
In this cohort, in which most women were under 35
years of age and lived in a cultural context where
smoking among women is rare, the rate of stillbirth
increased strongly from first to second pregnancies,
contrary to the situation in developed countries.15 This
might be due to the misclassification of some abortions
as stillbirths.

The higher early neonatal mortality in second born
compared with first born children, particularly in girls,
was probably also a result of both the family planning
policy and the preference for sons. This is reflected in
the high male to female sex ratio among the liveborn

children in the cohort. We are currently investigating
mortality by infant sex and the issue of sex ratio at
birth.
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Aspirin, ibuprofen, and mortality after myocardial
infarction: retrospective cohort study
Jeptha P Curtis, Yongfei Wang, Edward L Portnay, Frederick A Masoudi, Edward P Havranek,
Harlan M Krumholz

Observational studies and in vivo experiments have
raised concern that the cardioprotective effects of tak-
ing aspirin are blocked by ibuprofen, a non-steroidal
anti-inflammatory drug that competitively inhibits
aspirin’s binding site on platelets.1 2 We determined
whether prescribing aspirin and ibuprofen to patients
being discharged after myocardial infarction was asso-
ciated with increased risk of death.

Participants, methods, and results
The database compiled by the Cooperative Cardiovas-
cular Project consisted of 234 769 Medicare patients in
the United States who were hospitalised with a
myocardial infarction between 1994 and 1996.3 We
identified patients aged ≥ 65 with myocardial infarc-
tion who were prescribed aspirin on discharge and

excluded patients who had repeat admissions, had ter-
minal illness, had incomplete drug records, or had
been transferred. The outcome measure was time to
death within a year of discharge, which we ascertained
from the Medicare enrolment database.4 We compared
the baseline characteristics of patients prescribed only
aspirin, prescribed aspirin and ibuprofen, and pre-
scribed aspirin and other non-steroidal anti-
inflammatory drugs with �2 tests and analysis of
variance. We compared Kaplan-Meier survival curves
with the log rank test. We developed a Cox
proportional hazards mortality model including
demographics, medical history, admission presenta-
tion, hospital course, and discharge care. We did statis-
tical calculations with SAS.

A total of 70 316 patients were prescribed aspirin
at discharge from hospital; 66 739 were prescribed

What is already known on this topic

Data on perinatal mortality in China rely on
surveys and hospital based statistics

The perinatal mortality rate in urban China has
been reported to be lower than in other
developing countries and is inversely associated
with socioeconomic status

There have been few reports on perinatal
mortality for rural China

What this study adds

Routine statistics collected by the Chinese family
planning system were a reliable data source for the
study of perinatal mortality

The perinatal mortality rate in rural China was
much higher than previously reported rates from
urban areas and was associated with parity in a
different way than in other countries
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aspirin alone, 844 aspirin and ibuprofen, and 2733
aspirin and other non-steroidal anti-inflammatory
drugs. Patients prescribed only aspirin had more
comorbidity and had had more complications in
hospital (see bmj.com). Totals of 11 546 (17.5%)
patients who were prescribed only aspirin, 118 (14.0%)
who were prescribed aspirin and ibuprofen, and 432
(15.8%) who were prescribed aspirin and other
non-steroidal anti-inflammatory drugs died within a
year after discharge (log rank P = 0.003) (figure). Our
multivariable model found that patients prescribed
aspirin and ibuprofen on discharge had a risk of death
that was comparable to that of patients prescribed
aspirin alone (hazard ratio 0.84; 95% confidence inter-
val 0.70 to 1.01) or prescribed aspirin and another
non-steroidal anti-inflammatory drug (0.96; 0.86 to
1.06).

Comment
Aspirin and ibuprofen did not adversely interact in this
cohort of elderly patients discharged after myocardial
infarction. The pharmacodynamic interaction of
aspirin and ibuprofen may not have a significant
impact on patient outcomes.

Recently, investigators reported that patients with
established cardiovascular disease who were pre-

scribed aspirin and ibuprofen on discharge were at
increased risk of death compared with patients
discharged on aspirin alone.2 The findings received
extensive media attention and prompted recommen-
dations against patients with coronary disease using
ibuprofen.5 However, their study included only 187
patients on both aspirin and ibuprofen and did not
adjust for severity of cardiovascular disease. Con-
versely, we found that patients taking aspirin and ibu-
profen have similar mortality to patients discharged
on aspirin alone. In comparison, our analysis included
four times as many patients prescribed both aspirin
and ibuprofen and we could adjust for measures of
severity of disease, such as shock, ejection fraction, and
heart failure.

Because of the non-experimental design, our
analysis may have allowed residual confounding. In
particular, we had no information about patterns of
use of ibuprofen after discharge from hospital. Because
ibuprofen and other non-steroidal anti-inflammatory
drugs are available over the counter, we have likely
underestimated the overall use of ibuprofen, which
could bias our results toward the null. Nevertheless,
recommendations that patients with coronary artery
disease should avoid taking both ibuprofen and aspirin
may be unfounded.
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Kaplan-Meier survival curves for elderly US survivors of myocardial
infarction prescribed aspirin alone, aspirin and ibuprofen, or aspirin
and a different non-steroidal anti-inflammatory drug on discharge
from hospital

Through the looking glass

A 37 year old man with a long history of bipolar affective
disorder with type 1 diabetes presented in a hypomanic episode
with a history of five days of blurred vision in both eyes. He was
taking sodium valproate 750 mg orally twice daily, quetiapine 100
mg at night, metformin 500 mg orally twice daily, and insulin
(Mixtard 50, 16 units in the morning and 6 units at night).

The patient’s mental state was improving, and he was not a
management problem on the unit. However, he still reported
blurred vision in both eyes. Ophthalmological examination
showed that both conjunctivae were bloodshot, but no other
abnormalities were found. His last glucose measurement had
been recorded at 6.8 mmol/l at 8 o’clock that morning. Physical
examination showed mild obesity and no neurological deficits.

His blood results showed a normal white cell count, low albumin
and total protein concentrations, and mildly raised alanine
aminotransferase activity.

It seemed unlikely that this blurred vision was related to side
effects from his medication, and re-examination before transfer to
an ophthalmological unit identified the source of the problem:
the patient had two sets of contact lenses in his eyes. The blurring
resolved on removal of one set of lenses.

One never knows what one will see through one looking glass,
but through two?

Paul Myhill associate psychiatrist, Florence Nightingale Hospital,
London
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