjugated 

ASOs in humans was not routine at the filing date: GalNAc conjugated ASOs are still a developing 

field of medicine to this date, and only recently the first GalNAc conjugated siRNA agents (not 

even an ASOs!) have been approved. Accordingly, an ordinarily skilled artisan has no past 

experience nor any literature available, at the time of filing of the present application to guide 

the development of the correct dosing amount for a GalNAc conjugated ASO.   

 

The Applicant submits that D1 provides no guidance to arrive at the specific dosage of 75 mg to 

85 mg of ISIS 681257 in humans as claimed. Indeed, a dosage amount found suitable in mice may 

not directly correlate to a suitable regimen in humans. Accordingly, the ordinary skilled artisan 

would not have had a reasonable expectation of success in developing the specific claimed 

composition because doing so would have required excessive experimentation.  

 

D2 does not cure the deficiencies of D1.  D2 merely teaches administering ISIS 494372 to a human 

at 100mg per day at days 1, 3, 5, 8, 15 and 22 for a total dose exposure of 600 mg over a 3-week 

period.  See D2, at 1478.  An ordinarily skilled artisan would not have had a reasonable 

expectation of success in developing the now claimed composition based on the teachings of D2.  

D2 only teaches administration of ISIS 494372.   
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As disclosed in D1, ISIS 494372, having different internucleoside linkages and nucleoside 

modifications and also lacking a GalNAc moiety, is a different oligomeric compound from ISIS 

681257.  See D1, at Example 89, Table 92.  

 

In fact, D2 teaches away from a pharmaceutical composition comprising ISIS 681257, or a 

pharmaceutically acceptable salt thereof, for treating or preventing a disease or condition 

related to apolipoprotein(a) (apo(a)) and/or lipoprotein(a) (Lp(a)) in a human, wherein: (i) the 

treatment or prevention comprises administering from 75 mg to 85 mg of the oligomeric 

compound to the human during the a dosing period; and (ii) the dosing period is one month.   

 

Indeed, D2 teaches that a single dose of ISIS 494372 (50–400 mg) did not decrease Lp(a) 

concentrations at one month.  See D2, at page 1478.  An ordinarily skilled artisan looking to treat 

or prevent a disease by reducing the production of apo(a) in the liver and as a consequence, the 

level of Lp(a) lipoprotein in blood would not expect from the teachings of D2 that a dosage less 

than 400 mg, let alone an amount from 75 mg to 85 mg as claimed, would decrease Lp(a) 

concentrations at one month.  The Applicant submits that a person skilled in art would not have 

had a reasonable expectation of success in developing the now claimed composition based on the 

teachings of D2 because D2 teaches that a significantly higher dose and more frequent dosing 

period than claimed would be expected to achieve efficacy with ISIS 494372, let alone with the 

structurally different compound, ISIS 681257. 

 

While D1 discloses that ISIS 681257 was more potent with a longer duration of action than ISIS 

494372 in female mice, neither D1 nor D2 provide any teaching or suggestion of the surprising 

potency in humans. As shown in Examples 1 and 2 of the present application, a ≥ 30-fold 

improvement in potency in humans was observed for oligomeric compound ISIS 681257 in sterile 

saline solution. Indeed, an ordinarily skilled artisan considering D1 and D2 could not have 

predicted the unexpected ≥ 30-fold improvement observed in humans for ISIS 681257. In light of 

these surprising results, when treating humans, ISIS 681257 and its salts can be administered at 

a significantly lower dose and/or less frequently than expected based on the earlier in vivo 

testing.   

 

Therefore, the presently claimed invention provides one or more improvements in treating 

humans including reduced cost of treatment, improved patient compliance, reduced volume of 

administered medicinal product and/or potentially reduced risk of potential adverse events via 

lower dose administration regimens. 

 

In the instant case, the claimed compositions and their results would be unpredictable based on 

the teachings of the prior art. Thus, Applicant submits that the claims are inventive over D1 

and/or D2. Reconsideration and withdrawal of the rejection are requested. 
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Clinical trial data given in the specification: 

The clinical results presented herein for ISIS 681257 are surprising, because earlier 

experiments involving both the unconjugated compound (ISIS 494372 also having the 

nucleobase sequence TGCTCCGTTGGTGCTTGTTC (SEQ ID NO.: 1) and a 5-10-5 gapmer motif, 

and the GalNAc conjugated compound (ISIS 681257) had suggested that the GalNAc 

conjugated compound would have significantly lower potency and/or a shorter duration of 

action in humans than was observed following the first dosing of humans reported herein 

(e.g. see Examples 89, 100 and 108 of WO2014/179625 (equivalent D1 US2015/0126720) and 

Tsimikas et al.,(D2, Lancet, 2015 Oct 10; 386:1472-83).  

 

Example 1: ISIS 681257 Clinical Trial 

As described herein, a double-blinded, placebo-controlled, dose-escalation Phase 1 study was 

performed on healthy volunteers with elevated Lp(a) to assess safety, tolerability, 

pharmacokinetics (PK) and pharmacodynamics (PD) after administration of single and multiple 

doses of ISIS 681257. ISIS 681257 was previously disclosed in WO 2014/179625 and is also 

described hereinabove. ISIS 681257 has been shown to be potent in inhibiting Lp(a) and tolerable 

when administered to non-human subjects. This subsequent study revealed unexpectedly 

improved properties of ISIS 681257 when administered to human subjects. 

