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Background: Immune thrombocytopenia (ITP) and warm autoimmune hemolytic anemia (WAIHA) are characterized by au-
toantibody destruction of platelets and red blood cells, respectively. Autoreactive B cells play a role in the pathophysiology
of ITP and wAIHA. Serum levels of B-cell activating factor (BAFF) are elevated in these disorders and correlate with increased
disease activity. lanalumab is a novel, fully human immunoglobulin G1 monoclonal antibody that targets BAFF receptor (BAFF-
R) and has a unique dual mechanism of action: direct antibody-dependent cellular cytotoxicity-mediated B-cell depletion and
inhibition of B-cell differentiation, proliferation and survival via blockade of BAFF-R-mediated signaling. Corticosteroids (CS)
are the standard first-line treatment for ITP; however, few patients achieve a long-term response. Additionally, extended and
recurrent use of CS is associated with substantial toxicity. Thrombopoietin receptor agonists (TPO-RAs), such as eltrombopag,
are commonly used second-line ITP treatments and often achieve a response; however, responses are rarely maintained once
treatment ends, so chronic administration is typically required. For wAIHA, few treatments have been approved, and patients
rarely achieve durable responses on CS or off-label rituximab. Thus, there are significant unmet needs for patients with ITP or
wAIHA.

Aim: We report the designs of the randomized, double-blind, multicenter, 3-arm Phase Il VAYHIT1 (NCT05653349), VAYHIT2
(NCT05653219) and VAYHIA (NCT05648968) trials. The trials aim to assess whether ianalumab, working with a distinct and
complementary mechanism to standard-of-care treatments, can induce durable responses in patients with ITP or wAIHA.
Trial designs:

VAYHIT1 and VAYHIT2 will assess the efficacy and safety of ianalumab vs placebo in addition to first-line CS and short-term
eltrombopag, respectively, in adults with primary ITP. In both trials, patients will be randomized 1:1:1 to intravenous (IV) low-
dose ianalumab, high-dose ianalumab or placebo every 4 weeks (wks). The primary endpoint in both trials is the time from
randomization to treatment failure, defined as platelet count <30 G/L later than 8 wks from randomization, need for rescue
treatment later than 8 wks from randomization, start of a new ITP therapy, or death. In VAYHIT2, ineligibility to taper or inability
to discontinue eltrombopag after the completion of treatment with ianalumab or placebo will also be assessed as treatment
failure. Secondary endpoints include response rate, complete response rate and safety ( Table).
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VAYHIA will assess the efficacy and safety of ianalumab vs placebo in adults with wAIHA who have failed > 1 treatment. Patients
will be randomized 1:1:1 to IV low-dose ianalumab, high-dose ianalumab or placebo every 4 wks. Selected supportive care is
allowed. The primary endpoint is durable hemoglobin (Hb) response, defined as Hb >10 g/dL and an Hb increase of >2 g/dL
from baseline for >8 consecutive wks between Wk 9 and Wk 25 in the absence of rescue or prohibited treatment. The key
secondary endpoint is duration of durable Hb response ( Table). An optional open-label crossover period will allow patients
who receive placebo and do not achieve a durable Hb response to receive high-dose ianalumab.

Patients from all 3 trials will be monitored for efficacy until treatment failure (or up to 39 months after the last patient was
randomized, whichever comes first) and safety for up to 2 years.

Conclusions: These trials have been designed based on the hypothesis that, when administered early in disease progression,
medical therapy targeting complementary physiological pathways may restore self-tolerance in patients with TP and wAIHA.
lanalumab in combination with standard of care is expected to safely induce a high response rate that will be maintained
beyond treatment completion. lanalumab may address the unmet needs for patients with ITP and wAIHA.

