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from PHARE and PERSEPHONE were 
given anthracycline-based treatment, 
so carvedilol or other β blockers could 
affect cardiovascular results. A study 
by Guglin and colleagues5 emphasises 
the value of angiotensin-converting 
enzyme inhibitors and β blockers in 
preventing trastuzumab-induced 
cardiotoxicity, providing the prospect 
of increased survival benefit for 
patients with breast cancer.

In conclusion, we highly recommend 
a post-hoc or subgroup analysis of 
drugs with potential cardiac pro-
tective effects, both for PERSEPHONE 
and PHARE, and a meta-analysis 
addressing the effect of these drugs on 
cardiotoxicity for different durations of 
trastuzumab would provide additional 
insights.
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We thank Tong Liu and colleagues 
for their interest in our publication 
of the primary endpoint results 
of the PERSEPHONE trial.1 Liu and 
colleagues draw attention to reports 
of prophylactic cardiac medication to 

modify reductions in left ventricular 
ejection fraction (LVEF) from 
anthracyclines2 and trastuzumab3 
therapy. These drugs will remain 
standard for many patients with HER2-
positive, early breast cancer. Therefore, 
the possibility of cardioprotection with 
prophylactic cardiac medication is an 
important development.

However, the PERSEPHONE trial, 
which completed recruitment in mid-
2015, will not be able to contribute 
meaningful data on prophylactic 
cardiac medication, because this goal 
was not part of the protocol and 
its use was not recorded within the 
trial. Any new cardiac medication 
started during the trial was assumed 
to be for treatment of cardiac 
dysfunction. Detailed cardiac toxicity 
data for the first 2500 patients 
has been published,4 and a small 
number of patients (26 [2%] in the 
12-month group and 24 [2%] in 
the 6-month group) reported use 
of cardiac medication at the time 
of recruitment. These patients were 
found to be more likely to develop 
clinical cardiac dysfunction or low 
LVEF than patients who were not 
on cardiac medication (odds ratio 
8·46; 95% CI 4·69–15·25). This 
finding suggests that patients with 
pre-existing cardiac problems have 
increased risk of cardiac dysfunction 
with trastuzumab, despite normal 
LVEF at baseline.

The PERSEPHONE trial reported on 
cardiac toxicity, including incidences 
of clinical cardiac dysfunction, low 
LVEF (<50%), substantial reductions 
of LVEF (to <50% after a baseline 
of ≥59%), and number of patients 
stopping trastuzumab because of 
cardiac toxicity.1 All values were 
significantly greater in patients 
on 12-month treatment than in 
patients on 6-month treatment. In 
an earlier report of detailed cardiac 
toxicity,5 the PHARE trial also showed 
significant differences in incidence 
of cardiac dysfunction (including 
reduced LVEF), whereby 100 (5·9%) 
patients on 12-month treatment 

and 58 (3·4%) patients on 6-month 
treatment had cardiac toxicity 
(p=0·001). With regard to severe 
congestive heart failure (New York 
Health Association grades 3 and 4), 
the PHARE group reported in their 
recent paper6 that 12 months and 
6 months of trastuzumab did not 
differ (11 [0·65%] and nine [0·53%] of 
1690 patients respectively).

In conclusion,  prophylactic 
cardiac medication was not used in 
the PERSEPHONE trial, and post-
hoc, subgroup analysis of cardiac 
medication prescribed to treat 
cardiac dysfunction would not add 
meaningful data on cardioprotection. 
Both PERSEPHONE and PHARE 
show significantly more cardiac 
toxicity for 12-month than 6-month 
trastuzumab when assessing similar 
measures of cardiac dysfunction. Liu 
and colleagues have raised important 
questions about cardioprotection, 
which are now being answered in 
adequately powered, randomised 
controlled trials.
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turbinate surgery is superior to non-
surgical treatment alone. However, 
we strongly believe that in planning 
septal surgery, the site of the septal 
deviation as well as the internal and 
external nasal valve function needs 
to be assessed.2,3 In some patients, 
especially in those individuals 
who have a high septal deviation 
or an anterior septal deviation 
that compromises the internal or 
external nasal valves, a conventional 
septoplasty will not suffice and a 
functional septorhinoplasty should be 
done instead to ensure best functional 
outcomes. Consequently, the absence       
of data on the site of septal deviation 
and nasal valves function in van 
Egmond and colleagues’ study has led 
to an inaccuracy in the conclusions 
drawn from the data. 

In addition, the disease-specific 
patient-reported outcome measure-
ments for the Sino-Nasal Outcome 
Test-22 (SNOT-22) and Nasal 
Obstruction Symptom Evaluation 
(NOSE) were initially misleading. 
Egmond and colleagues only stated 
in the Article’s appendix that the 
direction of their scales was inverted, 
so that higher scores represented 
better results. In our series of patients 
following functional septorhinoplasty, 
we also found a significant improve-
ment in Peak Nasal Inspiratory Flow, 
SNOT-22, and NOSE scores following 
surgery.4,5

Taken together, this study supports 
septoplasty and turbinate surgery 
in the majority of patients with 
a deviated septum, but not in all 
patients. Consequently, functional 
septorhinoplasty needs to be 
considered in the more complex 
cases.
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obstruction
We read with great interest 
the randomised controlled trial 
by Machteld van Egmond and 
colleagues,1 which showed that 
surgical correction of a deviated 
septum in combination with 
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We read with interest the Article by 
Machteld van Egmond and colleagues1 
on the effects of surgery versus 
non-surgical management of nasal 
obstruction. The Nasal Obstruction 
Symptom Evaluation (NOSE) scale2 
and its validated Dutch version,3 
as well as the Sino-Nasal Outcome 
Test-22 (SNOT-22), were used to 
assess subjective symptoms. In the 
Article’s appendix,1 the NOSE and 
SNOT-22 scales are defined as ranging 
“from 0 to 100, with higher scores 
representing worse outcomes”. We 
think that further clarity is required 
here. The NOSE scale, by definition, 
implies substantial nasal obstructive 
symptomatology with a high score.4 
Whereas the maximum score for the 
NOSE scale is indeed 100, it should be 
110 for the SNOT-22.

Furthermore, the data presented in 
the Article are confusing, especially 
to clinicians who use both NOSE and 
SNOT-22 in routine clinical practice. 
In the Article’s appendix, the authors 
state that “To facilitate comparison 
with the other subjective measures, 
the direction of [the NOSE and 
SNOT-22] scales was inverted so that 
higher scores represented better 
results.” However, without clearly 
stating in the manuscript that the 
scales were inverted, it is implied that 
disease burden was low at baseline, DR
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