 

 
 

The above results were surprising, because earlier experiments involving both the 

unconjugated compound (ISIS 494372) and the GalNAc conjugated compound (ISIS 681257) 

had suggested that the GalNAc conjugated compound would have significantly lower potency 

and/or a shorter duration of action in humans than was observed following the first dosing of 

humans reported herein (e.g. see Examples 89, 100 and 108 of WO 2014/179625 and Tsimikas 

et al., Lancet, 2015 Oct 10; 386:1472-83). In light of these surprising results, when treating 

humans, the GalNAc conjugated compound (ISIS 681257, or a salt thereof) can be 

administered at lower doses and/or less frequently than expected based on the earlier in 

vivo testing of the GalNAc conjugated compound. This can provide one or more very 
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significant improvements in treating humans, e.g. reduced cost of treatment, improved 

patient compliance, reduced volume of administered medicinal product and/or potentially 

reduced risk of potential adverse events via lower dose administration regimens. 

 

Additional Data: 

The Applicant submits that the currently Phase 3 trial utilizing an 80 mg QM is ongoing.  

 

Further, Phase 2b trial data published in New England Journal of Medicine, Jan 16, 2020 

(Annexure 1). The attention of the Ld. Controller is drawn to page 253, LHC,  

 

The result indicates that “At the highest cumulative dose regimen, which was equivalent to 

80 mg monthly, 98% of patients attained a lipoprotein(a) level of 50 mg per deciliter (125 

nmol per liter) or lower, a target value supported by European and U.S. guidelines and by 

empirical data from patients treated with statins. We found reductions in levels of oxidized 

phospholipids on apolipoprotein B and oxidized phospholipids on apolipoprotein(a), both of 

which are proinflammatory components that are present on lipoprotein(a) and on 

apolipoprotein(a) and are linked to a higher atherothrombotic risk. Finally, we noted 

reductions in LDL cholesterol and apolipoprotein B in patients receiving APO(a)-LRx, beyond 

those achieved with aggressive background lipid-lowering therapy”. 

 

In light of the above, the Applicant submits that the present invention is inventive and therefore 

reconsideration of the objection is requested. 

 

2) Non-Patentability 

a) Para 2 of FER is maintained, As, the amended claims 1-2 and 5-13 are not patentable under 
section 3(e) as the composition claimed is is just an admixture of various ingredients without 
any demonstrated synergistic effect. 

 

The Applicant submits that as demonstrated in above section, the dosage regime of 75 to 85 mg, 

as demonstrated, in the specification, (preclinical data) and clinical data of phase 2b indicate 

the surprising effect in the reductions of LDL cholesterol and apolipoprotein B in patients 

receiving APO(a)-LRx (ISIS 681257, or a salt thereof) 

 

The objection is moot in view of amended and therefore reconsideration of the objection is 

requested. 

 

3) Sufficiency of Disclosure u/s 10(4): 

a) Para 3(I) of FER is maintained as the applicant’s reply is not satisfactory for the amended claims 
1-2 and 5-13 pertaining to a pharmaceutical composition are not enabled in the specification via 
working example. Hence, these claims do not meet the requirement of 10(4) (b) of the Patents 
Act, 1970. 
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The Applicant submits that pending claims are fully supported by the patent specification. In this 

regard, reference has been made to the Example 1 and 2 describing different dosage regime.  

 

In view of the above reconsideration of the objection is requested. 

 

 

4) Formal Requirement: 

Fees for 2 newly added claims (Rs 3,200) has to be paid. 

 

The Applicant has paid the fee for the extra two claims. A copy of the CBR is enclosed. 

 

 

In view of revisions to claims and our submissions made hereinabove and during the hearing on April 

22, 2024 we request the Learned Controller to kindly allow the application to proceed for grant. 

 

Yours faithfully, 

 
Devinder Singh Rawat 

IN/PA No. 2594 

Of Anand And Anand Advocates 

Attorney for the applicant 

Encl.:  

• Pending Claims 

• Annexure 1, NEJM, Jan 2020 

• CBR receipt of extra two claim fee 
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We Claim: 

1. A pharmaceutical composition comprising an oligomeric compound, or a pharmaceutically 

acceptable salt thereof,  and a pharmaceutically acceptable carrier or diluent, wherein the 

oligomeric compound has the following structure 

,  

and wherein the pharmaceutical composition contains from 75 mg to 85 mg of the oligomeric 

compound, and wherein the pharmaceutically acceptable carrier or diluent is a sterile liquid. 

 

Former 114-128. Cancelled  
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2. The pharmaceutical composition as claimed in claim 1, wherein the composition comprises 80mg of 

the oligomeric compound. 

 

3.  The pharmaceutical composition as claimed in claim 1 or 2, wherein the oligomeric compound is 

a sodium salt. 

 

4.  The pharmaceutical composition as claimed in any of claims 1 to 3, wherein the oligomeric 

compound has the following structure: 
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. 

5. The pharmaceutical composition as claimed in any one of claims 1 to 4, wherein the composition 

contains 1 mL of the sterile liquid. 

6. The pharmaceutical composition as claimed in any one of claims 1 to 4, wherein the pharmaceutical 

composition contains 0.8 mL of the sterile liquid. 

7. The pharmaceutical composition as claimed in any one of claims 1 to 4, wherein the pharmaceutical 

composition contains 0.5 mL of the sterile liquid. 
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8. The pharmaceutical composition as claimed in any one of claims 1 to 4, wherein the pharmaceutical 

composition contains 0.4 mL of the sterile liquid. 

