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it is likely that these two conditions will remain 
difficult to separate, we plan further analyses to 
explore these possibilities. Withdrawal symptoms 
can only occur in the discontinuation group, but 
participants reported some new and worsening 
symptoms while continuing to take antidepres-
sants. We found no evidence that the hazard ratio 
for relapse varied across the 12-month follow-up 
period, whereas one would expect withdrawal 
symptoms to cluster around the time after the 
medication was terminated. We found that 
the difference in withdrawal symptoms between 
the groups was largest at 12 weeks.

Kuschpel inquires about the severity of re-
lapses in our trial. In addition to our prespeci-
fied definition of relapse, we used internation-
ally agreed-upon International Classification of 
Diseases, version 10, criteria for relapse of depres-
sion and found similar results to those in our 
primary analysis (see Table S11 in the Supple-
mentary Appendix, available with the full text of 
our article at NEJM.org). We recorded relapses that 
may have occurred at any time in the 3 months 

preceding the assessment and may have resolved 
by the time the participant was assessed on our 
secondary outcomes, such as the PHQ-9. We 
therefore would have expected a smaller between-
group difference regarding secondary outcomes 
because they only assessed how the participant 
was feeling at the time of the assessment. Our 
finding that people in the discontinuation group 
were more likely to guess their allocation could 
be due to the clinical effect of discontinuation 
and is not, in our view, an indication that our 
findings were invalid.
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Trial of Intensive Blood-Pressure Control  
in Older Patients with Hypertension

To the Editor: In a trial involving elderly pa-
tients with hypertension, Zhang et al. (Sept. 30 
issue)1 found that intensive treatment (systolic 
blood-pressure target, 110 to <130 mm Hg) re-
sulted in a lower incidence of cardiovascular 
events and stroke than standard treatment (tar-
get, 130 to <150 mm Hg). However, the use of 
antihypertensive drugs was imbalanced between 
the two groups. For example, at 42 months, hydro-
chlorothiazide was used more in the intensive-
treatment group (280 patients) than in the stan-
dard-treatment group (102 patients).

A recent systematic review2 showed that use 
of calcium-channel blockers led to a higher risk 
of major cardiovascular events than use of diuret-
ics (risk ratio, 1.05) but to a lower risk than use 
of beta-blockers (risk ratio, 0.84) or angiotensin-
converting–enzyme inhibitors (risk ratio, 0.90). 
Use of calcium-channel blockers also led to a 
lower risk of myocardial infarction than use of 
angiotensin-receptor blockers (risk ratio, 0.82).

Given that several lines of evidence have 
shown that these drugs affect the cardiovascular 
system independent of blood pressure,3,4 the type 
of antihypertensive drug used can bias trial re-
sults. We wonder whether the authors could 
provide a subgroup analysis with the type of 
antihypertensive drug as a variable.
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To the Editor: The STEP (Strategy of Blood 
Pressure Intervention in the Elderly Hypertensive 
Patients) trial by Zhang et al. showed that inten-
sive blood-pressure control with a systolic blood-
pressure target of 110 to less than 130 mm Hg 
contributed to a lower incidence of cardiovascu-
lar events than standard treatment with a sys-
tolic blood-pressure target of 130 to less than 
150 mm Hg in older patients with hypertension 
in the Han Chinese population. The Results and 
Discussion both note that most of the secondary 
outcomes favored intensive treatment. However, 
this statement is misleading, since only half the 
secondary outcomes differed meaningfully be-
tween the groups.

