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The question in science is: at what point is there enough evidence
to shift paradigm? Strejilevich and colleagues argue in their editorial
that the time is here for bipolar disorder (BD).! The authors argue
that we have not been able to prove neuroprogression in BD and
that holding on to it will harm patients. A (hyper)focus on prevention
of new episodes in BD may lead to overprescribing medication that
increases the risk for cardiovascular diseases, and both medication
and cardiovascular diseases have been associated with cognitive im-
pairment in BD.2® This hyperfocus may also refrain clinicians and
researchers from looking beyond a relatively narrow cause-effect
treatment of BD that merely focuses on prevention of mood symp-
tom recurrence. In our opinion, BD warrants a more differentiated,
personalized approach, which also takes into account psychosocial
and cognitive functioning. Thus, we should indeed shift focus: from
prevention of the next episode to optimizing inter-episodic function-
ing by integrating psychiatric and physical care for individuals with
BD.

The neuroprogression hypothesis has been appealing to many.
On the one hand, clinicians are encouraged by the neuroprogres-
sion hypothesis to prevent new episodes, as according to this theory,
each mood episode could be neurotoxic. Furthermore, neuropro-
gression provides focus for patients and their relatives: “The reality
of the current episode cannot be changed, but we can aim to pre-
vent the next.” It provides a clear goal and treatment direction for
clinicians: reduction of (future) mood symptoms and clinical recov-

ery. On the other hand, researchers are fond of the theory because

it fuels the search for a neurobiological origin of BD. To date, the
pathophysiological underpinnings of BD have not been pinpointed
despite global efforts in numerous genetic and imaging studies and
that is frustrating. As researchers, we have postulated a hypothe-
sis and then tried to prove it, or preferably disprove it, and that is
what we do. However, the persistent belief in the neuroprogression
hypothesis could also be the result of an epiphenomenon, namely
the observation that patients with the worst course of BD have the
highest risk of poor physical health and use of multiple psychotropic
drugs in high doses, both of which can ultimately lead to cognitive
impairment. Time to take a step back?

As clinicians in the field of old age bipolar disorder (OABD, aged
50vyears and over), we have observed few indications of neuropro-
gression. It is true that some patients develop dementia, but overall
the cognitive course of OABD patients mimics the natural course of
healthy controls.*® Similarly, we have perceived little evidence for
somatoprogression (i.e., the accumulation of somatic comorbidities
with every mood episode), in our clinical practice with OABD pa-
tients. Cross-sectional data from our clinic showed an even lower
chronic physical burden in OABD compared to the general popu-
lation.® In this study, the observed faster accumulation of chronic
physical diseases in OABD that could be explained by differences
in psychosocial, lifestyle, and health behavior factors.® What we do
encounter in our daily practice is that our patients with OABD suffer
from poor psychosocial functioning, polypharmacy, and poor phys-

ical health, all of which reduce their quality of life. Our clinical and
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research findings in OABD urgently call for the use of integrated
care in BD. In case of strong collaboration between psychothera-
pists, medical specialists, family physicians, pharmacists, and social
workers, clinical outcome of patients could improve tremendously.
Next, we should try to overcome barriers for psychosocial interven-
tions and develop accessible evidence-based psychotherapeutic
interventions that focus on improvement of daily functioning and
quality of life instead of prevention of recurrence. Moreover, pre-
vention of cardiovascular diseases and interventions to improve
lifestyle should be offered to patients with BD of all ages. Such a
clinical focus on “daily functioning” is perhaps less appealing than
the search for a neurobiological origin of BD, but nevertheless our
aim as clinicians and researchers is, and should ultimately be, to im-
prove quality of life of those struggling with BD. If we don't, we
should indeed apologize for not making that our focus in BD for the

next decade(s).

CONFLICT OF INTEREST STATEMENT

None of the authors report a conflict of interest.

DATA AVAILABILITY STATEMENT
Data sharing not applicable to this article as no datasets were gener-
ated or analysed during the current study.

