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cardiovascular 
safety of lorcaserin
The weight- loss drug lorcaserin is safe and 
not associated with an increased rate of 
cardiovascularevents,accordingtodata
presented at the 2018 eSC Congress. 
Lorcaserinisaselectiveagonistofthe
5-hydroxytryptamine receptor 2C, which is 
involvedintheregulationofappetite. 
Thedrugwasshowninprevioustrialstobe
effectiveforpromotingweightlossandwas
consequentlyapprovedbytheFDAin2012 
as an adjunct to a reduced- calorie diet  
andincreasedphysicalactivityforlong- 
termweightmanagement.However,other
weight-lossdrugshavehadanadverse
cardiovascularriskprofile,sothe
CAMELLIA-TIMI61trialwasinitiatedto 
testthecardiovascularsafetyandefficacy 
of lorcaserin.

A total of 12,000 patients who were 
overweightorobese(BMI≥27) with 
establishedatheroscleroticcardiovascular
diseaseormultiplecardiovascularriskfactors
wererandomlyassignedtoreceiveeither
lorcaserin (10 mg twice daily) or placebo.  
At 1 year, weight loss of ≥5% had occurred in 
38.7% of patients in the lorcaserin group and 
in17.4%ofpatientsintheplacebogroup 
(OR3.01,95%CI2.74–3.30,P < 0.001).

During follow- up (median 3.3 years),  
the rate of the primary safety outcome  
(acompositeofcardiovasculardeath,
myocardial infarction, or stroke) was 2.0%  
and2.1%peryearineachgroup,respectively 
(HR0.99,95%CI0.85–1.14,P < 0.001 for 
noninferiority). The rate of the primary 
cardiovascularefficacyendpoint(extended
majorcardiovascularevents)wasnot
significantly different between the two 
groups(4.1%versus4.2%peryear).

Theratesofadverseeventsweregenerally
similarinbothgroups;however,morepatients
in the lorcaserin group than in the placebo 
groupdevelopedserioushypoglycaemia 
(13versus4;P =0.04).“Liraglutide[aGLP1
receptoragonist]wouldprovideasimilar
degree of weight loss but a lower risk of 
diabetes[mellitus],”commentJulie 
Ingelfinger and Clifford Rosen in an 
accompanying editorial. Accordingly, they 
advisethatlorcaserin“maybebestusedona
cautious basis according to the needs of 
individualpatients”.

Gregory B. Lim

The presence of secondary mitral regurgitation, 
characterizedbyastructurallynormalvalve 
with regurgitation resulting from a dilated  
leftventriclewithpoorfunction,isapredictor 
of poor clinical outcomes for patients with  
heart failure. Reducing the regurgitation with 
surgeryorpercutaneousinterventionhas
beenproposedtoimproveoutcomesinthese
patients;inparticular,percutaneousrepair 
with a mitraClip (Abbott vascular) is becoming 
morefrequent.However,onlylow-level 
evidenceisavailabletosupportthese
approaches. A randomized clinical trial 
presented at the eSC Congress now shows that 
inpatientswithchronicheartfailureandsevere
secondary mitral regurgitation, percutaneous 
mitralvalverepairwithaMitraClipinaddition 
tomedicaltherapy,althougheffectivein
reducingregurgitation,doesnotimprove
survivalorsymptomscomparedwithmedical
therapy alone.
Thetrialincluded304patientswithsevere

secondary mitral regurgitation and symptomatic 
heartfailurewithleftventricularejection

fraction15–40%whowererandomlyassigned
topercutaneousmitralvalverepairwitha
mitraClip in addition to optimal medical 
treatment or to optimal medical therapy 
alone. The mitraClip was safe and significantly 
reduced mitral regurgitation, with a procedural 
successrateof95.8%.However,after1year,
the rate of the primary end point (all-cause 
death or unplanned hospitalization for 
heartfailure)andtheratesoftheindividual
components were similar in both groups.
“Theseresultsshouldencourageamore

accurate selection of patients with heart failure 
beforeconsideringmitralvalverepair,”remarks
leadinvestigatorJean-FrançoisObadia.“More
randomized studies are necessary to define 
possible subgroups of patients who could really 
benefitfrommitralvalverepair,”heconcludes.

Irene Fernández-Ruiz
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No benefit of MitraClip for secondary 
mitral regurgitation in heart failure

ORIgINal aRTIclE Bohula, E. A. et al. Cardiovascular safety 
of lorcaserin in overweight or obese patients. N. Engl. J. Med. 
https://doi.org/10.1056/NEJMoa1808721 (2018)

Although dual antiplatelet therapy (DAPT) 
remains the standard treatment to prevent 
stent thrombosis after percutaneous 
coronary intervention (PCI), ongoing trials 
are investigating alternative strategies such 
as a shorter duration of DAPT followed by 
monotherapy to reduce the risk of bleeding. 
According to data from the randomized 
GLOBAL LEADERS trial presented at the 
2018 ESC Congress, treatment with ticagrelor 
for 2 years after PCI (with aspirin during the 
first month) shows no benefit compared with 
standard DAPT.

The initial hypothesis was that ticagrelor, 
a potent P2Y12-receptor antagonist that 
reduces adverse cardiac outcomes in patients 
with acute coronary syndrome (ACS), could 
prevent ischaemic events while avoiding 
bleeding complications in patients after PCI.

A total of 15,968 patients with stable 
coronary artery disease (CAD) or ACS 
undergoing PCI with drug-eluting stent 
implantation were randomly assigned to 
receive aspirin and ticagrelor daily for  
1 month, followed by 23 months of ticagrelor 
monotherapy, or standard DAPT with aspirin 
and another antiplatelet agent — either 

clopidogrel for stable CAD or ticagrelor for 
ACS — daily for 1 year, followed by aspirin 
monotherapy for 1 year.

At 2 years, the primary end point of 
all-cause mortality or nonfatal new  
Q-wave myocardial infarction occurred in 
3.81% of participants in the experimental 
group and 4.37% of participants in the 
control group (rate ratio 0.87, 95% CI 
0.75–1.01, P = 0.073), and the frequency 
of bleeding was similar between the 
groups. Subgroup analysis also revealed 
no significant difference in the effects of 
the treatments in patients with stable CAD 
versus those with ACS.

In conclusion, while other trials on 
antiplatelet strategies are underway, the 
results of this trial do not support a change in 
clinical practice at this time.

Alexandra Le Bras
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Ticagrelor not superior to DAPT after PCI
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