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migraine and headache were collected separately. 
Of the 800 patients treated with enzalutamide, 
3 (0.4%) were reported to have had a migraine. 
Headaches were reported in 93 patients treated 
with enzalutamide (11.6%) and in 22 of the 399 
patients treated with placebo (5.5%). In the en-
zalutamide group, the majority of reports were 
for grade 1 headache that did not require treat-
ment. No patient was treated for headache with 
glucocorticoids. One patient reporting seizure in 
AFFIRM reported a headache 5 months before 
the report of seizure.

Berruti et al. state that headaches were not 
reported as a relevant symptom in patients re-
ceiving abiraterone acetate plus prednisone in a 
recent phase 3 study.1 However, the clinical re-
view of abiraterone acetate by the Food and Drug 
Administration (new drug application number, 
202379) reported a similar frequency of headache 
in the two study groups (11.9% of patients in the 
abiraterone-plus-prednisone group and 10.7% of 
those in the placebo-plus-prednisone group).2

Overall, these data do not support the sug-
gestion by Berruti et al. that the headaches 
observed in the enzalutamide study reflect mi-
graines, nor that patients who had a headache 
during treatment with enzalutamide are at in-
creased risk for seizure.
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Understanding Low Sugar from NICE-SUGAR

To the Editor: In his editorial about the Normo-
glycemia in Intensive Care Evaluation–Survival Us-
ing Glucose Algorithm Regulation (NICE-SUGAR) 
study,1 Hirsch (Sept. 20 issue)2 declares, “For sur-
gical patients, especially those who have under-
gone cardiac procedures, hospitals that can safely 
achieve lower targets should do so.” No justifica-
tion for this statement is provided. Concerns ex-
ist regarding the generalizability of studies of 
glycemic control in other populations of patients 
treated in intensive care units (ICUs) that have 
shown either harm1 or no benefit3 and regarding 
both the generalizability and applicability of stud-
ies that have shown benefit.4 Accordingly, the ef-
fect of maintaining the blood sugar levels of sur-
gical patients admitted to the ICU below those of 
the control group in the NICE-SUGAR study1 re-
mains uncertain. We believe the targeting of blood 
glucose levels below that of the control group in 
this study should occur only in the context of 
well-designed clinical trials. To do otherwise ex-
poses surgical patients admitted to the ICU to a 
therapy of uncertain benefit and that is associ-
ated with harm in other ICU patient populations. 

It also promotes the inefficient use of valuable 
health care resources at a time when the Journal is 
fostering debate around this challenging issue.5
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The editorialist replies: French and McGain 
bring up an important point. The most recent 
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recommendation referenced in my editorial states, 
“Although strong evidence is lacking, somewhat 
lower glucose targets may be appropriate in se-
lected patients.”1 Although we do not have a pro-
spective and randomized trial in patients under-
going cardiac surgery, there are data that suggest 
that lower glucose levels are beneficial.2 Unfortu-
nately, lower glucose levels are difficult to accom-
plish without hypoglycemia, given the current 
available technology at the majority of hospitals. 
Nevertheless, some institutions report that it is 
possible to achieve lower targets without exces-
sive hypoglycemia.3-5 At the University of Wash-
ington Medical Center, we target the glucose level 
in patients undergoing cardiothoracic surgery at 
100 to 140 mg per deciliter (5.6 to 7.8 mmol per 
liter), with a 1% rate of hypoglycemia (blood glu-
cose, <70 mg per deciliter [3.9 mmol per liter]). 
Although French and McGain are correct that the 
NICE-SUGAR population showed no benefit from 
this level of glucose control, it must be appreci-
ated that that population did not include patients 
undergoing cardiac surgery. Therefore, we feel 
comfortable in targeting these lower glucose val-

ues if it can be done safely. One hopes that there 
will be prospective data for these and other pop-
ulations with the introduction of continuous glu-
cose monitoring.
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PTEN Haploinsufficiency, Obesity, and Insulin Sensitivity

To the Editor: Pal and colleagues (Sept. 13 is-
sue)1 state that heightened insulin sensitivity can 
paradoxically coexist with obesity in patients 
with PTEN haploinsufficiency, which causes the 
Cowden syndrome. However, we believe that 
some conclusions described by the authors are 
not supported by their findings. Although carri-
ers of PTEN mutations are similar to controls 
(matched according to body-mass index [BMI]) 
with respect to lean body mass, bone mineral 
content, total fat, and fat distribution, their high-
er BMI relative to age- and sex-matched popula-
tion controls cannot yet be attributed to increased 
adiposity because this latter comparison remains 
unproven by dual-energy x-ray absorptiometry 
(DXA). The authors’ interpretation of greater par-
titioning of visceral fat into subcutaneous fat was 
not supported by a significant difference detect-
ed in skinfold anthropometry. Because 80 to 90% 
of infused glucose during hyperinsulinemic–
euglycemic clamping was metabolized by the 
skeletal muscles in patients with the Cowden 

syndrome, an increase in lean mass rather than 
adiposity may drive the elevated BMI with con-
comitant elevated insulin sensitivity.2 Because 
mice that overexpress Pten have increased energy 
expenditure, an assay of mitochondrial substrate 
oxidation by skeletal muscles and a demonstra-
tion of elevated numbers of brown or beige (brite) 
adipocytes might shed light on the cellular and 
biochemical mechanisms underlying obesity as-
sociated with enhanced insulin sensitivity in 
PTEN-mutation carriers.3
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