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Informacion
Identificador Cod. Protocolo
2023-507613-10-01 (CTIS) CAB-201-001

Areaterapéutica
Enfermedades [C] - Patologias del sistema inmunitario [C20]|

Enfermedad investigada

lupus eritematoso sistémico activo; El lupus eritematoso sistémico (LES) es un trastorno autoinmune croénico
caracterizado por la produccién de autoanticuerpos y una funcién anémala de los linfocitos B. El LES presenta una
intensidad fluctuante y puede causar dafios tisulares en diversos 6rganos a lo largo del tiempo. La nefritis lUpica
(NL) es una manifestacion intensa frecuente del LES, que puede provocar una morbimortalidad significativa.

Titulo Cientifico
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Estudio abierto de fase 1/2 para evaluar la seguridad y la eficacia de las células T autdlogas con receptor de
antigeno quimérico CD19-especifico (CABA-201) en sujetos con lupus eritematoso sistémico activo.

Justificacion
No aportado

Objetivo Principal
Evaluar la seguridad y la tolerabilidad de CABA-201 en sujetos con LES activo durante 28 dias.

Variables de Evaluacién Primaria

AA que ocurren en los 28 dias posteriores a la infusion de CABA-201, que incluye las TLD y los AA relacionados
con CABA-201

Momentos temporales de evaluacion primaria
No aportado

Objetivo Secundario

Evaluar la seguridad y tolerabilidad de CABA-201 en sujetos con LES activo durante 156 semanas.

Evaluar los efectos de CABA-201 sobre los leucocitos, incluido el recuento de linfocitos B.

Evaluar las tasas de éxito en la fabricacién de CABA-201.

Caracterizar el proceso de fabricacion utilizando células del sujeto.

Evaluar la persistencia y cinética de CABA-201 después de la infusion.

Evaluar los efectos de CABA-201 en la serologia del LES.

Evaluar los efectos de CABA-201 sobre la actividad de la enfermedad del LES.

Evaluar el tiempo necesario para lograr una respuesta en la enfermedad después de la infusion de CABA-201.
Evaluar el efecto de CABA-201 sobre el uso concomitante de corticosteroides y otras terapias relacionadas con el
LES.

Evaluar el efecto de CABA-201 sobre los RCP y la calidad de vida relacionada con la salud.

Evaluar el efecto de CABA-201 en los brotes de la enfermedad.

Evaluar el efecto de CABA-201 en la respuesta sin farmacos.

Evaluar el tiempo hasta conseguir una respuesta sin farmacos tras la infusion de CABA-201

Variables de Evaluacion Secundaria

AEs, vital signs, physical examination, and clinical laboratory tests occurring within 156 weeks after CABA-201
infusion.

Changes from baselinea in WBC with differential, including B cell counts.

Frequency of reaching released product at target dose.
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Fold cell expansion, transduction efficiency, vector copy number per cell, and product phenotype; Total number of
CABA-201-positive cells in each manufacturing run; Percent of CAR-transduced cells in the total number of cells for
infusion.

Number and percentage of CABA-201-positive cells in the peripheral blood of subjects over time.

Changes from baseline in anti-dsDNA antibodies, C3, C4, and CH50.

Changes in UPCR, eGFR, SLEDAI-2K score, BILAG-2004 score, PGA score, joint counts, CLASI score, and SDI.;
Proportions of subjects achieving complete renal response (for LN cohort only), SRI-4, BICLA responses, and
LLDAS and DORIS criteria.

Time to achieve complete renal response (for LN cohort only), SRI-4, SRI-5, SRI-6, BICLA responses, LLDAS, and
DORIS /Additional endpoint for adolescents: time to achieve modified PRINTO/ACR juvenile response criteria
Change from baseline in the dose of concomitant corticosteroids and other SLE-related therapies.; Proportion of
subjects achieving a dose of 5 mg/day oral prednisone or equivalent.; Proportion of subjects who require no SLE-
related therapies.