Moreover, the authors emphasize in the Dis-
cussion that patients with diabetes mellitus were 
included, but they did not discuss results in this 
subgroup of patients in detail. According to Fig-
ure S7 in the Supplementary Appendix (available 
with the full text of their article at NEJM.org), 
patients with diabetes mellitus did not seem to 
benefit significantly from intensive blood-pres-
sure control — a finding that is supported by 
the results of the ACCORD BP trial1 but that has 
been debated.2 The interaction between blood-
pressure treatment and glycemic control might 
play a significant role and warrants further inves-
tigation.3 Currently, less-intensive individualized 
blood-pressure targets are still recommended for 
older patients with hypertension, diabetes melli-
tus, and other coexisting conditions.4
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To the Editor: At first sight, the results of the 
STEP trial seem to confirm the findings from 
the Systolic Blood Pressure Intervention Trial 
(SPRINT),1 — that is, aiming at lower blood-pres-
sure goals reduces the incidence of cardiovascu-
lar events and death, seemingly putting to rest 
the long-standing discussion about meaningful 
differences between observed and unattended 
office blood-pressure measurements. Although 
the authors obtained home blood-pressure read-
ings from more than 95% of the trial partici-
pants, it is exactly these data that arouse ques-
tions about the validity of their final conclusions. 
According to Figure S5, the mean systolic home 
blood-pressure values in patients in the standard-
treatment group increased continuously and 
crossed the threshold suggested in the European 
Society of Cardiology and the European Society 
of Hypertension guidelines2 for the diagnosis of 
hypertension for approximately half the trial pe-
riod. Thus, the observed lower incidence of car-
diovascular events in the intensive-treatment 
group than in the standard-treatment group may 
simply be the consequence of masked uncon-
trolled hypertension, with the inherent unfavor-
able prognosis3 in a large proportion of patients 
receiving the standard treatment. In addition, 
there seems to be a graphical error in the align-
ment of the temperature and blood-pressure 
data, because the latter is inversely related to the 
ambient temperature.4
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To the Editor: With regard to the trial conduct-
ed by Zhang et al., we think that several issues 
limit the generalizability of these findings.1 The 
mean age of the patients was 66 years (with only 
24% of the patients having an age of 70 to 80 years), 
and persons with dementia, cancer, sustained 
atrial fibrillation, and uncontrolled diabetes were 
excluded. Only 6.5% of the patients had cardio-
vascular disease and 2.5% had kidney failure; 
well-recognized comprehensive measures of health 
in older people2 were not reported. The results 
are commendable and not unexpected in this “fit” 
population of patients younger than 70 years of 
age but are difficult to translate in older patients 
with multiple coexisting conditions. Such per-
sons are almost invariably excluded from clinical 
trials, even though their conditions represent the 
most compelling challenge in clinical practice.3 
In keeping with experts, we would advise a more 
cautious approach with regard to suggesting such 
an aggressive blood-pressure target in elderly 
patients.4
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The authors and a colleague reply: In re-
sponse to Osawa and Mori: A previous meta-
analysis has shown that blood-pressure lowering 
is the predominant factor in reducing the risk of 
cardiovascular events, rather than the use of spe-
cific antihypertensive agents, although these 
agents may present subtle superiority among 
general drug classes.1 In the STEP trial, the over-
all distribution of drug classes was similar in the 
two treatment groups, with the exception of an 
inevitably higher proportion of patients using 
combined antihypertensive therapy in the inten-
sive-treatment group. With adjustment for drug 
classes at the 6-month visit (the stipulated time 
point for blood-pressure control), the observed 
cardiovascular benefits with intensive treatment 
were not noticeably affected (adjusted hazard ra-
tio vs. standard treatment, 0.72; 95% confidence 
interval, 0.57 to 0.90). Detailed comparisons of the 
effects of various antihypertensive drug classes 
are under way.

A subgroup analysis of the STEP trial showed 
a consistently beneficial, albeit nonsignificant, 
effect of intensive treatment in patients with dia-
betes mellitus. Of note, the statistics were un-
derpowered, as in the ACCORD BP trial. Thus far, 
robust evidence is scant, which prevents con-
crete conclusions from being drawn regarding 
an appropriate blood-pressure target in patients 
with diabetes mellitus. An ongoing randomized, 
controlled trial (Blood Pressure Control Target 
in Diabetes [BPROAD]; ClinicalTrials.gov num-
ber, NCT03808311) and our current analysis of 
combined individual-level data from patients 
with diabetes mellitus in the STEP trial and the 
ACCORD BP trial may be of value regarding 
Chu’s concern.

Steffen et al. question whether the conclu-
sions of the STEP trial may be heavily biased by 
the inclusion of patients with masked uncon-
trolled hypertension in the standard-treatment 
group. Indeed, the initially overt difference be-
tween home and office blood-pressure measure-
ments diminished gradually over time and near-
ly disappeared by the 30-month visit in the STEP 
trial. We considered this finding to be related to 
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a relief from white-coat hypertension, since pa-
tients became familiar with the same clinical 
setting and trial staff as the trial progressed.2 
This observed time-varying difference between 
home and office blood-pressure values indicated 
that time-stratified cutoff values remain impor-
tant for evaluation. Figure S5 has been updated 
in the Supplementary Appendix to show the 
variation in home blood pressure over periods of 
calendar months.

As in most other trials, patients with severe 
frailty or limited life expectancy were excluded 
from the STEP trial. We agree with Maggiani 
and Bo that the extrapolation of our conclusions 
to such patients warrants more caution. Never-
theless, a population of persons with diverse 
coexisting conditions was enrolled in our trial, 
and the trial results are relevant to the majority 
of older Chinese people with hypertension. Meta-
analyses have consistently shown additional car-
diovascular benefits with a reduction in systolic 
blood pressure to less than 130 mm Hg, regard-
less of age.3,4
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Placement of a Double-Lumen Endotracheal Tube

To the Editor: In their video, Hao et al. (Oct. 14 
issue)1 clearly describe the techniques of the 
placement of a double-lumen endotracheal tube. 
The authors state that selection of such a tube is 
most often guided by the patient’s sex and height. 
However, this recommendation may not be ap-
propriate for all patients, especially for Asian 
women, who are generally smaller than their non-
Asian counterparts. An inappropriate double-
lumen endotracheal tube is frequently selected 
when the traditional method is used owing to the 
poor correlation between the patient’s height and 
the airway size.2 In fact, a combination of the 
patient’s imaging data (such as computed tomog-
raphy [CT] or chest radiography) and clinical 
characteristics (sex and height) has been proven 
to be a more effective method to predict the 
proper tube size in clinical practice.3,4 This com-
bined method not only helps in the selection of 
the appropriate tube size but also helps in the 
evaluation of abnormal tracheobronchial anato-
my, especially for placement of right-sided tubes.5 
Therefore, we suggest that the patient’s imag-

ing data (such as CT or chest radiography) be 
reviewed before selection of the appropriate 
tube size.
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