Current status: At the time of writing, VAYHIT1, VAYHIT2 and VAYHIA are recruiting. The open-label, single-arm, Phase ||
VAYHITS3 trial is also assessing ianalumab in patients with primary ITP previously treated with at least 1 CS and 1 TPO-RA
(NCT05885555).
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OffLabel Disclosure: Off-label use of rituximab is mentioned in the Background section, to explain that it is sometimes used
off-label in patients with wAIHA.
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Table. VAYHIT1, VAYHITZ and VAYHIA study design
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Study characteristic VAYHITY VAYHIT2 VAYHIA
Patient population = Adults with primary TP wha responded to first-dine CS treatment prior = Adults with primary ITP who had an insufficient response 1o, or = Adults with primary or certain secondary wAIHA who faded 21 previous
to randomization relapsed after, first-line treatment with C5 (+/- Ig) treatment
Koy inclusion criteria = Agod =18 years. = Aged 218 years = Aged 18 years
. count <30 GIL = Piatelet count <30 GIL = Hib >10 gL with anemia-relaled symptoms.
= Responded (platelet count =50 GIL) 1o C5 (+/- IVig) at any time prior = Assessed need for second-ling treatment . mewmryumu.\mmmm:mponuw or
to randomization = Eligible to receive eltrombopag relapse after. =1 teatments
Key exclusion criteria = Pravious receipt of ITP treatment {except for C5 andior Wig up to = Previous receipt of second-line ITP treatmant (except for = whlHA secon
26 days bafore randomizal CS therapy +/= Vig) L umdmewmwleemwmazmm
* Pravious use of B-cell depleting therapy (eg rituximab) » Previous use of B.coll depleting therapy (eg rituimab) to randomization
Randomization . 225 patients wil ized in a 1:1:1 ratio * Approximately 150 patients will be randomized in a 1:1:1 ratio . P ina1:1:1 raio
. Smdbvcsmmfmbdb]uwmﬂum! = Stratified by time since diagnosis = Siratified by prior rituximab exposure
Treatment administration * Low-dose i high-dose i of placebo will be: * Low-dase isnalumab, high-dose i * Lower.dose ianalumab, higher.d pacebo will be
administered intravenously every 4 wks. adnﬂnhlamimmnwslvmmiwkn m-ummummmqm
* CS will be administered as per the standard-of-care regimen salecied . once daiy and * Limited supportive care is allowed
prior to randomization wmrmwmm:wmmumm
platelet counts 250 GIL
Primary endpoint = Time from ra to treatment failure, defined &s the first of: = Time from randomization to treatment failure, defined as the first of. = Durable Hb response defined as Hb 210 gidl. and an Hb increase of
= Platelet count <30 G/L kater than B wks from randomization = Platelet count <30 GIL 2 gL from basaline for 28 consecutive wiks between Wk § and Wk 25
= Meed for a rescus treatment” kater than 8 wks from randomization = Moed for a rescue treatment” latos than & wks from randomizaticn in the absence of rescue® or prohibited treatment
£ mummmm = Start of new ITP teatment
= Deait ~ Inwligibiity to taper ar inabiliy ta continue elitrombopag
Socondary endpoints * Response rate.’ complote response rte” and duration of = rate,” complete response e, bost response rate, duration  » Duration of Hb response'?

complete response

Time from randomization to complete response

Usa of rescue treatment*

Frequency and severity of bleeding events

Frequency of AEs and severe infections

Change fiom baseline in patient-reported quaity of life measures

treatment pericd
Use of rescue treatment”
Freq and uuaommnu

cmmmmmmmmnmu life measures.

.

.

-

Response rate,” complels response rate™ and Hb bevel

Tirne from randomization to first durable response, response and
complate response

Use of rescue treatrmentt

Frequency of AEs.

Change from baseline in patient-reported quality of life measures

*Any treatment for ITP givan to rapidly increase

MMMHNMMM absenca of rescue

treatment of new TP

Mmm{wcs Vi or platelet transfusicn); "Defined as proportion of patients with any platelet count 250 GIL in the absence of rescus treatment or new ITP treal
treabment;

tany adeitional WAIHA-irected treatment, which is nat consklered pronibited medicalion, of an increase i the dosage of supporive care by >20%

Wumdmmmw
pﬂmmlmlﬂm

s time from first Hb assessment showing durable response to the earliest of avents: Hb <10 gidL for 22 consecutive assessments, the start of any rescue or prohibited treatment, or death: **Del
with Hb level 210 gidL and =2 gidL increase from baseline, of normalization of Hi (Hb level 211 gidL fwomen] or 212 g/dL [menl) solution of hemolysis; a8 progortion of patients achieving olrhmnlmlzn gmL
mwnnm[m;mmwmu and absence of red blood cell
ITF, immune whlHA, ty e, wh. wessk
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