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Esquema tratamiento GEM-IBERDARAX

Transplant ineligible, NDMM patients

L | PARS NTE
GRUPO ESPANOL DE MIELOMA

[ . 30% of the population will be frail

. Modified IMWG frailty score will be used to
evaluate the frailty

ISERDARADEX: «  This is a platform for adding new combos if
Iberdomide 1.6 mg PO, days 1-21 (Q4W
Iberdomide 1.6 mg PO, days 1-21 (Q4W) mg PO, days 1-21 (Q4W) we want....

Daratumumab 1800 SC (Q4W . . .
Dexamethasone 40 mg PO (20 mg if g SEASaW) - We are planning to rescue this population

patiect 175 118} dars 1.8, 15, apc 22 el pul e o with CC-92480 plus Vd (ASH2021)

From C7 onwards: day 1

Dexamethasone 40 mg PO (20 mg if patient 2
75 yrs), days 1, 8, 15, and 22 (Q4W)

IBERDEX:

Treatment period Follow-up period
(Until unacceptable toxicity, disease progression, patient withdrawal, loss to follow-up, end of study or (2 years)
death, whichever comes first)

Changes in immune profiling, QoL evolution, Safety, Exploratory objectives, Translational studies

Efficacy (CRR, MRD), time-to-event data (PFS, OS)

Q4W: Every 4 weeks
2)C: Cycle

Primary objective: To determine the efficacy of IBER in combination with dexamethasone (IBERDEX cohort 1) and

also in combination with daratumumab and dexamethasone (IBERDARADEX cohort 2) in transplant ineligible
«.: NDMM patients, as measured by overall response rate (ORR) as well as the other response categories and
~*  especially the complete response rate (CRR) according to the IMWG response criteria 2016




Esquema tratamiento GEM-IBERDARAX

To determine the efficacy of (IBERDEX cohort 1) and (IBERDARADEX cohort 2) in transplant ineligible
NDMM patients, as measured by overall response rate (ORR) as well as the other response categories and

especially the complete response rate (CRR) according to the International Myeloma Working Group

Principal

(IMWG) response criteria 2016.

To evaluate the minimal residual disease (MRD) at 12 months of starting treatment as well as patients
able to sustain it over time (IMWG).

To evaluate time to event data in the overall population: Progression Free Survival (PFS) (from inclusion
until progression and/or death) and Overall Survival (OS).

To evaluate the changes in the immune profiling.
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To assess quality of life evolution through EQ-5D/5L, QLQ-C30 and MY20 questionnaires, at baseline and
at months 4, 8, 12, 18, and 24.
To assess the safety of the combination of IBERDEX and IBERDARADEX.

Time to Progression (TTP) to symptomatic MM.
Time from start therapy to second disease progression or to the moment in which the third line of therapy

starts: PFS2.

Exploratory

Overall survival (OS).

V1. 28-Jul-2022 GEM-IBERDARAX a PETHEMA



9. Treatment Administration

Cohort 1:IBERDEX

Cohort 1: Iberdomide + dexamethasone Q4W (Continuous thera

1 2 3 4 5 6 7 8 9 10 11 12 13 | 14 | 15 16 | 17 | 18 19 20 | 21 | 22 23

24 | 25 | 26 | 27 @ 28

Iberdomide (PO)
1.6mg

Dexamethasone
(PO) 40 mg (20
mg for patients
275 yrs)

V1. 28-Jul-2022 GEM-IBERDARAX a2 PETHEMA



9. Treatment Administration

Cohort 2: IBERDARADEX

Cohort 2: Iberdomide + dexamethasone Q4W C1 and C2 (2 months)

1 2 /3 4 5,6 7 8 910 11 12 | 13 | 14 15 | 16 | 17 | 18 19 | 20 | 21 | 22
Iberdomide  (PO)
1.6mg
Dexamethasone
(PO) 40 mg (20 mg

for patients 2 75
yrs)*

Daratumumab (SC)
1800 mg

Cohort 2: Iberdomide + dexamethasone Q4W C3 to C6 (4 months)

1 2 3/4|5 6 7 8 9|10 11 12 13 14 15 | 16 17 18 19 20 | 21 | 22
Iberdomide (PO)
1.6mg
Dexamethasone
(PO) 40 mg (20 mg

for patients 2 75
yrs)

23 24 25 26 27 28

23 24 | 25 | 26 27 | 28

Daratumumab
(SC) 1800 mg*

Cohort 2: Iberdomide + dexamethasone Q4W from C7 onwards (Continuous therapy)

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22
Iberdomide  (PO)
1.6mg
Dexamethasone
(PO) 40 mg (20 mg

for patients 2 75
yrs)*

23 24 | 25 | 26 27 | 28

Daratumumab
(SC) 1800 mg

* On days where dexamethasone administration coincides with administration of daratumumab, 20 mg or 10 mg (if patient is older than 75 years) of dexamethasone should be administered as part of the
V1. 28-Jul-2022 premedication and the rest of the dexamethasone dose, 20 mg or 10 mg, can be administered the following day. 4 T H E M A



10. Concomitant Therapy

Cohort 1 IBERDEX : Required concomitant medication
Oral proton pump inhibitor to prevent gastric duodenal ulcers unless during the days of
dexamethasone treatment
Thromboembolism prophylaxis during the treatment with iberdomide is mandatory for all
subjects

Cohort 2 IBERDARADEX: Required concomitant medication
Oral proton pump inhibitor to prevent gastric duodenal ulcers unless during the days of
dexamethasone treatment
Thromboembolism prophylaxis during the treatment with iberdomide is mandatory for all
subjects
Antiviral prophylaxis: to prevent herpes zoster reactivation must start within 1 week of starting

daratumumab and continue for 3 months after last dose of daratumumab.

