
severe hypoglycemia is potentially a marker for an excess
of additional episodes and the observed effect can be in-
terpreted as a measure of the cumulative effect of hypogly-
cemia.

Our reliance on ED and primary hospitalization diag-
noses of hypoglycemia is a strength of the study, because
these are clinically recognized exposures and not suscep-
tible to recall bias and inaccurate self-reporting.1,2 More-
over, our coding scheme for hypoglycemia was based on an
established algorithm using International Classification of Dis-
eases, Ninth Revision, Clinical Modification diagnoses that has
been validated in prior research.3 In one study, this algo-
rithm had 89% positive predictive value when compared with
detailed medical record review.3

Regarding the possibility of confounding by educational
level, individuals experiencing severe hypoglycemic epi-
sodes did not have lower educational levels than patients
not experiencing such episodes. Sensitivity analyses dem-
onstrated a similar association between hypoglycemic epi-
sodes and increased risk of dementia across all education
levels and by stroke status.1 If the association between hy-
poglycemia and dementia was spurious due to educational
levels (or stroke), the findings would have been attenuated
with adjustment.

The point that hospitalized cases of hypoglycemia may dif-
fer in etiology from episodes treated in the community and
have causes such as serious underlying illness that could also
be associated with dementia deserves attention. Two obser-
vations reduce this concern. First, the association was as strong
for episodes treated in the ED as for hospitalized events. Sec-
ond, the association persisted even with a 15-year lag be-
tween the hypoglycemic episode and first notation of demen-
tia. This should eliminate most, if not all, confounding by
serious illnesses associated with the hypoglycemia.

The data richness supporting this study was unique, in-
cluding duration of diabetes, long-term glycemic control,
ascertainment of diabetes pharmacotherapy, number of years
using insulin, and a large number of comorbidities. Find-
ings were stable despite adjustment for this wide range of
factors. While we acknowledge that no observational study
can completely eliminate unmeasured confounding, our find-
ings suggest clinical caution in glucose-lowering treat-
ments, particularly in older populations who have less to
gain from tight glycemic control and are at the greatest risk
for dementia.
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Policies of Children’s Hospitals
on Donation After Cardiac Death

To the Editor: Dr Antommaria and colleagues1 character-
ized donation after cardiac death (DCD) policies in chil-
dren’s hospitals and evaluated variation among policies. West-
ern standards are that transplantation of organs is possible
only if the patient complies with the dead donor rule.2 Or-
gan procurement is possible after the donor’s death and must
not cause death. Internationally, it is accepted as a norm that
an individual who has sustained either (1) irreversible ces-
sation of circulatory and respiratory functions or (2) irre-
versible cessation of all functions of the entire brain, in-
cluding brain stem, is dead.3 Irreversible means that the
function cannot be restored by anyone under any circum-
stances.3

Because DCD usually takes place after withdrawal of life
support, the circulatory arrest might well be reversible by
cardiopulmonary resuscitation within a certain period of time.
In case of organ donation, the loss of brain functioning should
always be the underlying criterion of death. In case of brain
death, a patient with electroencephalographic activity is not
legally dead and organs cannot be removed. According to
Plum and Posner,4 “Under clinical circumstances, total is-
chemic anoxia of the cerebral cortex lasting longer than about
4 minutes starts to kill brain cells, with the neurons of the
cerebral cortex and cerebellum dying first.” According to
Table 3 in the article by Antommaria et al, in 7 hospitals
pediatric patients are declared dead within 5 minutes, and
in 1 hospital organs are removed within 2 minutes after cir-
culatory arrest. These children were not (brain) dead when
their organs were removed, and this is in conflict with the
accepted dead donor rule in the Western world.2
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In Reply: Drs de Groot and Kompanje identify important
ongoing issues regarding the declaration of death and DCD.
However, they fail to acknowledge ongoing criticism of cur-
rent neurological criteria of death, insufficiently character-
ize the duration of ischemia needed for irreversible cessa-
tion of all functions of the entire brain, and hold DCD to a
higher standard of irreversibility than is used in other clini-
cal contexts.

In their letter, de Groot and Kompanje focus on loss of
brain function as the fundamental criterion of death.
There has been, however, substantial criticism of this
approach. Critics argue that individuals fulfilling neuro-
logical criteria may retain integrative function of the pos-
terior pituitary and do not inevitably progress to cardiac
arrest quickly.1 Thus, the premise stated by de Groot and
Kompanje may be equally problematic as what they criti-
cize.

They note that anoxia begins to kill brain cells after 4 min-
utes and that 7 institutions require total waiting periods of
less than 5 minutes. However, medical literature suggests
that functional survival is possible after 10 to 20 minutes
of normothermia without blood flow.2 The longest com-
bined waiting period specified in the policies we reviewed
was 10 minutes, required by only 2 institutions. If one takes
the writers’ argument seriously, none of the policies have
sufficient waiting periods.

As to overall criteria for death, they argue that irrevers-
ible “means that the function cannot be restored by anyone
under any circumstances.” This is a higher standard than
is used in other clinical contexts. Individuals with do-not-
attempt-resuscitation orders who are not potential organ do-
nors may be declared dead well before the time that cardio-
pulmonary resuscitation would never work. Advocates of
DCD argue that it is sufficient to wait long enough that spon-
taneous recovery of cardiorespiratory function or “autore-
suscitation” is sufficiently unlikely.3

Ongoing conceptual clarification is needed regarding these
topics, as well as further empirical study regarding the effect
the evolving criteria for death may have on public trust in
organ retrieval from deceased donors.
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Functional Outcomes of Older Overweight
Cancer Survivors After Diet and Exercise

To the Editor: In their randomized controlled trial, Dr Mo-
rey and colleagues1 reported that among older, long-term
(�5 years) survivors of colorectal, breast, and prostate can-
cer, a diet and exercise intervention reduced the rate of self-
reported functional decline. The body mass index (BMI) of
the participants ranged from 25 to 40 (calculated as weight
in kilograms divided by height in meters squared).

Approximately 41% of men and 53% of women in the
United States have levels of serum 25-hydroxyvitamin D be-
low 28 ng/mL.2 An indicator of vitamin D status, serum 25-
hydroxyvitamin D may be low in obese adults and has an
inverse relationship with BMI.3 Epidemiologic studies in-
dicate that low levels of serum 25-hydroxyvitamin D are as-
sociated with an increased risk of colon, prostate, and breast
cancer, along with higher mortality from these cancers.4 Evi-
dence also suggests that in older persons a mean serum con-
centration greater than 65 nmol/L of vitamin D may im-
prove muscle performance.5

Therefore, it would be useful to examine the vitamin D
status or vitamin D supplementation of the study popula-
tion and its relationship with functional outcome.
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In Reply: Given the recent attention surrounding vitamin D,
the request by Dr Shil and colleagues to explore intake in re-
lation to physical function is a compelling question. In re-
sponse, we conducted a cross-sectional analysis of our base-
line data (n=641).1 As described in the main outcomes article,
telephone interviews were used to gather data on diet and
supplement use, through 2 unannounced 24-hour recalls (mul-
tipass method with the Nutrition Data System for Research
software, version 2006; Nutrition Coordinating Center, Min-
neapolis, Minnesota), and to assess physical function, which
was captured using 3 instruments: physical function sub-
scales of the Medical Outcomes Study Short-Form 36 (SF-
36) and the basic and advanced lower extremity function sub-
scales of the Late Life Function and Disability Index, with
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