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Effect of dose reductions on clinical outcomes, or of outcomes on dose
reductions?
Ismail et al. [1] conclude palbociclib dose-reductions didn't lead
to poorer outcomesetime to next treatment or overall survivaleof
advanced breast cancer patients. The endpoints were defined from
first palbociclib prescription date. One-third of patients had dose-
reductions (median 69 days; interquartile range, 36e152).

Unfortunately this is a classic case of guarantee-time bias [2].
The Kaplan-Meiers (Fig. 3) have the tell-tale sign: “Yes dose-reduc-
tion” subgroup curves plateau at 100% for an extended period. Any
analysis assuming dose-reduction subgroups were known at palbo-
ciclib prescription (time zero) is biased, here, the longer on treat-
ment the greater chance to have dose-reduction.

Imagine patients' data revealed dynamically using swimmers
plot; x-axis is time since palbociclib prescription. At time zero,
there's no ordering of patients' swimmers bars. As cycles proceed,
the bar of any patient experiencing dose-reduction dynamically
jumps to the top of the plot forming the “dose-reduction sub-
group.” While remaining on treatment, a patient's bar has
continued opportunity to join that subgroup. Once treatment stops
for any reasoneincluding severe AEs leading to treatment cessation
and rapid disease progressioneit's no longer possible to join that
subgroup. A landmark analysis [3] is one alternative approach
which could (should) have been conducted for an unbiased answer
the authors research question.

Funding

None.

Declaration of competing interest

As Director of the IBCSG Statistical and Data Management
https://doi.org/10.1016/j.breast.2021.12.020
0960-9776/© 2022 The Author. Published by Elsevier Ltd. This is an open access article u
Center, Dr. Regan oversees clinical trials funded by (and/or provi-
sion of drug supply) and/or translational research funded by:
Novartis, Pfizer, Ipsen, TerSera, DebioPharm, Merck, Pierre Fabre,
Roche, AstraZeneca, Bristol Myers Squibb. Research funding (to
institution, DFCI) from Bayer, Bristol-Myers Squibb; consulting or
advisory role to Ipsen and DebioPharm (institution IBCSG), Bris-
tol-Myers Squibb, Tolmar Pharmaceuticals; honoraria from
WebMD, IMIM - Institut Hospital del Mar d'Investigacions
M�ediques, SONK.
References

[1] Ismail RK, van Breeschoten J, Wouters MWJM, van Dartel M, van der Flier S,
Reyners AKL, de Graeff P, Pasmooij AMG, de Boer A, Broekman KE,
Hilarius DL. Palbociclib dose reductions and the effect on clinical outcomes in
patients with advanced breast cancer. Breast 2021 Nov 17;60:263e71. https://
doi.org/10.1016/j.breast.2021.11.013. Epub ahead of print. PMID: 34808438;
PMCID: PMC8609048.

[2] Giobbie-Hurder A, Gelber RD, Regan MM. Challenges of guarantee-time bias. J
Clin Oncol 2013 Aug 10;31(23):2963e9. https://doi.org/10.1200/
JCO.2013.49.5283. Epub 2013 Jul 8. PMID: 23835712; PMCID: PMC3732313.

[3] Anderson JR, Cain KC, Gelber RD. Analysis of survival by tumor response. J Clin
Oncol 1983 Nov;1(11):710e9. https://doi.org/10.1200/JCO.1983.1.11.710. PMID:
6668489.
Meredith M. Regan
Division of Biostatistics, Dana-Farber Cancer Institute, 450 Brookline

Ave, Boston, MA, 02215, USA
E-mail address: mregan@jimmy.harvard.edu.

24 December 2021
Available online 03 January 2022
nder the CC BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

https://doi.org/10.1016/j.breast.2021.11.013
https://doi.org/10.1016/j.breast.2021.11.013
https://doi.org/10.1200/JCO.2013.49.5283
https://doi.org/10.1200/JCO.2013.49.5283
https://doi.org/10.1200/JCO.1983.1.11.710
mailto:mailtonoraidamshahukmedumy
http://crossmark.crossref.org/dialog/?doi=10.1016/j.breast.2021.12.020&domain=pdf
www.sciencedirect.com/science/journal/09609776
http://www.elsevier.com/brst
https://doi.org/10.1016/j.breast.2021.12.020
https://doi.org/10.1016/j.breast.2021.12.020
http://creativecommons.org/licenses/by-nc-nd/4.0/

	Effect of dose reductions on clinical outcomes, or of outcomes on dose reductions?
	Funding
	Declaration of competing interest
	References