9. The pharmaceutical composition as claimed in any one of claims 1 to 4, wherein the pharmaceutical 

composition contains 0.25 mL of the sterile liquid. 

10. The pharmaceutical composition as claimed in any one of claims 1 to 4, wherein the pharmaceutical 

composition contains 0.2 mL of the sterile liquid. 

11. The pharmaceutical composition as claimed in any of claims 1 to 10, wherein the sterile liquid is water. 

12. The pharmaceutical composition as claimed in any of claims 1 to 10, wherein the sterile liquid is water 

with a sodium phosphate buffer. 

13. The pharmaceutical composition as claimed in any of claims 1 to 10, wherein the sterile liquid is water 

with a sodium phosphate buffer and sodium chloride. 

 

Dated this 31st day of May, 2018. 

 

 

Devinder Singh Rawat 

IN/PA No. 2594 

Of Anand And Anand Advocates 

Attorney for the applicant 
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BACKGROUND
Lipoprotein(a) levels are genetically determined and, when elevated, are a risk fac-
tor for cardiovascular disease and aortic stenosis. There are no approved pharma-
cologic therapies to lower lipoprotein(a) levels.

METHODS
We conducted a randomized, double-blind, placebo-controlled, dose-ranging trial 
involving 286 patients with established cardiovascular disease and screening 
lipoprotein(a) levels of at least 60 mg per deciliter (150 nmol per liter). Patients 
received the hepatocyte-directed antisense oligonucleotide AKCEA-APO(a)-LRx, re-
ferred to here as APO(a)-LRx (20, 40, or 60 mg every 4 weeks; 20 mg every 2 weeks; 
or 20 mg every week), or saline placebo subcutaneously for 6 to 12 months. The 
lipoprotein(a) level was measured with an isoform-independent assay. The primary 
end point was the percent change in lipoprotein(a) level from baseline to month 
6 of exposure (week 25 in the groups that received monthly doses and week 27 in 
the groups that received more frequent doses).

RESULTS
The median baseline lipoprotein(a) levels in the six groups ranged from 204.5 to 
246.6 nmol per liter. Administration of APO(a)-LRx resulted in dose-dependent 
decreases in lipoprotein(a) levels, with mean percent decreases of 35% at a dose of 
20 mg every 4 weeks, 56% at 40 mg every 4 weeks, 58% at 20 mg every 2 weeks, 
72% at 60 mg every 4 weeks, and 80% at 20 mg every week, as compared with 6% 
with placebo (P values for the comparison with placebo ranged from 0.003 to 
<0.001). There were no significant differences between any APO(a)-LRx dose and 
placebo with respect to platelet counts, liver and renal measures, or influenza-like 
symptoms. The most common adverse events were injection-site reactions.

CONCLUSIONS
APO(a)-LRx reduced lipoprotein(a) levels in a dose-dependent manner in patients 
who had elevated lipoprotein(a) levels and established cardiovascular disease. 
(Funded by Akcea Therapeutics; ClinicalTrials.gov number, NCT03070782.)
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Lipoprotein(a) Reduction in Cardiovascular Disease

Lipoprotein(a) is composed of a low-
density lipoprotein (LDL)–like moiety bound 
covalently to apolipoprotein(a).1,2 Lipopro-

tein(a) potentially contributes to cardiovascular 
disease through proatherogenic effects of its 
LDL-like moiety, proinflammatory effects of its 
oxidized phospholipid content, and prothrom-
botic effects through its inactive, plasminogen-like 
protease domain on apolipoprotein(a). Mechanis-
tic, epidemiologic, and genetic evidence reported 
over the past 20 years provides support for the 
idea that elevated plasma lipoprotein(a) is an in-
dependent genetic risk factor for cardiovascular 
disease and calcific aortic-valve stenosis.3,4 In 
contrast, genetically determined low levels of 
lipoprotein(a) (<30 mg per liter [<75 nmol per 
liter]) are associated with a decreased risk of 
cardiovascular disease but not of other non–car-
diovascular disease adverse phenotypes.5

There are currently no approved pharmaco-
logic therapies that specifically target lipopro-
tein(a). Antisense oligonucleotides (ASOs) in-
hibit the production of apolipoprotein(a) in the 
hepatocyte, the source of approximately 99% of 
plasma lipoprotein(a).6 Preclinical proof-of-concept 
studies have established that ASOs targeting 
hepatic LPA messenger RNA (mRNA) specifically 
reduce plasma levels of lipoprotein(a).7,8 Subse-
quent phase 1 and 2 studies of a non–hepato-
cyte-targeted, second-generation ASO showed 
lowering of lipoprotein(a) levels in healthy par-
ticipants who had elevated lipoprotein(a), as well as 
in patients with established cardiovascular disease 
and elevated plasma levels of lipopro tein(a).9,10 
Advances in directing ASOs to hepatocytes by 
conjugation with a triantennary N-acetylgalacto-
samine (GalNAc3) moiety, a high-affinity ligand 
for the asialoglycoprotein receptor on the sur-
face of hepatocytes, have resulted in large in-
creases (by a factor of 15 to 30) in their potency,10 
with implications for improvements in the side-
effect profile and safety of ASOs.11,12 AKCEA-
APO(a)-LRx — here referred to as APO(a)-LRx 
and previously called IONIS-APO(a)-LRx — is a 
GalNAc3-conjugated 2′-methoxyethyl chimeric 
second-generation ASO drug targeted to LPA 
mRNA. In a phase 2a trial, APO(a)-LRx was shown 
to result in a dose-dependent reduction of 66 to 
92% in circulating lipoprotein(a) in participants 
with elevated lipoprotein(a) levels.10 The long half-
life of APO(a)-LRx (approximately 1 month) that 
was observed in that trial prompted us to con-

sider longer dosing intervals in the trial we re-
port here.

