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To the Editor:

I read with interest the recent exchange on IVF add-ons
published in the Journal of IVF-Worldwide.l-3 While I agree
that the indiscriminate use of add-ons may increase costs
without improving outcomes, a generalized dismissal risks
oversimplifying a clinically complex and highly individual-
ized field.

Drawing on more than three decades of clinical expe-
rience and over 22,000 IVF cycles, I have observed that
outcomes are influenced by a multifactorial interplay of
laboratory performance, embryo competence, endometrial
receptivity, and patient-specific biological characteristics
that are not always adequately captured in large, unse-
lected studies. For this reason, the clinical value of certain
add-ons may emerge primarily in carefully selected sub-
groups rather than in the general IVF population. Their
use should therefore not be routine, but individualized,
evidence-informed, and supported by transparent coun-
selling.*

One example is time-lapse embryo monitoring. Beyond
embryo selection, time-lapse systems may provide clini-
cally relevant information in selected cases of recurrent
implantation failure by identifying abnormal developmen-
tal events that may be missed during conventional fixed-
point embryo assessment, including direct cleavage pat-
terns, delayed or failed extrusion of the second polar body,
and transient abnormal pronuclear configurations such as
temporarily visible 3PN embryos.5 Although these findings
are not independently diagnostic, they may contribute to a
broader prognostic evaluation in selected clinical scenarios.

Similarly, in patients with recurrent implantation failure
or recurrent pregnancy loss, individualized adjunctive ap-
proaches may include endometrial receptivity assessment,
evaluation of chronic endometrial inflammatory condi-
tions, carefully selected immunological investigations and
treatments, and procedures such as endometrial scratch-
ing.%7 While the evidence remains heterogeneous and
these interventions should not be routinely proposed, some
clinicians consider them reasonable in highly selected pa-
tients after repeated failure despite transfer of good-quality
embryos.

Preimplantation genetic testing for aneuploidy (PGT-A)
remains one of the most debated IVF add-ons. Large ran-

domized studies, including the trial by Yan and colleagues,
have questioned its routine use in unselected patient pop-
ulations.® However, the recent committee opinion of the
American Society for Reproductive Medicine and the So-
ciety for Assisted Reproductive Technology acknowledges
that a potential role may still exist in selected groups, par-
ticularly in patients of advanced maternal age or in those
with recurrent implantation failure or recurrent pregnancy
loss.? Observational studies have also suggested possible
benefit in carefully selected populations. !0 Therefore, while
PGT-A should not be routinely recommended to all IVF pa-
tients, its selective and individualized application may still
be clinically reasonable in specific contexts.

Recurrent IVF failure and miscarriage carry a substantial
emotional and psychological burden for patients. Acknowl-
edging this burden does not justify the indiscriminate use
of unproven add-ons. Rather, it highlights the importance
of transparent counselling, shared decision-making, and
individualized discussion of potential adjunctive options,
including their uncertain benefit, possible risks, and finan-
cial implications.%11 Selective use of IVF add-ons is eth-
ically justifiable when patients are fully informed about
the quality of the evidence, the expected costs, and the
possibility that additional expenditure may not improve
live birth rates.!4 In some cases, resources directed toward
adjunctive interventions could be more appropriately in-
vested in further treatment cycles with established benefit;
individualized application must therefore always be accom-
panied by careful cost-benefit discussion and realistic
counselling.

Current ESHRE recommendations emphasize transpar-
ent communication regarding the level of evidence sup-
porting IVF add-ons, individualized counselling, and
shared decision-making between clinicians and patients.4
These principles are particularly important in reproductive
medicine, where biological variability and repeated treat-
ment failure often complicate rigid protocol-based ap-
proaches.

In conclusion, the evidence-informed use of IVF add-ons
in carefully selected patients remains compatible with in-
dividualized reproductive medicine and responsible coun-
selling.

a Correspondence: email: d.m.ranieri55@gmail.com; tel. +39 0831 508553


https://doi.org/10.46989/001c.166488
https://doi.org/10.46989/001c.166488

IVF Add-ons: The case for individualized application

Sincerely, DECLARATION OF AI USE
Domenico Ranieri, MD
Al-assisted language editing tools were used exclusively

for grammatical refinement and language improvement. All
scientific content, interpretations, and clinical opinions are

FUNDING those of the author.

No financial support was received for this work. ORCID

CONFLICTS OF INTEREST Not available.

The author declares no conflict of interest. Submitted: July 15, 2026 CDT. Accepted: August 06, 2026 CDT.

