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ANGIOEDEMA HEREDITARIO (AEH)

* Es una enfermedad genética rara (prevalencia 1/50000), con herencia
autosdmica dominante debida a mutaciones en el gen SERPING 1.

* Presenta niveles disminuidos (Tipo | - 85% de los casos) o actividad
disfuncional (Tipo Il = 15% de los casos) de la proteina C 1 Inhibidor.

* Se presenta con edemas recurrentes, episodicos, no pruriginosos,
circunscriptos, SIN URTICARIA. Los ataques son impredecibles y se pueden
presentar en cualquier localizacion.

* El diagnostico temprano es esencial para disminuir la mortalidad por
edema de glotis.

Consenso sobre el diagndstico y tratamiento del angioedema hereditario (AEH) en Argentina. Vazquez D, Josviack D, Fantini C, Fili N,
Berardi A, Zwiener R, Fabiani J y Col. Rev Alerg Mex. 2021; 68 Supl 2:5s1-s22.



AEH: De dénde venimos
vy a donde vamos ?

Un poco de historia...

Primer paciente diagnosticado en Argentina
(I.LA.A.l.) 1978.

Fabiani J.E, Simkin G. Alergia, Vol. XXX -1-1983

ANGIOFEDEMA HEREDO FAMILIAR

Dr. fagg Egidio Fabiani*®
Dr. Guillerme Simbin®
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INTRODUGCION
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Comienzo temprano
Diagnostico tardio
Diagnosticos erroneos
Enf. Cronica

Caracteristica de
la Enfermedad

Médicos directos l'i
Indirectos
(Ausentismo laboral/escolar)

Caracteristicas
de las Crisis

Im paCtO del Impredecibles  *
Prolongadas ‘
Ang iOedema Frecuentes
. . Dolorosas
Hereditario Debilitantes

Amenazan la vida

&

Diferentes Opciones
Acceso
Efectos colaterales

Depresion (25%)
Ansiedad (50%)
Actividades sociales

Viajes

(o}
Trabajo (5 Q
Escuela &%~ :
Hospitalizacion

Tratamiento

Calidad de
vida

Banerji A. Ann Allergy Asthma Immunol 2013, 111:329-36



Multicenter study on health-related quality of
life in patients with hereditary angioedema in
Argentina

Medina |, 2Josviack D, 3Berardi A, *Cavallo C, >Chinigo M, éChorzepa G,
’Fueyo G, 8Garcia M, 2Onetti C, 1°Vazquez D
Poster presentation — WAC 2022 - ISTAMBUL, TURKEY, 13-15 October 2022

100 pacientes — 10 centros

1 Centro Médico Vitae, 9 de Julio, Argentina

2 Instituto de Medicina Respiratoria, Rafaela, Argentina

3 Instituto de Asma, Alergia y Enfermedades Respiratorias, Corrientes, Argentina

4 Hospital San Martin, Parana, Argentina

5 Hospital Interzonal Especializado de Agudos y Crénicos San Juan de Dios, La Plata, Argentina
6 Sanatorio Parque, Rosario, Argentina

7 Centro Cardiolégico Trelew, Trelew, Argentina

8 Hospital Sor Maria Ludovica, La Plata, Argentina

9 Hospital General De Agudos José Maria Penna, Buenos Aires, Argentina

10 Clinica Privada Monte Grande, Buenos Aires, Argentina

MULTICENTER STUDY ON HEALTH-RELATED QUALITY OF LIFE IN
PATIENTS WITH HEREDITARY ANGIOEDEMA IN ARGENTINA
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Los pacientes con datos faltantes fueron omitidos de los célculos
Las barras corresponden al intervalo intercuartilo (Q1-Q3) y las lineas
abarcan maximos y minimos

[

El dominio con mayor impacto negativo es “dificultades para el tratamiento” (p25)(#22 “écon
qué frecuencia le ha preocupado la posibilidad de que no se disponga de tratamiento cuando
lo necesite?”), seguido por “funcidn fisica y salud” (p35) ( #1 “éhasta qué punto los episodios
de angioedema han dificultado que pueda realizar las actividades basicas de la vida diaria?”) y
“salud mental” (p35)

El dominio con mayor impacto negativo sobre la calidad de vida podria ser la salud
mental (p35)

Los dominios con mayor impacto negativo sobre la calidad de vida son “funcion fisica y salud” y
“estigma asociado” (p10), sucedidos por “preocupacion por la descendencia” (p30) y “salud
mental” (p35)Dentro de “funcion fisica y salud”, la pregunta mas influyente fue la #1 (“éhasta
gué punto los episodios de angioedema han dificultado que pueda realizar las actividades
basicas de la vida diaria?”). Dentro de “estigma asociado”, la pregunta mas influyente fue la #7
(“éhasta qué punto le ha influido en su vida diaria el hecho de evitar situaciones estresantes o
gue requieran un esfuerzo fisico por miedo a que desencadenen un episodio de
angioedema?”)