Me thods

Trial Design

We conducted this phase 2, dose-ranging, ran-
domized, double-blind, placebo-controlled trial 
evaluating APO(a)-LRx at 30 sites in five coun-
tries. Patients were randomly assigned to one of 
five groups; within each group, randomization 
was performed in a 5:1 ratio (APO(a)-LRx:placebo) 
(Fig. S1 in the Supplementary Appendix, available 
with the full text of this article at NEJM.org). 
The patients in each group were given one of five 
regimens, with APO(a)-LRx or placebo administered 
subcutaneously, for a minimum of 6 months: 
APO(a)-LRx at a dose of 20 mg every 4 weeks, 40 mg 
every 4 weeks, 60 mg every 4 weeks, 20 mg every 
2 weeks, or 20 mg every week or physiologic 
saline placebo. By week 25, the groups receiving 
monthly doses would have reached 6 months of 
exposure (after the week 21 dose); however, the 
groups receiving doses every 2 weeks or every 
week would have reached only 5.5 and 5.75 months 
of exposure, respectively. Therefore, the timing of 
the analysis of the primary efficacy end point 
was moved to week 27 for these groups.

To collect additional long-term safety and effi-
cacy data, treatment was continued up to 1 year 
or until the last enrolled patient had reached 
6 months of treatment. The post-treatment fol-
low-up period lasted 16 weeks to account for the 
long half-life of the drug.11 Site visits were sched-
uled to occur every 4 weeks to collect efficacy 
and safety data. Platelet counts and renal-function 
tests were performed every 2 weeks, and liver-
function tests were performed every 2 weeks for 
the first 3 months and monthly thereafter 
throughout the treatment period. The platelet 
count was analyzed simultaneously by both cen-
tral and local laboratories, and APO(a)-LRx or pla-
cebo could be administered only if recent (with-
in 14 days) platelet-count results were available. 
Monitoring and stopping rules, which were pre-
specified in the protocol (available at NEJM.org), 
included threshold limits on platelet count and 
renal and liver function.

Akcea Therapeutics sponsored the trial and 
was responsible for its conduct and oversight, 
the collection and management of the data, and 
the statistical analyses and data interpretation. 

The New England Journal of Medicine 
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The protocol was approved by the relevant health 
authorities, institutional review boards, and eth-
ics committees. An academic author and an au-
thor who is an employee of the sponsor wrote 
the first draft and last submitted draft of the 
manuscript and vouch for the completeness and 
accuracy of the data and for fidelity of the trial 
to the protocol. All the authors participated in 
revising the manuscript.

Eligibility

Patients who were 18 to 80 years of age and had 
established cardiovascular disease and an elevat-
ed screening plasma lipoprotein(a) level (≥60 mg 
per deciliter [150 nmol per liter]) were eligible 
for enrollment. Patients who were being treated 
with lipid-lowering medications could be enrolled 
if they had been on a stable drug regimen for 
4 weeks before screening and were expected to 
remain on that regimen during the trial. Exclu-
sion criteria included acute coronary syndrome, 
major cardiac surgery, or stroke or transient 
ischemic attack within 6 months before screen-
ing; coronary, carotid, or peripheral revascular-
ization, major noncardiac surgery, or lipoprotein 
apheresis within 3 months before screening; 
heart failure of New York Heart Association 
(NYHA) class IV; uncontrolled hypertension 
(systolic blood pressure, >160 mm Hg; or dia-
stolic blood pressure, >100 mm Hg); an estimated 
glomerular filtration rate of less than 60 ml per 
minute; a ratio of urine protein (in milligrams) 
to creatinine (in grams) of 250 or greater; a ratio 
of urine albumin (in milligrams) to creatinine 
(in grams) of 100 or greater; an alanine amino-
transferase or aspartate aminotransferase level 
exceeding twice the upper limit of the normal 
range; an alkaline phosphatase or total bilirubin 
level exceeding the upper limit of the normal 
range; a platelet count lower than the lower 
limit of the normal range; a history of major 
bleeding or high risk of bleeding diathesis; and 
use of anticoagulant drugs. Additional details, in-
cluding those of the laboratory measurements, are 
provided in the Supplementary Appendix. Trial 
participants provided written informed consent.

End Points

The primary efficacy end point was the percent 
change in lipoprotein(a) level from baseline to 
the primary analysis time point at 6 months of 
exposure (week 25 or week 27) in each APO(a)-

LRx group as compared with the pooled placebo 
group. The unranked secondary end points, 
which were analyzed in the same way, were the 
percent change from baseline in LDL cholesterol 
level, the percent of patients with a plasma lipo-
protein(a) level of 50 mg per deciliter (125 nmol 
per liter) or lower, the percent of patients with a 
plasma lipoprotein(a) level of 30 mg per deciliter 
(75 nmol per liter) or lower, the percent change 
from baseline in apolipoprotein B level, the per-
cent change from baseline in the level of oxi-
dized phospholipids on apolipoprotein B, and 
the percent change from baseline in the level of 
oxidized phospholipids on apolipoprotein(a).

