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REPLY: Combination Therapy With

ered),

Ceftriaxone and Lansoprazole, Acquired Long

and

anti-Ro/Sjogren’s

syndrome-related

antigen A antibodies (52%) (3).

QT Syndrome and Torsades de Pointes Risk

In this cohort, we found that 2 patients (5%) were
receiving CFXþLSZ when TdP developed. Notably,

We thank Dr. Lazzerini and colleagues for sharing

this percentage was identical to that observed

their clinical observations supporting the drugdrug
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isolation, their observations could be dismissed as

roﬂoxacin, sotalol, or haloperidol (2%), which all

idiosyncratic by skeptics, but data science—the

represent well-recognized QT-prolonging medica-

application of rigorous analytical methods to large
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these effects across large patient populations. The
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integration of adverse event report mining, electronic

with
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Although follow-up studies are required to conﬁrm

health

record

corroboration,

electrophysiology

the ﬁndings of Lorberbaum et al. (1), our observations

experiments, and now these case studies paints a

seem to be in agreement with the view that CFXþLSZ

clear picture of a DDI that could not have been iden-

may represent a currently overlooked contributing

tiﬁed using traditional surveillance approaches (2).

factor that increases the TdP risk, via speciﬁc (not

We have further capitalized on the promise of

class-related) QT-prolonging effects exerted by these

health data science by participating in Observational

2 molecules when combined.

Health Data Sciences and Informatics (OHDSI), an

The potential harmfulness of this association

international network of >140 researchers in >20

should be carefully kept in mind, particularly in the

countries performing large-scale analyses on distrib-

presence of other recognized QT-prolonging factors.

uted databases that in total comprise >600 million

Both drugs are used worldwide, but they are

patients (3). Each participating site converts their

presently considered as having neutral effects on

patient data to a common data model that enables

ventricular repolarization.

analyses created at one location to be replicated
across the entire network while maintaining patient
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has developed open source software tools for data
exploration and evidence generation, conducted
multivariate analyses to predict drug side effects, and
improved deﬁnition of the heterogeneity in treatment

In the case of ceftriaxone and lansoprazole, we
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used a combination of public and private clinical data
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to identify the interaction. Through collaborations
like OHDSI, these data are available to all researchers
with interests in large-scale retrospective studies. We
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it is not known whether the ﬁndings can be directly
generalized to Western countries. Even if the positive
ﬁndings might only be applicable to less developed

REFERENCES
1. Lorberbaum T, Sampson KJ, Chang JB, et al. Coupling data mining and
laboratory experiments to discover drug interactions causing QT prolongation.
J Am Coll Cardiol 2016;68:1756–64.
2. Lorberbaum T, Sampson KJ, Woosley RL, et al. An integrative data science
pipeline to identify novel drug interactions that prolong the QT interval. Drug
Saf 2016;39:433–41.

countries,

the

ﬁndings

are

important

for

the

populations of such countries.
Vitamin E is an essential nutrient, and therefore,
its potential beneﬁt in preventing CI-AKI is interesting. Furthermore, vitamins E and C may interact.
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Vitamin E May Protect
Against Contrast-Induced
Acute Kidney Injury

vitamin C intake was low (5). Thus, a large factorial
statins and vitamins E and C, and their combinations to discover the optimal protocol to prevent
CI-AKI.
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McCullough et al. (1) reviewed the pathophysiology
and treatment options for contrast-induced acute
kidney injury (CI-AKI). They stated that no effec-
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tive adjunctive pharmaceutical had been demonstrated that either prevented or treated CI-AKI.
However, they also suggested that of the agents
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participants beneﬁtting from the vitamin, with a
number needed to treat (NNT) of 13.5 (4). The 2
earlier studies found NNTs of 5.8 (2) and 10.6 (3). In
each study, approximately one-half of the patients
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were on statin therapy; therefore, the effects of
vitamin E might have also been beneﬁcial in addi-
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