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Abstract

BACKGROUND

Current second-line treatments for immune thrombocytopenia
(ITP) require long-term administration. Ianalumab, a "
monoclonal antibody targeting B cells, is being assessed as a

short-course second-line therapy in ITP. 104
[

METHODS

In this phase 3, randomized, double-blind trial, we assigned, in L

a 1:1:1 ratio, adults with primary ITP and an insufficient o

response or a relapse after first-line glucocorticoid therapy to

receive ianalumab at a dose of 9 mg or 3 mg per kilogram of <

body weight or placebo once monthly for 4 months.
Eltrombopag, an oral thrombopoietin-receptor agonist, was
administered once daily in each group according to local
prescribing information; the dose was tapered until
discontinuation by the end of week 24 in eligible patients. The
primary end point was freedom from treatment failure, as
determined in a time-to-event analysis, with treatment failure
defined by a platelet count of less than 30x10° per liter more
than 8 weeks after randomization, initiation of rescue therapy
more than 8 weeks after randomization, initiation of new ITP
therapy, inability to taper or discontinue eltrombopag because
of an inadequate platelet count, or death from any cause,
whichever occurred first. The key secondary end point was a
stable response at 6 months, defined by a platelet count of at
least 50x10° per liter in at least 75% of the measurements
between weeks 19 and 25 without use of rescue therapy or new
ITP therapy. Safety was assessed.

RESULTS

AUTHOR CENTER

Q


https://www.nejm.org/action/clickThrough?id=125643&url=%2Faction%2FstoreProxy%3Furl%3Dhttps%253A%252F%252Fwww.nejm.org%252Fdoi%252Ffull%252F10.1056%252FNEJMoa2515168%26action%3Dregister%26cpc%3DFMAAALLV0219A%26promo%3DONFGRW03&loc=%2Fdoi%2Ffull%2F10.1056%2FNEJMoa2515168&pubId=41407320&placeholderId=101392&productId=1035
https://www.nejm.org/action/clickThrough?id=125643&url=%2Fsign-in%3Furi%3Dhttps%253A%252F%252Fwww.nejm.org%252Fdoi%252Ffull%252F10.1056%252FNEJMoa2515168&loc=%2Fdoi%2Ffull%2F10.1056%2FNEJMoa2515168&pubId=41407320&placeholderId=101392&productId=1035
https://www.nejm.org/#facebook
https://www.nejm.org/#x
https://www.nejm.org/#linkedin
https://www.nejm.org/#email
https://www.nejm.org/#bluesky
https://orcid.org/0000-0001-6175-1383
https://www.nejm.org/servlet/linkout?type=rightslink&url=publisherName%3Dmassmed%26author%3DAdam%2BCuker%252C%2BThomas%2BStauch%252C%2BNichola%2BCooper%252C%2Bet%2Bal%26publication%3Dnejm%26orderBeanReset%3Dtrue%26volumeNum%3D0%26issueNum%3D0%26contentID%3D10.1056%252FNEJMoa2515168%26title%3DIanalumab%2Bplus%2BEltrombopag%2Bin%2BImmune%2BThrombocytopenia%26publicationDate%3D12%252F09%252F2025
https://www.nejm.org/about-nejm/reprints
https://www.nejm.org/browse/nejm-article-type/original-article
https://www.nejm.org/
https://www.nejm.org/toc/nejm/current
https://www.nejm.org/medical-specialties
https://www.nejm.org/topics
https://www.nejm.org/multimedia
https://www.nejm.org/learning
https://www.nejm.org/author-center/home
https://www.nejm.org/
https://clinician.nejm.org/
https://evidence.nejm.org/
https://ai.nejm.org/
https://catalyst.nejm.org/
https://www.nejm.org/sign-in?uri=/doi/full/10.1056/NEJMoa2515168
https://www.nejm.org/action/storeProxy?action=register&promo=ONFLNRC1
https://www.nejm.org/action/storeProxy?action=subscribe&promo=ONF4NRS1
https://pagead2.googlesyndication.com/pcs/click?xai=AKAOjstNGynmv1lhZZxFoz8AHutm6tGAkPmIPAJfUfuLoV_uUwUseQxQ7iLlndaR5UIgQsFOSNQJkbhrWT-18qcw3tm2if-nUcJqkQlNf-NZRSfvV44kYpdKIkZxtlvuHDtevn8EH0ITxiao8N_lySwfUJVurspCCaDUwWMYMYufP10Pe5v9mC2JG_Q-Toa8Pu54WX-wVNbAH84vPybXPKyQzEN46lu6vhd3zlxzBZ7clT51ypumqZ1UBqiPnDyQnc44beizpZZIZ3WXwUBU53VTgbDuUL4q7QdzPBnDOQzIp_9Mbv20EswuLykXjktPF40FDQ8HZq0pKX2djpf3W_AKB-pIxlpHgCHCzZ21yWvhjX3SBeic6Hc3NIGBLrAcowKG2qo&sig=Cg0ArKJSzLmqmU8sNuZw&fbs_aeid=%5Bgw_fbsaeid%5D&adurl=https://www.nejmcareercenter.org/newalert/