Adults:Changes from baselinea in SF-36v2, pain NRS, FACIT-F, PtGA, Lupus QoL, and EQ-5D-5L scores.
Adolescents: Changes from baselinea in pain NRS, PtGA, PedsQL, and PedsQL multidimensional Fatigue Scale
Incidences of mild/moderate and severe disease flare per BILAG-2004 and SFI.; Time to mild/moderate and severe
disease flare.

Proportions of subjects achieving drug free complete renal response (for LN cohort only), SRI-4, BICLA responses
and LLDAS, and DORIS/ Additional endpoint for adolescents: proportion of subjects achieving drug-free complete
modified PINTO/ACR juvenile response criteria

Time to achievement of drug-free complete renal response (for LN cohort only), SRI-4, BICLA responses, LLDAS
and DORIS. Additional endpoint for adolescents: time to achievement of drug-free modified PINTO/ACR juvenile
response criteria

Momentos temporales de evaluacion secundaria
No aportado

Criterios de Inclusién

Capaz de proporcionar el consentimiento informado.

Diagnosticados de LES activo. Los pacientes con NL o sin NL seran elegibles si cumplen los siguientes criterios:
oPara pacientes con NL: cociente de proteina/creatinina en orina (UPCR por sus siglas en inglés ) ¢,1 mg/mg
Funcién renal adecuada

Funcion hepatica adecuada

Haber recibido todas las vacunas recomendadas, incluso contra la COVID-19/el coronavirus 2 del sindrome
respiratorio agudo grave (SARS-CoV-2), segun los Centros para el Control y la Prevencion de Enfermedades
(Centers for Disease Control and Prevention, CDC) o las directrices locales/institucionales para personas
inmunodeprimidas antes o durante la seleccion

olLas vacunas elaboradas con microorganismos vivos deben administrarse al menos 30 dias antes de la visita previa
a la perfusion.

oLas vacunas elaboradas con microorganismos inactivados deben administrarse a los pacientes al menos 2
semanas antes del inicio de la perfusion del medicamento del estudio. Si es posible, las vacunas elaboradas con
microorganismos inactivados también deben administrarse al menos 2 semanas antes de la leucocitaféresis.
Estabilidad clinica mediante evaluacion de las constantes vitales en el momento de la seleccion

Las mujeres en edad fértil (seccion 9.4) sexualmente activas deben comprometerse a utilizar 1

un método anticonceptivo altamente eficaz

Edad de ¢18 a ¢,65 afios.

Estado de valoracion del Grupo de Oncologia Cooperativa del Este (Eastern Cooperative Oncology Group, ECOG)
deOal.

Un diagnéstico clinico de LES, basado en los criterios de clasificacion de LES de adultos de la Liga Europea Contra
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el Reumatismo (European League Against Rheumatism, EULAR)/el Colegio Estadounidense de Reumatologia
(American College of Rheumatology, ACR) de 2019.

Titulo de anticuerpos antinucleares (ANA) positivo o positividad para anticuerpos anti-ADN de doble cadena (anti-
ADN(dSs) en la seleccion