I. Medina 1; D. Josviack 2; A. Berardi3; C. Cavallo 4; M. Chinigo 5; G. Chorzepa 6; G. Fueyo 7; M. Garcia 8; C. Onetti9; D. Vazquez 10 1Centro Medico Vitae, 9 de Julio, Argentina; 2Instituto de Medicina Respiratoria, Rafaela, Argentina; 3Institutio de Asma, Alergia y Enfermedades Respiratorias, Corrientes, Argentina; 4Hospital San Martin, Parana,
Argentina; SHospital Interzonal especializado de agudos y crénicos San Juan de Dios, La Plata, Argentina; 6Sanatorio Parque, Rosario, Argentina; 7Centro Cardiologico Trelew, Trelew, Argentina; 8Hospital Sor Maria Ludovica, La Plata, Argentina; 9Hospital Gral. De Agudos Jos¢ Maria Penna, Buenos Aires, Argentina; 10Clinica Privada Monte Grande,

Buenos Aires, Argentina



PACIENTES CON PLP

* PACIENTES MODERADOS Y SEVEROS:
65 %

4 3
* TOTAL CON PLP: 17 % mLeve
G Y, " Moderado

IMedina I, 2Josviack D, 3Berardi A, “Cavallo C, >Chinigo M, Chorzepa G,
’Fueyo G, 8Garcia M, ?Onetti C, 1°Vazquez D

Poster presentation — WAC 2022 - ISTAMBUL, TURKEY, 13-15 October
2022




CARGA DE LA ENFERMEDAD: QoL en pacientes (Arg y Col)
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e 70 pacientes (AECT: 6 /; AE-QoL: 394,; SF-12:{ ; HADS: N o leve,; WPAI: 6 hs)
* 24% pérdida semanal y 40% de actividades afectadas.

* Avances en el tratamiento # ALTA CARGA DE LA ENFERMEDAD

Watt M, Zwiener R et al. Pdster presentation, EAACI 2023, Hamburg, Germany.



CARGA DE LA ENFERMEDAD: QoL en cuidadores (Argy
Col) = S
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* Cuidadores invierten 13 a 25 dias/mes ayudando pac. Ausentismo escol: 4,6 d/m

* Preocupacion por la salud y futuro del paciente, ansiedad y tristeza.

* Impacto fisico, mental y financiero.
Watt M, Zwiener R et al. Péster presentation, EAACI 2023, Hamburg, Germany.



TRASTORNOS DEL SUENO EN AEH
* 139 pac. / 17 centros LATAM
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e Solo 6% alta calidad del sueno

* Josviack D, Cherrez Ojeda | et al. PAster presentation. EAACI
2024. Valencia, Espaia



MANEJO DEL PACIENTE

Tratamiento de
Crisis

Profilaxis a Largo
Plazo

Profilaxis a Corto
Plazo



Recomendaciones para la profilaxis de las crisis a largo
plazo (PLP)

*Queé es?
*Cuando y en quién la indicamos?

*Con qué?

* Por cuanto tiempo?

Consenso sobre el diagndstico y tratamiento del angioedema hereditario (AEH) en Argentina.
Vazquez D, Josviack D, Fantini C, Fili N, Berardi A, Zwiener R, Fabiani J y Col. Rev Alerg Mex. 2021; 68
Supl 2:s1-s22.



Recomendaciones para la profilaxis de las crisis a largo plazo
(PLP)

* Se entiende por profilaxis de las crisis a largo plazo al
procedimiento de mantener un tratamiento de forma continua
para prevenir la aparicion de ataques en el tiempo

Consenso sobre el diagndstico y tratamiento del angioedema hereditario (AEH) en Argentina.
Vazquez D, Josviack D, Fantini C, Fili N, Berardi A, Zwiener R, Fabiani J y Col. Rev Alerg Mex. 2021; 68 Supl 2:s1-s22.