A total of 152 patients underwent randomization: 50 to the 9-
mg ianalumab group, 51 to the 3-mg ianalumab group, and 51
to the placebo group. The estimated probability of being free
from treatment failure at 12 months was 54% (95% confidence
interval [CI], 39 to 67) in the 9-mg group, 51% (95% CI, 36 to
64) in the 3-mg group, and 30% (95% CI, 18 to 43) in the
placebo group. The time to treatment failure was significantly
longer with ianalumab plus eltrombopag than with placebo
plus eltrombopag; the estimated hazard ratio for treatment
failure (ianalumab vs. placebo) was 0.55 (P=0.04) in the 9-mg
group and 0.58 (P=0.045) in the 3-mg group. The percentage of
patients with a stable response at 6 months was significantly
higher in the 9-mg group than in the placebo group (62% vs.
39%; P=0.045). The overall frequency of adverse events during
the treatment period was generally similar in the three groups.
The frequency of serious adverse events was 16% in the 9-mg
group, 6% in the 3-mg group, and 4% in the placebo group.

CONCLUSIONS

Ianalumab plus eltrombopag led to a longer time to treatment
failure than placebo plus eltrombopag. (Funded by Novartis;
VAYHIT?2 ClinicalTrials.gov number, NCT05653219.)
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full text of this article at NEJM.org.
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Samenvatting voor patiénten

Immuuntrombocytopenie (ITP) is een aandoening waarbij het afweersysteem bloedplaatjes afbreekt,
waardoor bloedingen kunnen ontstaan. Veel patiénten hebben na prednison nog steeds een te laag
aantal bloedplaatjes en hebben een tweede behandeling nodig. In dit onderzoek werd gekeken of
een kortdurende behandeling met ianalumab (een medicijn dat bepaalde afweercellen remt) in
combinatie met eltrombopag (een middel dat de aanmaak van bloedplaatjes stimuleert) betere en
langdurigere resultaten geeft.

In totaal deden 152 volwassenen mee. Zij kregen vier maandelijkse infusen met ianalumab of
placebo, en daarnaast dagelijks eltrombopag. Vanaf week 16 werd eltrombopag afgebouwd als de
bloedplaatjes voldoende hoog waren.

De resultaten laten zien dat patiénten die ianalumab kregen minder vaak terugval of behandelfalen
hadden dan patiénten die placebo kregen. Na 12 maanden had 54% van de patiénten die ianalumab
kreeg nog steeds geen behandelfalen, tegenover 30% in de placebogroep. Ook hadden meer
patiénten in de ianalumab-groepen stabiele bloedplaatjeswaarden en konden zij succesvol stoppen
met eltrombopag (62% versus 39%).

De behandeling werd over het algemeen goed verdragen. Veelvoorkomende milde klachten waren
hoofdpijn en lichte infusiereacties. Ernstige bijwerkingen waren zeldzaam en kwamen in alle groepen
voor. Hoewel een laag aantal neutrofielen iets vaker voorkwam bij ianalumab, leidde dit niet tot
meer of ernstigere infecties.

Kortom: een combinatie van ianalumab plus eltrombopag lijkt een veelbelovende nieuwe
tweedelijnsbehandeling voor ITP, met een grotere kans op langdurige controle van de bloedplaatjes
en minder behoefte aan langdurige medicatie.