Criterios de Exclusioén

Tratamiento con rituximab u otro agente reductor de linfocitos B en las 26 semanas anteriores a la seleccion Terapia
previa con linfocitos T con CAR. Trasplante previo de érganos sélidos (corazoén, higado, rifion, pulmén) o trasplante
de células hematopoyéticas. Solo para pacientes con NL: evidencia de cronicidad grave en la biopsia de rifion,
definida como una puntuacién del indice de cronicidad del Instituto Nacional de Salud modificada de 3+ para
cualquiera de las siguientes caracteristicas de biopsia individual: puntuacién de glomeruloesclerosis total, semilunas
fibrosas, atrofia tubular o fibrosis intersticial. Mujeres embarazadas o en periodo de lactanca, o que tengan previsto
guedarse embarazadas en las 52 semanas siguientes a la perfusion de CABA-201. Varones con capacidad de
procrear (véase la Seccién 9.4) que tengan previsto engendrar un hijo en las 52 semanas siguientes a la perfusion
de CABA-201. Incapaz o reticente a cumplir el protocolo. Tratamiento con cualquier farmaco en investigacion en el
plazo de 4 semanas o 5 semividas, el periodo mas largo entre ambos. Nota: Los pacientes que hayan recibido un
inhibidor de C5 (p. €j., eculizumab, ravulizumab) pueden ser elegibles antes de transcurridas 5 semividas desde la
Gltima administracién del inhibidor de C5 si, en la seleccién, presentan pruebas analiticas de laboratorio del
complemento (es decir, medicion del complemento hemolitico total [CH50]) que se hayan normalizado o vuelto a los
niveles previos al tratamiento. Diagndstico de cancer, excepto cancer de piel basocelular o epidermoide o carcinoma
in situ del cuello uterino que haya sido extirpado y curado y hayan transcurrido al menos 5 afios desde la escision.
Cirugia mayor prevista (incluida cirugia articular) en las 52 semanas siguientes a la perfusion de CABA-201.
Contraindicacién para la leucocitaféresis. Infeccion activa que requiera intervencién médica en la seleccién.
Antecedentes de reaccion anafilactica o reaccion sistémica grave a fludarabina (FLU ), ciclofosfamida (CY) o
cualquiera de sus metabolitos. Diagnostico de sindrome de anticuerpos antifosfolipidos segun Prueba positiva del
virus de la inmunodeficiencia humana (VIH), anticuerpo antihepatitis C o antigeno de superficie de la hepatitis B, o
evidencia de tuberculosis activa o crénica en la selecciéon. Trastorno autoinmunitario distinto del LES que requiera
tratamientos inmunosupresores. Presencia de enfermedad renal distinta de nefritis lUpica activa. Sintomas actuales
de enfermedad renal, hepatica, hematoldgica, gastrointestinal, pulmonar, psiquiatrica, cardiaca, neurologica o
cerebral grave, progresiva o no controlada, incluidas infecciones graves y no controladas, como sepsis e infecciones
oportunistas. Afecciones médicas concomitantes que, en opinién del investigador, podrian suponer un riesgo
inaceptable para el paciente por participar en este estudio, interferir en la evaluacion de los efectos o la seguridad
del producto en investigacion o en los procedimientos del estudio. La presencia de edema grave o anasarca en la
seleccion Enfermedad pulmonar cronica de moderada a grave Alteracion de la funcién cardiaca o cardiopatia
clinicamente significativa, incluidos: a. Angina inestable o infarto de miocardio o revascularizacion coronaria en las
26 semanas anteriores a la leucocitaféresis. b. Insuficiencia cardiaca congestiva en estadio Ill o IV segun la
Asociacion del Corazon de Nueva York (New York Heart Association). c. Antecedentes de arritmia cardiaca
clinicamente significativa (p. ej., taquicardia ventricular), bloqueo completo de rama izquierda, bloqueo
auriculoventricular de alto grado. d. Antecedentes de miocardiopatia no isquémica grave. e. Fraccion de eyeccion
del ventriculo izquierdo <45 % evaluada mediante ecocardiografia o ventriculografia isotdpica (si se realiz0) ¢8
semanas antes de la leucocitaféresis. f. Manifestaciones cardiacas graves y activas del LES, como pericarditis
constrictiva, derrames pericardicos hemodinamicamente significativos y miocarditis en el momento de la seleccién
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Autorizacion Inicio de Inclusion Interrumpido
Ensayo Primer Paciente
18/09/2024 U No aportado
31/03/2025 02/04/2025
Fin de Fin prematuro Fin prematuro Fin del ensayo

reclutamiento

No aportado

(Espana) (Global) en Espafia

No aportado No aportado

Reiniciado

No aportado

Fin del ensayo
global

No aportado

Promotor

Cabaletta Bio Inc. United States
2929 Arch Street Suite 600

Contact Person

Cabaletta EU Regulatory
+12677593100

EURreg@cabalettabio.com

Monetary support: N/A

Tipo de promotor: Comercial

Ceim

CEIm de la Comunidad Foral de Navarra
C/ Irunlarrea, 3 31008 Pamplona

ceic@cfnavarra.es

No aportado
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Centros

Clinica Universidad De Navarra

Clinica Universidad De Navarra

Madrid Pamplona

Unidad de Ensayos Cl&iacute;nicos Unidad de Ensayos Cl&iacute;nicos
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Medicamentos