ORCID
Annemiek Dols " https://orcid.org/0000-0003-1964-0318
Sigfried Schouws " https://orcid.org/0000-0003-0591-5405
Melis Orhan "= https://orcid.org/0000-0002-6760-2917

Alexandra Beunders "= https://orcid.org/0000-0001-9620-2579

REFERENCES

1.

Strejilevich SA, Samamé C, Quiroz D. The neuroprogression hy-
pothesis in bipolar disorders: time for apologies? Bipolar Disord.
2023;25(5):353-354. Cited August 24, 2023. https://pubmed.ncbi.
nlm.nih.gov/37578831/

Beunders AJM, Kemp T, Korten NCM, et al. Cognitive performance
in older-age bipolar disorder: investigating psychiatric character-
istics, cardiovascular burden and psychotropic medication. Acta
Psychiatr Scand. 2021;144(4):392-406.

Schouws SNTM, Stek ML, Comijs HC, Beekman ATF. Risk factors
for cognitive impairment in elderly bipolar patients. J Affect Disord.
2010;125(1-3):330-335.

Flaaten CB, Melle |, Bjella T, et al. Long-term course of cognitive
functioning in bipolar disorder: a ten-year follow-up study. Bipolar
Disord. 2023; 00:1-12. Cited August 24, 2023. https://pubmed.ncbi.
nlm.nih.gov/37356974/

Schouws SNTM, Comijs HC, Dols A, Beekman ATF, Stek ML. Five-
year follow-up of cognitive impairment in older adults with bipolar
disorder. Bipolar Disord. 2016;18:148-154.

Beunders AJM, Kok AAL, Kosmas PC, et al. Physical comorbidity
in older-age bipolar disorder (OABD) compared to the general pop-
ulation - a 3-year longitudinal prospective cohort study. J Affect
Disord. 2021;288:83-91.

How to cite this article: Dols A, Schouws S, Orhan M,
Beunders A. Shifting from prevention of the next episode to
optimizing inter-episodic functioning Commentary on “The
neuroprogression hypothesis in bipolar disorders: Time for
apologies?”. Bipolar Disord. 2023;25:696-697. doi:10.1111/
bdi.13394

85U8017 SUOLILLOD BATe81D [edldde ay) Ag peusenob ae Se(oie YO 88N JO Sa|nI Joj A%eiq1T8UlUQ A8]IM UO (SUOTHPUOD-pUe-SWIW0 A8 |IM AleIq Ul |UO//SANY) SUORIPUOD PUe SW 1 84} 88S *[Z0z/T0/8T] Uo AriqiTauliuo A8|im ‘AiseAlun 1oeN AQ ¥6EET IPA/TTTT OT/I0p/Woo" A3 1M Akeuq1|puluo//:sdny Wo.y pepeojumoq ‘g ‘€202 ‘8TISE6ET


https://orcid.org/0000-0003-1964-0318
https://orcid.org/0000-0003-1964-0318
https://orcid.org/0000-0003-0591-5405
https://orcid.org/0000-0003-0591-5405
https://orcid.org/0000-0002-6760-2917
https://orcid.org/0000-0002-6760-2917
https://orcid.org/0000-0001-9620-2579
https://orcid.org/0000-0001-9620-2579
https://pubmed.ncbi.nlm.nih.gov/37578831/
https://pubmed.ncbi.nlm.nih.gov/37578831/
https://pubmed.ncbi.nlm.nih.gov/37356974/
https://pubmed.ncbi.nlm.nih.gov/37356974/
https://doi.org/10.1111/bdi.13394
https://doi.org/10.1111/bdi.13394

	Shifting from prevention of the next episode to optimizing inter-episodic functioning Commentary on “The neuroprogression hypothesis in bipolar disorders: Time for apologies?”
	CONFLICT OF INTEREST STATEMENT
	DATA AVAILABILITY STATEMENT

	REFERENCES


