VIII. ASSESSING CAUSALITY

the form of a documented AE, and data that
are classified as an ADR. An additional scale,
that is, a scale that is an alternative to the
Naranjo scale, is the RUCAM scale (243).

Bright (244) reveals issues that can impair
discovery of a cause, that is, of a connection
between the drug and the AE, as follows.
Recognition of a relationship between a drug
and an AE can be impaired where the AE is a
common condition in the population of study
subjects, where there is a time delay between
drug use and the AE, and where the AE
occurred in a different organ in the body than
the organ that was being treated by the drug.

The fact that gray areas need to be navi-
gated when assessing causality is revealed by
the following excerpt from Clinical Study
Protocol on a study of leukemia (245). The fact
that gray areas are involved is evident from
the terms, “reasonable possibility,” “[a]lnother
cause is more plausible,” and “current
knowledge ... indicates.” The excerpt from the
Protocol reads:

Causality. The Investigator is to assess the causal
relation (i.e., whether there is a reasonable possibil-
ity that the study drug caused the event) using the
following definitions:

Not Related: Another cause of the AE is more
plausible; a temporal sequence cannot be established
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with the onset of the AE and administration of the
investigational product; or, a causal relationship is
considered biologically implausible.

Unlikely: The current knowledge or information
about the AE indicates that a relationship to the
investigational product is unlikely.

Possibly Related: There is a clinically plausible
time sequence between onset of the AE and admin-
istration of the investigational product, but the AE
could also be attributed to concurrent or underlying
disease, or the use of other drugs or procedures.
Possibly related should be used when the investiga-
tional product is one of several biologically plausi-
ble AE causes.

Related: The AE is clearly related to use of the
investigational product.

Another example of a Clinical Study
Protocol that reiterates part of the Naranjo cri-
teria is cited (246,247). This Protocol concerned
a study of prostate cancer.

b. Where Adverse Events Caused by the

Disease Are of the Same Type as Adverse
Events Caused by the Study Drug

One of the issues that arises with adverse
event reporting, is how to capture and report a
drug-related adverse event that is also associ-
ated with the disease alone (without drug).
An answer is to monitor the frequency of the
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