FLUDARABINE ACCORD 25 mg/ml, solution
&agrave; diluer pour solution injectable/pour
perfusion

SOLUTION FOR INJECTION/INFUSION
INTRAVENIOUS INFUSION

Codigo ATC: LO1BBO5 - FLUDARABINA
Principios Activos: N/A

Experimental

Genoxal 1.000 mg polvo para soluci&oacute;n
inyectable y para perfusi&oacute;n

SOLUTION FOR INJECTION/INFUSION

INTRAVENIOUS INFUSION

Cédigo ATC: LO1AAOL - CICLOFOSFAMIDA

Principios Activos: N/A

Experimental

Fludarabina Teva 25 mg/ml concentrado para
soluci&oacute;n para perfusi&oacute;n o
inyecci&oacute;n EFG

INJECTION
INTRAVENIOUS INFUSION

Codigo ATC: LO1BBO5 - FLUDARABINA
Principios Activos: N/A

Experimental

PRD11086249
INFUSION
INFUSION

Principios Activos: N/A

Experimental

CYCLOPHOSPHAMIDE SANDOZ 1000 mg,
poudre pour solution injectable ou pour
perfusion

SOLUTION FOR INJECTION/INFUSION
INTRAVENIOUS INFUSION

Cédigo ATC: LO1AAOL - CICLOFOSFAMIDA

Principios Activos: N/A

Experimental

Sin resultados
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Information

Identifier Protocol Code
2023-507613-10-01 (CTIS) CAB-201-001

Therapeutic area
Diseases [C] - Immune System Diseases [C20]|

Investigated Disease

Active Systemic Lupus Erythematosus;Systemic lupus erythematosus (SLE) is a chronic autoimmune disorder
characterized by autoantibody production and abnormal B cell function. SLE presents with fluctuating severity and
may cause tissue damage in a variety of organs over time. Lupus nephritis (LN) is a common severe manifestation of
SLE, which can lead to significant morbidity and mortality.

Scientific Title
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A Phase 1/2 Open-Label Study to Evaluate the Safety and Efficacy of Autologous CD19-specific Chimeric Antigen
Receptor T cells (CABA-201) in Subjects with Active Systemic Lupus Erythematosus

Rationale
Not provided

Main Objective
To evaluate the safety and tolerability of CABA-201 in subjects with active SLE over 28 days

Primary Endpoints
AEs occurring within 28 days after CABA-201 infusion, including DLTs and AEs related to CABA-201.

Temporary moments of secondary assessment
Not provided

Secondary Objective

To evaluate the safety and tolerability of CABA-201 in subjects with active SLE over 156 weeks.
To evaluate the effects of CABA-201 on WBC, including B cell counts.

To evaluate CABA-201 manufacturing success rates.

To characterize manufacturing process using subject cells.

To evaluate CABA-201 persistence and kinetics after infusion.

To evaluate the effects of CABA-201 on SLE serology.

To evaluate the effects of CABA-201 on SLE disease activity.

To evaluate the time to achieve disease response after CABA-201 infusion.

To evaluate the effect of CABA-201 on concomitant steroid use and other SLE-related therapy.
To evaluate the effect of CABA-201 on PROs and health-related QOL.

To evaluate the effect of CABA-201 on disease flare.

To evaluate the effect of CABA-201 on drug-free response.

To evaluate the time to achieve drug-free response after CABA-201 infusion.

Secondary Endpoints

AEs, vital signs, physical examination, and clinical laboratory tests occurring within 156 weeks after CABA-201
infusion.

Changes from baselinea in WBC with differential, including B cell counts.

Frequency of reaching released product at target dose.

Fold cell expansion, transduction efficiency, vector copy number per cell, and product phenotype; Total number of
CABA-201-positive cells in each manufacturing run; Percent of CAR-transduced cells in the total number of cells for
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infusion.