Statistical Analysis

The power calculations are shown in the Supple-
mentary Appendix. All efficacy analyses were 
performed with the full analysis set, defined as 
all patients who had undergone randomization 
and had received at least one dose of APO(a)-LRx 
or placebo. The primary end point and second-
ary end points for oxidized phospholipids on apo-
lipoprotein B, oxidized phospholipids on apolipo-
protein(a), LDL cholesterol, and apolipoprotein B 
were analyzed with the use of an analysis of 
covariance model with treatment groups as fac-
tors and the log-transformed baseline value for 
each respective measure as covariate. Responder 
analyses (i.e., in which each patient is considered 
as either having a response or having no re-
sponse) were performed with the use of a logistic-
regression model with the log-transformed base-
line level of lipoprotein(a) as the concomitant 
variable. Missing data for the primary and sec-
ondary efficacy end points were handled with a 
multiple-imputation model containing baseline 
and postbaseline values, stratified according to 
treatment group. The imputations were performed 
for postbaseline values by the Markov chain 
Monte Carlo method. Supportive efficacy analy-
ses over time, including primary and secondary 
efficacy data with data collected beyond the 
primary analysis time point, were performed 
with a mixed model of repeated measurements. 
Because of the exploratory nature of this phase 2 
trial, the P values and widths of the 95% confi-
dence intervals were not adjusted for multiplicity. 
All safety analyses were performed in the safety 
population, defined as all patients who under-
went randomization and received at least one 
dose of APO(a)-LRx or placebo.

The New England Journal of Medicine 
Downloaded from nejm.org at NovartisLibrary on July 12, 2021. For personal use only. No other uses without permission. 

 Copyright © 2020 Massachusetts Medical Society. All rights reserved. 



n engl j med 382;3 nejm.org January 16, 2020 247

Lipoprotein(a) Reduction in Cardiovascular Disease

R esult s

Patients

Of the 459 patients who underwent assessment 
for eligibility, 286 were randomly assigned to 
one of five APO(a)-LRx regimens or placebo (Figs. 
S1 and S2). The first patient underwent random-
ization on March 27, 2017, and the last patient 
underwent randomization on January 16, 2018.

The mean (±SD) duration of treatment was 
31.6±11.5 weeks (median, 32.1) among patients 
who received APO(a)-LRx and 31.2±12.0 weeks 
(median, 34.0) among those who received place-
bo. Approximately 60% of patients were younger 
than 65 years, and more than 30% were women 
(Table 1). By protocol design, all patients had 
established atherosclerotic cardiovascular dis-
ease, most commonly coronary artery disease; 
4.5% had both carotid and peripheral artery 
disease. Between 35% and 54% of patients in 
each group had premature coronary artery dis-
ease, defined as a first cardiovascular event be-
fore 55 years of age for men and before 65 years 
of age for women. A majority of patients had 
a family history of coronary artery disease, and 
approximately one third had familial hypercho-
lesterolemia. At trial entry, approximately 80 to 
90% of the patients were receiving statin ther-
apy, 50% were receiving ezetimibe, and 20% were 
receiving a PCSK9 inhibitor.

At baseline across all groups, median levels 
of lipoprotein(a) ranged from 205 to 247 nmol 
per liter (the upper limit of the normal range is 
30 mg per deciliter [75 nmol per liter]),13 median 
levels of oxidized phospholipids on apolipopro-
tein B ranged from 20.3 to 24.6 nmol per liter (the 
top quartile in the general population is >8 nmol 
per liter), and median levels of oxidized phos-
pholipids on apolipoprotein(a) ranged from 61.9 
to 67.3 nmol per liter (the top quartile in the 
general population is >20 nmol per liter). Mean 
LDL cholesterol levels ranged from 67.6 to 89.3 mg 
per deciliter (1.75 to 2.31 mmol per liter). Mean 
estimated corrected LDL cholesterol levels ranged 
from 40.8 to 56.4 mg per deciliter, if it is as-
sumed that 30% of lipoprotein(a) mass is choles-
terol.14

Mean Percent Change in Lipoprotein(a) Level

At 6 months of exposure (25 or 27 weeks), dose-
dependent mean percent reductions in lipopro-
tein(a) from baseline were noted in all the 

APO(a)-LRx groups, with decreases of 35% at a 
dose of 20 mg every 4 weeks, 56% at 40 mg every 
4 weeks, 58% at 20 mg every 2 weeks, 72% at 
60 mg every 4 weeks, and 80% at 20 mg every 
week, as compared with 6% for the pooled pla-
cebo group (P value range for the comparison 
with placebo, 0.003 to <0.001) (Fig. 1A). The two 
regimens of the same monthly dose (40 mg) — 
40 mg every 4 weeks and 20 mg every 2 weeks 
— lowered lipoprotein(a) to similar extents. The 
lipoprotein(a)-lowering effect was noted within 
the first month and reached near-maximal effect 
by week 16 (Fig. 1B). In addition, dose-dependent 
absolute reductions in lipoprotein(a) levels were 
observed in all the APO(a)-LRx groups (Table 2). 
The lipoprotein(a) levels returned to baseline 
within 16 weeks after the last dose (Fig. S3), a 
finding consistent with previous observations.10 
The mean percent changes in the lipoprotein(a) 
level in individual patients in each treatment 
group are shown in waterfall plots in Figure S4.