Published: August 12, 2026 CDT.
ETHICAL APPROVAL

Not required for this correspondence.

This is an open-access article distributed under the terms of the Creative Commons Attribution 4.0 International License

(CCBY-4.0). View this license's legal deed at http://creativecommons.org/licenses/by/4.0 and legal code at http://creativecom-

mons.org/licenses/by/4.0/legalcode for more information.

Journal of IVF-Worldwide 36


http://creativecommons.org/licenses/by/4.0
http://creativecommons.org/licenses/by/4.0/legalcode
http://creativecommons.org/licenses/by/4.0/legalcode

IVF Add-ons: The case for individualized application

REFERENCES

1. Weissman A, Adashi EY, Gleicher N. Paying more
for no better outcome: the add-on crisis in modern
medicine — using infertility treatment as the primary
example. J IVF Worldw. 2026;4(2):1-8. doi:10.46989/
001c.160140

2. Bamford T. Response to: paying more for no better
outcome: the add-on crisis in modern medicine. J IVF
Worldw. 2026;4(2):9-11. doi:10.46989/001¢.159556

3. Shoham Z. IVF add-ons: turning controversy into
an agenda for evidence, equity, and action. J IVF
Worldw. 2026;4(2):12-16. d0i:10.46989/001c.159812

4. ESHRE Add-ons Working Group, Lundin K,
Bentzen ]G, Bozdag G, Ebner T, Harper J, et al. Good
practice recommendations on add-ons in
reproductive medicine. Hum Reprod.
2023;38(11):2062-2104. doi:10.1093/humrep/dead184

5. Meseguer M, Herrero |, Tejera A, Hilligsge KM,
Ramsing NB, Remohi J. The use of morphokinetics as
a predictor of embryo implantation. Hum Reprod.
2011;26(10):2658-2671. doi:10.1093/humrep/der256

6. Coughlan C, Ledger W, Wang Q, Liu F, Demirol A,
Gurgan T, et al. Recurrent implantation failure:
definition and management. Reprod Biomed Online.
2014;28(1):14-38. doi:10.1016/j.rbmo.2013.08.011

7. Shoham Z, Mol BW, Garcia-Velasco JA. Re-
evaluating endometrial injury for IVF: was a
promising approach abandoned prematurely? A
critical review. Reprod Biomed Online.
2026;52(6):105371. doi:10.1016/j.rbmo.2025.105371

8. Yan ], Qin Y, Zhao H, Sun Y, Gong F, Li R, et al.
Live birth with or without preimplantation genetic
testing for aneuploidy. N Engl ] Med.
2021;385(22):2047-2058. doi:10.1056/
NE]Moa2103613

9. Practice Committees of the American Society for
Reproductive Medicine and the Society for Assisted
Reproductive Technology. The use of preimplantation
genetic testing for aneuploidy: a committee opinion.
Fertil Steril. 2024;122(3):421-434. doi:10.1016/
j.fertnstert.2024.04.013

10. Sacchi L, Albani E, Cesana A, Smeraldi A, Parini
V, Fabiani M, et al. Preimplantation genetic testing
for aneuploidy improves clinical, gestational, and
neonatal outcomes in advanced maternal age
patients without compromising cumulative live-birth
rate. ] Assist Reprod Genet. 2019;36(12):2493-2504.
doi:10.1007/s10815-019-01609-4

11. Harper J, Jackson E, Sermon K, Aitken RJ,
Harbottle S, Mocanu E, et al. Adjuncts in the IVF
laboratory: where is the evidence for “add-on”
interventions? Hum Reprod. 2017;32(3):485-491.
doi:10.1093/humrep/dex004

Journal of IVF-Worldwide

37


https://doi.org/10.46989/001c.160140
https://doi.org/10.46989/001c.160140
https://doi.org/10.46989/001c.159556
https://doi.org/10.46989/001c.159812
https://doi.org/10.1093/humrep/dead184
https://doi.org/10.1093/humrep/der256
https://doi.org/10.1016/j.rbmo.2013.08.011
https://doi.org/10.1016/j.rbmo.2025.105371
https://doi.org/10.1056/NEJMoa2103613
https://doi.org/10.1056/NEJMoa2103613
https://doi.org/10.1016/j.fertnstert.2024.04.013
https://doi.org/10.1016/j.fertnstert.2024.04.013
https://doi.org/10.1007/s10815-019-01609-4
https://doi.org/10.1093/humrep/dex004

	IVF Add-ons: The case for individualized application
	Funding
	Conflicts of interest
	Ethical approval
	Declaration of AI use
	ORCID
	References