Number and percentage of CABA-201-positive cells in the peripheral blood of subjects over time.

Changes from baseline in anti-dsDNA antibodies, C3, C4, and CH50.

Changes in UPCR, eGFR, SLEDAI-2K score, BILAG-2004 score, PGA score, joint counts, CLASI score, and SDI.;
Proportions of subjects achieving complete renal response (for LN cohort only), SRI-4, BICLA responses, and
LLDAS and DORIS criteria.

Time to achieve complete renal response (for LN cohort only), SRI-4, SRI-5, SRI-6, BICLA responses, LLDAS, and
DORIS /Additional endpoint for adolescents: time to achieve modified PRINTO/ACR juvenile response criteria
Change from baseline in the dose of concomitant corticosteroids and other SLE-related therapies.; Proportion of
subjects achieving a dose of 5 mg/day oral prednisone or equivalent.; Proportion of subjects who require no SLE-
related therapies.

Adults:Changes from baselinea in SF-36v2, pain NRS, FACIT-F, PtGA, Lupus QoL, and EQ-5D-5L scores.
Adolescents: Changes from baselinea in pain NRS, PtGA, PedsQL, and PedsQL multidimensional Fatigue Scale
Incidences of mild/moderate and severe disease flare per BILAG-2004 and SFI.; Time to mild/moderate and severe
disease flare.

Proportions of subjects achieving drug free complete renal response (for LN cohort only), SRI-4, BICLA responses
and LLDAS, and DORIS/ Additional endpoint for adolescents: proportion of subjects achieving drug-free complete
modified PINTO/ACR juvenile response criteria

Time to achievement of drug-free complete renal response (for LN cohort only), SRI-4, BICLA responses, LLDAS
and DORIS. Additional endpoint for adolescents: time to achievement of drug-free modified PINTO/ACR juvenile
response criteria

Temporary moments of secondary assessment
Not provided

Inclusion criteria

Able to provide informed consent.

Diagnosed with active SLE. Subjects with either LN or without LN will be eligible, if they meet the following criteria: -
For LN subjects: urine protein-to-creatinine ratio (UPCR) 1 mg/mg despite prior or current treatment with standard of
care therapy

Adequate renal function

Adequate hepatic function

Have received all recommended vaccinations, including against COVID-19/severe acute respiratory syndrome
coronavirus 2 (SARS-CoV-2), per the Centers for Disease Control and Prevention (CDC) or local/institutional
guidelines for immunocompromised individuals before or during Screening. o Live vaccines must be administered at
least 30 days prior to the Pre-Infusion Visit. o Non-live vaccines should be administered to subjects at least 2 weeks
prior to the start of study drug infusion. If possible, non-live vaccines should also be administered at least 2 weeks
prior to Leukapheresis.

Clinical stability by vital signs assessment at the time of screening

Women of reproductive potential (Section 9.4) who are sexually active must agree to use 1 highly effective method of
contraception

Age 18 to 65 years.

Eastern Cooperative Oncology Group (ECOG) performance status 0 to 1.

A clinical diagnosis of SLE, based on the 2019 European League Against Rheumatism (EULAR)/American College
of Rheumatology (ACR) classification criteria for adult SLE.

Positive antinuclear antibody (ANA) titer or positive anti-dsDNA antibody at Screening.
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Exclusion criteria