Percent of Patients Attaining Prespecified 
Lipoprotein(a) Levels

The percent of patients with a lipoprotein(a) 
level of 50 mg per deciliter (125 nmol per liter) 
or lower at 6 months of exposure was 23% in the 
group that received 20 mg of APO(a)-LRx every 
4 weeks, 63% in the group that received 40 mg 
every 4 weeks, 65% in the group that received 
20 mg every 2 weeks, 81% in the group that re-
ceived 60 mg every 4 weeks, and 98% in the 
group that received 20 mg every week. The cor-
responding odds ratios for this end point in 
comparison with the placebo group were 5.0 
(95% confidence interval [CI], 1.2 to 21.0), 31.1 
(95% CI, 7.3 to 131.4), 43.8 (95% CI, 9.8 to 
195.0), 122.8 (95% CI, 24.0 to 627.4), and 1124.6 
(95% CI, 109.3 to 11,571) (Fig. 1C).

The percent of patients with a lipoprotein(a) 
level of 30 mg per deciliter (75 nmol per liter) or 
lower at 6 months of exposure ranged from 6% 
in the group that received 20 mg every 4 weeks 
to 71% in the group that received 20 mg every 
week. The odds ratios for this end point in com-
parison with the placebo group were 7.3 (95% 
CI, 0.3 to 155.3) for 20 mg every 4 weeks, 27.9 
(95% CI, 1.5 to 521.5) for 40 mg every 4 weeks, 
59.9 (95% CI, 3.2 to 1128.0) for 20 mg every 
2 weeks, 113.9 (95% CI, 6.2 to 2098.5) for 60 mg 
every 4 weeks, and 347.0 (95% CI, 18.3 to 6597.9) 
for 20 mg every week.
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Other Prespecified Measures
At 6 months of exposure, we observed mean 
reductions in levels of oxidized phospholipids on 
apolipoprotein B and levels of oxidized phospho-
lipids on apolipoprotein(a) in all APO(a)-LRx 
groups. The mean percent reductions in oxi-
dized phospholipids on apolipoprotein B were 
37% at a dose of 20 mg every 4 weeks, 57% 
at 40 mg every 4 weeks, 64% at 20 mg every 
2 weeks, 79% at 60 mg every 4 weeks, and 88% 
at 20 mg every week, as compared with a 14% 
increase in the placebo group. The ratios of 
geometric mean reductions from baseline 
(APO(a)-LRx:placebo) were 0.55 (95% CI, 0.38 to 
0.81), 0.37 (95% CI, 0.26 to 0.54), 0.32 (95% CI, 
0.22 to 0.46), 0.18 (95% CI, 0.13 to 0.27), and 
0.11 (95% CI, 0.07 to 0.16) in the groups that 
received 20 mg every 4 weeks, 40 mg every 
4 weeks, 20 mg every 2 weeks, 60 mg every 
4 weeks, and 20 mg every week, respectively. 
(A ratio of geometric means of <1 indicates a 
larger reduction from baseline in the APO(a)-LRx 
group than in the placebo group.)

The mean percent reductions in oxidized 
phospholipids on apolipoprotein(a) were 28% at 
a dose of 20 mg every 4 weeks, 49% at 40 mg 
every 4 weeks, 45% at 20 mg every 2 weeks, 63% 
at 60 mg every 4 weeks, and 70% at 20 mg every 
week, as compared with a 20% decrease in the 
placebo group. The ratios of the geometric mean 
reductions from baseline (APO(a)-LRx:placebo) 
were 0.91 (95% CI, 0.68 to 1.21), 0.64 (95% CI, 
0.48 to 0.86), 0.69 (95% CI, 0.52 to 0.92), 0.46 
(95% CI, 0.35 to 0.62), and 0.38 (95% CI, 0.28 
to 0.51) for 20 mg every 4 weeks, 40 mg every 
4 weeks, 20 mg every 2 weeks, 60 mg every 

Placebo  APO(a)-LRx

Pooled placebo
20 mg every 4 wk
40 mg every 4 wk

20 mg every 2 wk
60 mg every 4 wk
20 mg every wk
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Figure 1. Effect of APO(a)-LRx on Lipoprotein(a) Level.

Panel A shows the least-squares mean percent changes 
from baseline to the primary analysis time point (PAT) 
(i.e., 6 months of exposure [at week 25 in the groups 
that received monthly doses and at week 27 in the 
groups that received more frequent doses]). I bars 
 denote 95% confidence intervals. Panel B shows the 
least-squares mean percent changes from baseline in 
lipoprotein(a) over time. Error bars denote 95% confi-
dence intervals. Panel C shows the percent of patients 
with lipoprotein(a) levels of less than 50 mg per deci-
liter (125 nmol per liter) in each group at the primary 
analysis time point.
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4 weeks, and 20 mg every week, respectively 
(Table 2 and Fig. S5A and S5B). We found mean 
reductions from baseline to 6 months in apoli-
poprotein B levels (ideal levels are <80 mg per 
deciliter in high-risk patients) and in laboratory-
measured LDL cholesterol levels in all treatment 
groups (Table 2 and Fig. S5C and S5D). Waterfall 
plots of individual patients’ percent changes 
from baseline in levels of oxidized phospholipids 
on apolipoprotein B, oxidized phospholipids on 
apolipoprotein(a), apolipoprotein B, and LDL 
cholesterol are shown in Figures S6 through S9.

