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We note Dr. Wehling’s comments on our recent publica-
tion on potentially inappropriate prescribing cascades [1] 
(PIPCs) identified through a consensus Delphi process by 
an international expert panel. These PIPCs should alert 
clinicians when reviewing pharmacotherapy and making 
prescribing decisions. Our goal was to provide a resource 
to complement other available explicit prescribing tools 
(e.g., STOPP/START, FORTA, Beers Criteria) that can be 
employed by clinicians to optimize drug therapy. We con-
tend that the current list of 65 explicit PIPCs represents a 
substantial addition to the literature.

The essence of a prescribing cascade is that the initial 
drug causes an adverse effect, which in turn leads to a 
subsequent drug being prescribed to manage this adverse 
effect. For PIPCs, this is typically due to misinterpreting 
the adverse effect as a new medical condition. As noted, 
prescribing cascades do not always stop with the develop-
ment of one new condition, but the cascade of events can 
continue, often going unrecognized. As such, our list is an 
important starting point to encourage clinicians to reflect on 
their pharmacotherapy decisions and symptoms that may 
represent medication adverse effects rather than new clini-
cal conditions.

While Dr. Wheling emphasizes multi-step prescribing 
sequences, evidence shows that even more simple prescrib-
ing cascades (i.e., initial drug to subsequent drug pairs), if 
unrecognized, frequently serve as the first step in the devel-
opment of a longer prescribing cascade. Our list, therefore, 
also aids in being an early-warning framework in identifying 
prescribing cascades at their onset to prevent more complex 
inappropriate sequences from developing.

In our work with international leaders in pharmaco-
therapy for older adults from eight countries, a prime con-
cern was to make sure that users of this list realized that all 
the prescribing cascades we identified through the Delphi 
process were only potentially inappropriate. We certainly 
agree that individual circumstances and clinical judgement 
need to guide all prescribing decisions. As such, the word 
“potentially” was included in the title and used throughout 
the text. We fully agree that in some circumstances, where 
benefits may outweigh risks, continuing the initial drug with 
appropriate management of its adverse effects is clinically 
indicated, and is also in the patient’s best interest. Our pre-
scribing cascade resource is not meant to discourage such 
decisions, but to prompt prescribers to pause and consider 
deprescribing or dose adjustment as equally valid options.

We readily acknowledge that our PIPC list will never be 
complete. As pointed out, the number of these prescribing 
cascades is potentially enormous [2, 3]. Also, new pre-
scribing cascades will be reported from drug therapies that 
are currently available and as new drug therapies come on 
the market; new prescribing cascades will undoubtedly be 
identified.

We agree that choosing an optimal initial drug is impor-
tant, but doing this from the outset does not mean that 
prescribing cascades do not occur. While existing explicit 
prescribing tools provide valuable guidance on the appropri-
ateness of individual medications, they do not explicitly flag 
potential prescribing cascades. Our PIPC list is unique in 
highlighting inter-drug dynamics where the adverse effect of 
one medication becomes the indication for another. As such, 
it complements, rather than duplicates, existing resources.

Our goal is to ensure that these 65 PIPCs are kept at the 
forefront of busy clinicians’ minds, when making medica-
tion-based decisions. Clinicians, together with their patients, 
should pause to consider the following three questions [4]:This reply refers to the comment available online at https://​doi.​org/​

10.​1007/​s41999-​025-​01311-y.
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•	 Is the new medication being prescribed to treat an 
adverse effect of a previous medication?

•	 Is the initial drug therapy still necessary, or could it be 
safely deprescribed or reduced in dosage?

•	 Are the benefits of continuing the initial medication and 
potentially the subsequent one, truly outweighing the 
risk?

Even if some prescribing cascades occur infrequently 
in highly optimized settings, when they do occur, they can 
contribute to morbidity, polypharmacy, and healthcare costs. 
Recognizing and addressing PIPCs early remains an impor-
tant safeguard for patient safety, and therefore, having a list 
to highlight PIPCs is a valuable resource to prevent medica-
tion-related harm worldwide.
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