V1. 28-Jul-2022 GEM-IBERDARAX a PETHEMA



Reclutamiento esperado

Pacientes incluidos

=8-—Paciente tto =8-Paciente esperado

pacientes esperados




Centros y reclutamiento

GRUPO ESPANOL DE MIELOMA

Screening: 44 pacientes

H. SON H. CLINIC ICO ICO C.H. U. H.U.12 DE H. U. CUN H.U.C. DE H.U H.U. H. U. H.U. VIRGEN H.ULAFE
LLATZER BARCELONA BADALONA HOSPITALET SANTIAGO OCTUBRE MORALES ASTURIAS SALAMANCA CANARIAS MARQUES DELROCIO
MESEGUER DE
VALDECILLA




Centros y reclutamiento

S VAR N el N
GRUPO ESPANOL DE MIELOMA

Screening: 44 pacientes

Fallos screening: 9

H. SON H. CLINIC ICO ICO C.H. U. H.U.12 DE H. U. CUN H.U.C. DE H.U H.U. H. U. H.U.VIRGEN H.ULAFE
LLATZER BARCELONA BADALONA HOSPITALET SANTIAGO OCTUBRE MORALES ASTURIAS SALAMANCA CANARIAS MARQUES DELROCIO
MESEGUER DE

VALDECILLA




Centros y reclutamiento

GRUPO ESPANOL DE MIELOMA

_ _ Iniciaron tratamiento: 35 pacientes
Tratamiento activo: 28

H. SON H. CLINIC ICO ICO C.H. U. H.U.12 DE H.U.C. DE H.U.VIRGEN H.ULAFE
LLATZER BARCELONA BADALONA HOSPITALET SANTIAGO OCTUBRE MORALES ASTURIAS SALAMANCA CANARIAS MARQUES DEL ROCIO
MESEGUER DE
VALDECILLA
T,
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Datos

= Mediana de edad: 81 afios =2 67% fragiles
= AE mas frecuente = Neutropenia (60% en el C1)
e Aunque no incremento de infecciones
e Poca aparicion de rash cutaneo
=  Mortalidad: 4 éxitus (2 de ellos de manera precoz: neumonia y SLT)
= Respuesta:
e Tras 7 ciclos de mediana: ORR 89%

* Mediana de tiempo hasta mejor respuesta: 2 ciclos (2-7)

GRUPO ESPANOL DE MIELOMA



Notificaciones

GRUPO ESPANOL DE MIELOMA

= EC Fase 3 EXCALIBER en RRMM (Stage 2) > cambio de dosis a 1 mg de Iberdomida
* Debido a los resultados del EC (PK, PD, datos de seguridad, AEs grado 3-4, datos de eficacia)

= Pacientes con dosis de 1,3 mg o0 1,6 mg se podra mantener la dosis a criterio del investigador




Rescate GEM-IBERDARAX

Transplant ineligible , NDMM patients
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GRUPO ESPANOL DE MIELOMA
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IBERDARADEX :
Iberdomide 16 mgPO, days 1-21 (Q4W)
IBERDEX : Daratumumab 1800 mg SC (Q4W)

Iberdomide 1.6 mgPO, days 1-21(Q4W) C1andC2: days 1,8 15and 22

Dexamethasone 40mgPO(20mg if patient 275 C3-C6: days 1and 15

yrs), days 1, 8, 15 and 22 (Q4W) From C7 onwards : day 1
Dexamethasone 40mgPO (20mg if patient 275 yrs), days 1,8, 15and
22 (Q4W)

A

Treatment period
(Until unacceptable taxicity, disease progression, pafient withdrawal, loss to follow -up, end of study or death, whichever comes firsf)

o Propuesta rescate

CC-92480 1mgPOdays1 —14(Q3W)

Bortezomib 1.3 mg/m2 SC (Q3W) cohorte 2
C1-C8:days 1,4, 8,and 1. |
From C9 orwards: On days 1and 8.
Dexamethasone 20 mgPO
C1-C8:days1,2,4,5,8,9, 11,and 12.
From C9 onwards: On days 1

Treatment period
(Until unacceptable toxicity, disease
progression, patient withdrawal, loss to
follow -up, end of study or death,
whichever comes firsf)

Changes in immune prdfiling, Qol_ evolution, safety, exploratory objectives, franslational studies >

Efficacy (CRR, MRD), imefo eveno data( PFS, OS) >




Novedades para GEM-IBERDARAX

GRUPO ESPANOL DE MIELOMA

Disminucion de la dosis de Iberdomida para los pacientes nuevos a 1 mg
Cerrado el reclutamiento en la cohorte 1 (IberDex)
Solo reclutamiento abierto para la cohorte 2 (Dara-lberdex)
e Cualquier paciente (aunque intentar el 30% fragiles)
Rescate con Mezigdomida (CC-92480)-Bortezomib-Dexametasona para los pacientes de la cohorte 2

e Pendiente de confirmar