Safety Analyses

Adverse events occurred in 90% of patients re-
ceiving APO(a)-LRx and in 83% of those receiving 
placebo during the treatment period; most of the 
events were mild or moderate (Table 3). Serious 
adverse events occurred in 10% of the patients 
receiving APO(a)-LRx and in 2% of those receiv-
ing placebo. Neither the overall incidence of ad-
verse events nor the incidence of serious adverse 
events showed a dose-dependent pattern (Ta-
ble 3). Overall, 5% of patients who received 
APO(a)-LRx and 4% of those who received place-
bo discontinued participation in the trial owing 
to adverse events. The most frequent adverse 

events leading to discontinuation among pa-
tients who received APO(a)-LRx were myalgia or 
arthralgia or postinjection general discomfort 
(malaise). No patients discontinued participation 
for protocol-defined reasons. Injection-site reac-
tions, the most frequently reported adverse event, 
occurred in 27% of the patients who received 
APO(a)-LRx and in 6% of those who received pla-
cebo during the trial. Approximately 7% of injec-
tions were associated with injection-site reactions 
irrespective of the dose or regimen (Table 3). 
These reactions were mostly mild, and the most 
common was erythema (26%). One patient dis-
continued treatment with APO(a)-LRx because of 
injection-site reactions.

Other adverse events that occurred in more 
than 10% of patients who received APO(a)-LRx 
and were more frequent than in the placebo 
group were urinary tract infection (13% vs. 6%), 
myalgia (12% vs. 11%), and headache (11% vs. 
8%). The incidence of influenza-like symptoms 
was similar in the APO(a)-LRx group and the 
placebo group (7% and 6%, respectively). Platelet-
count monitoring that was conducted every 2 weeks 
did not reveal a dose- or time-dependent effect 
of APO(a)-LR, and no patient had a platelet count 
lower than 100,000 per cubic millimeter (Table 3 

Measure APO(a)-LRx

Pooled Placebo 
(N = 47)

20 mg 
Every 4 Wk 

(N = 48)

40 mg 
Every 4 Wk 

(N = 48)

20 mg 
Every 2 Wk 

(N = 48)

60 mg 
Every 4 Wk 

(N = 47)

20 mg 
Every Wk 
(N = 48)

Lipoprotein(a) — nmol/liter −95.9±94.4 −116.9±71.7 −130.3±66.1 −149.5±67.4 −187.8±80.3 −15.2±34.6

Lipoprotein(a) — mg/dl −38.4±7.7 −46.8±28.7 −52.1±26.4 −59.8±27.0 −75.1±32.1 −6.1±13.8

OxPL-apoB — nmol/liter −8.0±10.3 −11.3±11.0 −12.2±7.9 −14.9±10.3 −20.1±8.5 3.7±8.1

OxPL-apo(a) — nmol/liter −16.8±14.3 −24.5±20.1 −25.9±17.2 −33.3±16.8 −41.6±16.5 −12.3±14.7

LDL cholesterol — mg/dl −5.6±27.4 −13.5±30.1 −13.2±19.8 −8.2±17.3 −16.4±14.8 −1.2±17.8

Apolipoprotein B — mg/dl −2.2±17.4 −8.3±18.2 −6.3±11.6 −3.9±13.5 −10.9±10.9 0.6±12.0

Total cholesterol — mg/dl −3.9±32.1 −11.6±32.1 −11.6±24.4 −3.9±23.2 −11.6±20.9 −3.9±21.3

HDL cholesterol — mg/dl 0.0±6.2 0.0±9.7 3.7±8.9 3.7±11.6 3.7±10.1 0.0±6.6

Triglycerides — mg/dl −8.9±32.8 −8.9±31.0 0.0±52.3 0.0±50.5 −8.9±41.6 0.0±51.4

hsCRP — mg/liter −0.9±4.24 −0.7±4.24 −0.3±2.84 −0.5±2.22 −0.1±6.30 −0.8±5.13

*  Plus–minus values are means ±SD. The primary analysis time point was at 6 months of exposure: week 25 in the groups that received 
monthly doses and week 27 in the groups that received more frequent doses. To convert the values for cholesterol to millimoles per liter, 
multiply by 0.02586. To convert the values for triglycerides to millimoles per liter, multiply by 0.01129.

Table 2. Absolute Change from Baseline at 6 Months of Exposure.*
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and Fig. S10). No patient had liver or renal toxic 
effects that met the predetermined thresholds 
for treatment discontinuation. There were no 
clinically significant changes in other laboratory 
measures (including coagulation panel), vital 
signs, or electrocardiographic measures. High-
sensitivity C-reactive protein (CRP) levels were 
measured as a safety outcome to gauge potential 
proinflammatory effects of APO(a)-LRx. Baseline 
high-sensitivity CRP levels were between 2 and 
3 mg per liter across the groups (Table 1). The 
absolute mean changes in the high-sensitivity CRP 
level at 6 months of exposure were −0.9±4.2 mg 
per liter in the group that received 20 mg every 
4 weeks, −0.7±4.2 mg per liter in the group that 
received 40 mg every 4 weeks, −0.3±2.8 mg per li-
ter in the group that received 20 mg every 2 weeks, 
−0.5±2.2 mg per liter in the group that received 
60 mg every 4 weeks, and −0.1±6.3 mg per liter 
in the group that received 20 mg every week, as 
compared with −0.8±5.2 mg per liter in the 
pooled placebo group.

Two deaths occurred during the trial, both in 
patients receiving APO(a)-LRx. One patient in the 
group that received 60 mg every 4 weeks died in 
a road traffic accident, and one patient in the 
group that received 20 mg every week commit-
ted suicide as a result of depression.