Treatment with rituximab or other B cell-depleting agent within 26 weeks prior to Screening Previous CAR T cell
therapy. Prior solid organ (heart, liver, kidney, lung) transplant or hematopoietic cell transplant. For LN subjects only:
Evidence of severe chronicity on kidney biopsy, defined as a modified National Institute of Health chronicity index
score of 3+ for any of the following individual biopsy features: total glomerulosclerosis score, fibrous crescents,
tubular atrophy, or interstitial fibrosis. Pregnant or lactating woman, or plan to become pregnant within 52 weeks
following CABA-201 infusion. Men of reproductive potential (see Section 9.4) who plan to father a child in the 52
weeks following CABA-201 infusion. Unable or unwilling to comply with protocol. Treatment with any investigational
agent within 4 weeks or 5 half-lives, whichever is longer. Note: Subjects who had received a C5 inhibitor (e.g.,
eculizumab, ravulizumab) may be eligible earlier than 5 half-lives after the last C5 inhibitor administration if, at
Screening, they have evidence of complement lab testing (i.e., total hemolytic complement [CH50] measurement)
that has normalized or returned to pre-treatment levels. Diagnosis of cancer, except basal or squamous cell skin
cancer or carcinoma in situ of the cervix that has been excised and cured and at least 5 years since excision.
Planned major surgery (including joint surgery) within 52 weeks following the CABA-201 infusion. Contraindication to
Leukapheresis. Active infection requiring medical intervention at Screening. History of anaphylactic or severe
systemic reaction to FLU, CY, any of their metabolites A diagnosis of antiphospholipid antibody syndrome Positive
human immunodeficiency virus (HIV), hepatitis C antibody, or hepatitis B surface antigen test, or evidence of active
or chronic tuberculosis at Screening. Autoimmune disorder other than SLE requiring immunosuppressive therapies.
The presence of kidney disease other than active lupus nephritis Current symptoms of severe, progressive, or
uncontrolled renal, hepatic, hematological, gastrointestinal, pulmonary, psychiatric, cardiac, neurological, or cerebral
disease, including severe and uncontrolled infections, such as sepsis and opportunistic infections. Concomitant
medical conditions that, in the opinion of the investigator, might place the subject at unacceptable risk for
participation in this study, interfere with the assessment of the effects or safety of the investigational product or with
the study procedures. The presence of severe edema or anasarca at Screening Moderate-to-severe chronic
pulmonary disease Impaired cardiac function or clinically significant cardiac disease, including: a. Unstable angina or
myocardial infarction or coronary artery bypass graft within 26 weeks prior to Leukapheresis. b. New York Heart
Association stage Il or IV congestive heart failure. c. History of clinically significant cardiac arrhythmia (e.g.,
ventricular tachycardia), complete left bundle branch block, high-grade atrioventricular block d. History of severe non-
ischemic cardiomyopathy. e. Left ventricular ejection fraction <45% as assessed by echocardiogram or multi-gated
acquisition scan (if performed) 8 weeks of Leukapheresis. f. Active, severe cardiac manifestations of SLE, including
constrictive pericarditis, hemodynamically significant pericardial effusions, and myocarditis at the time of screening.
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Sites

Clinica Universidad De Navarra

Clinica Universidad De Navarra

Madrid Pamplona

Unidad de Ensayos Cl&iacute;nicos Unidad de Ensayos Cl&iacute;nicos
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Medication

FLUDARABINE ACCORD 25 mg/ml, solution
&agrave; diluer pour solution injectable/pour
perfusion

SOLUTION FOR INJECTION/INFUSION
INTRAVENIOUS INFUSION

ATC code: LO1BBO5 - FLUDARABINA
Active Principles: N/A

Experimental

Genoxal 1.000 mg polvo para soluci&oacute;n
inyectable y para perfusi&oacute;n

SOLUTION FOR INJECTION/INFUSION

INTRAVENIOUS INFUSION

ATC code: LO1AAO1 - CICLOFOSFAMIDA
Active Principles: N/A

Experimental

Fludarabina Teva 25 mg/ml concentrado para
soluci&oacute;n para perfusi&oacute;n o
inyecci&oacute;n EFG

INJECTION
INTRAVENIOUS INFUSION

ATC code: LO1BBO5 - FLUDARABINA
Active Principles: N/A

Experimental

PRD11086249
INFUSION
INFUSION

Active Principles: N/A

Experimental

CYCLOPHOSPHAMIDE SANDOZ 1000 mg,
poudre pour solution injectable ou pour
perfusion

SOLUTION FOR INJECTION/INFUSION
INTRAVENIOUS INFUSION

ATC code: LO1AAO1 - CICLOFOSFAMIDA
Active Principles: N/A

Experimental

No results