Discussion

APO(a)-LRx treatment resulted in dose-dependent 
reductions in lipoprotein(a) levels in patients with 
cardiovascular disease; these reductions were 
significant at all doses studied, with a mean 80% 
reduction at the highest dose (20 mg weekly). At 
the highest cumulative dose regimen, which was 
equivalent to 80 mg monthly, 98% of patients 
attained a lipoprotein(a) level of 50 mg per deci-
liter (125 nmol per liter) or lower, a target value 
supported by European15 and U.S.16 guidelines 
and by empirical data from patients treated with 
statins.17 We found reductions in levels of oxi-
dized phospholipids on apolipoprotein B and 
oxidized phospholipids on apolipoprotein(a), both 
of which are proinflammatory components that 
are present on lipoprotein(a) and on apolipopro-
tein(a) and are linked to a higher atherothrom-
botic risk.18-20 Finally, we noted reductions in 
LDL cholesterol and apolipoprotein B in patients 
receiving APO(a)-LRx, beyond those achieved with 
aggressive background lipid-lowering therapy.

The patients enrolled in this trial all had es-
tablished cardiovascular disease, even though two 
thirds of the patients were under 65 years of age, 
which is generally younger than is typical in car-
diovascular trials. This age profile was consis-
tent with the lipoprotein(a) level being geneti-
cally determined and therefore a lifelong risk 
factor. Other ways in which the patients in the 
pooled trial population differed from participants 
in other cardiovascular trials were the relatively 
high percentages of patients with premature 
cardiovascular disease (40%) and familial hyper-
cholesterolemia (approximately 30%) and the 
relatively low body-mass index and likelihood of 
having type 2 diabetes. That 97% of the patients 
were white is a limitation of the trial.

Patients with elevated lipoprotein(a) levels of-
ten cannot reach very low LDL cholesterol levels 
even with aggressive LDL-lowering therapy, be-
cause lipoprotein(a) cholesterol is comeasured 
with LDL cholesterol.21 Consistent with this ob-
servation is the fact that, in the current trial, 
mean LDL cholesterol levels at baseline were 
approximately 70 to 80 mg per deciliter despite 
treatment with up to three drugs. In the Fur-
ther Cardiovascular Outcomes Research with 
PCSK9 Inhibition in Subjects with Elevated Risk 
(FOURIER) trial, patients in whom very low LDL 
cholesterol levels could not be achieved had 
markedly elevated lipoprotein(a) levels.22 Most 
LDL-lowering drugs do not substantially lower 
lipoprotein(a), and statins often have a neutral or 
modest lipoprotein(a)-increasing effect.17,23

Evidence from studies of primary prevention 
indicate that elevated lipoprotein(a) levels are 
associated with an increased atherothrombotic 
risk — in particular, an increased risk of myo-
cardial infarction.4 The role of lipoprotein(a) in 
the context of secondary prevention remains con-
troversial. Although meta-analyses have intrinsic 
limitations, we would note that in a patient-level 
meta-analysis of statin outcomes trials that in-
cluded 5751 events and 95,576 person-years at 
risk, the risk of elevated lipoprotein(a) was al-
most linearly associated with the risk of cardio-
vascular disease, and lipoprotein(a) levels greater 
than 50 mg per deciliter (125 nmol per liter) 
among patients who were taking statins were 
associated with significantly higher risk.17 Fur-
thermore, a recent analysis of data from the pla-
cebo group in the FOURIER trial showed that 
higher levels of lipoprotein(a) are associated with 
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an increased risk of cardiovascular events in 
patients with established cardiovascular disease, 
irrespective of LDL cholesterol levels.24

Among lipoproteins, lipoprotein(a) is the high-
est-capacity carrier of oxidized phospholipids,25 
which are responsible for many of its proinflam-
matory effects.26-28 In our trial, dose-dependent 
reductions were noted in oxidized phospholipids 
on apolipoprotein B and oxidized phospholipids 
on apolipoprotein(a) in plasma which, we posit, 
reflects effects of APO(a)-LRx on the oxidized 
phospholipid content of lipoprotein(a). In previ-
ous studies, oxidized phospholipids on apolipo-
protein B, primarily reflecting the oxidized phos-
pholipid content of lipoprotein(a), predicted first 
and recurrent myocardial infarction, stroke, and 
aortic stenosis.18-20

The reduction in LDL cholesterol and apolipo-
protein B levels by ASOs targeting LPA mRNA, 
in the presence of aggressive lipid-lowering ther-
apy, has been documented in previous studies.9,10 
Such findings may indicate that, when the syn-
thesis of apolipoprotein(a) is inhibited in the 
liver, apolipoprotein B lipoproteins — which 
would otherwise be destined to become lipo-

protein(a), with relatively low plasma clearance 
as a result of weak interactions with the LDL 
receptor — are converted to LDL particles with 
relatively strong affinity for the LDL receptor 
and hence a relatively quick and efficient clear-
ance from the blood.10

We did not observe marked changes in plate-
let, renal, or liver function, nor a between-group 
difference in the risk of influenza-like symp-
toms. The most common adverse events among 
patients who received APO(a)-LRx were injection-
site reactions, which were generally mild.

Elevated levels of lipoprotein(a) are a cardio-
vascular risk factor for which no effective pharma-
cological therapy currently exists. In this trial, 
we found that APO(a)-LRx provided potent reduc-
tions in levels of lipoprotein(a) in patients with 
cardiovascular disease.

A data sharing statement provided by the authors is available 
with the full text of this article at NEJM.org.
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