Recomendaciones para la profilaxis de las crisis a largo plazo
(PLP)

e Se recomienda en todo paciente con AEH, evaluar la necesidad de
profilaxis de las crisis a largo plazo.

* Al momento de decidir la profilaxis a largo plazo, se recomienda tener
en cuenta la cantidad de episodios previos, asi como también |la
severidad y localizacidon de los episodios, el acceso a unidades de
emergencia y el impacto en la calidad de vida que las crisis han tenido.

Consenso sobre el diagnodstico y tratamiento del angioedema hereditario (AEH) en Argentina. Vazquez D, Josviack D, Fantini C,
Fili N, Berardi A, Zwiener R, Fabiani J y Col. Rev Alerg Mex. 2021; 68 Supl 2:5s1-s22.



Evolucion del Tratamiento

Tratamiento de las Crisis i,."l'—:" Profilaxis a Largo Plazo
pdC1-INH intravenoso Nuevas drogas

icatibant _




Tratamiento Profilactico a Largo Plazo

FRECUENCIA DE CRISIS

GRAVEDAD DE LAS CRISIS

IMPACTO DE LAS CRISIS EN LA CALIDAD DE VIDA

DISPONIBILIDAD DE MEDICAMENTOS PARA CRISIS

DECISION COMPARTIDA CON EL PACIENTE i)

Consenso sobre el diagnostico y tratamiento del angioedema hereditario (AEH) en Argentina. Vazquez D, Josviack D, Fantini C, Fabiani J y Col.
Rev Alerg Mex. 2021; 68 Supl 2:s1-s22.
Maurer M. World Organ J. 2022;15:100627



Tratamiento Profilactico del AEH

OBIJETIVOS

v'Sin mortalidad
v'Sin morbilidad

v"Medicamentos sin efectos secundarios

v'Capacidad para llevar una vida normal

S.l

Control total de crisis
W Crisis = 0

Busse PJ. N EnglJ Med 2020;383:1136-48



The international WAO/EAACI
the management of hereditary angioedema -

The 2021 revision and update

RECOMMENDATION 13

We recommend that the goals of treatment are
to achieve total control of the disease and to
normalize patients’ lives.

guideline for

WORLD ALLERGY

ORGANIZATION
JOURNAL

RECOMMENDATION 15

We recommend the use of plasma-derived C1

inhibitor as first-line long-term prophylaxis.

RECOMMENDATION 18

We recommend the use of androgens only as
second-line long-term prophylaxis.

RECOMMENDATION 14

We recommend that patients are evaluated for
long-term prophylaxis at every visit, taking
disease activity, burden, and control as well as
patient preference into consideration.

RECOMMENDATION 16

We recommend the use of lanadelumab as first

line long-term prophylaxis.

RECOMMENDATION 17

We recommend the use of berotralstat as first-
line long-term prophylaxis.

RECOMMENDATION 19

We suggest all patients who are using Iong-terrri
prophylaxis be routinely monitored for disease
activity, impact, and control to inform
optimization of treatment dosages and
outcomes.

Maurer M. World Organ J. 2022;15:100627




Reacciones Adversas y

Contraindicaciones de
Medicamentos utilizados
“off label” para

Profilaxis a Largo Plazo
del AEH

Medicamanto Efettos adversos Contraingicacoes Onsarvagoes

Danazol Hormonal: sabosrea, acne. hirsutismo, Caangas (Tannar HIV). Interagae com outras drogas:
mregularidade menstrual, virllizagao, geslagdo, estatinas (rabdomidlise),
alteracio de lbido, alteracao de voz. cancer da mama, aumenia a concentracao
ANqguilngso na posicao 17 alfa: cancer de prostats, de carbamazepira, sumenta
hepatotoxicidade, sumento de sindrorpe nefrotca 2 resistencia & insuling,
transaminases, adencma hepdtico, 8 alteragdes na aumenia o tempo do
hepatocarcinoma. Qutres: ganho de fungao hepatica prolromiing em usuancs
peso, alteragio no padil lipogroteico, de warlarina
nsco aumentado de atorogénese,
aumentn de prassao arenal,
techamento de epitises

Acido Necrose muscular (astenia, miaigia, Trombafilia Risco aumentado

tranexamico aumento de CPK, aldoiase aumentada), de tromboea
lonturss e hipotensdo poetural, ndusea,
diarraia @ dor abdomanal, calvas
muscularas, olsmanomrela, prundo,
nseo tednco de frombose

Inibidor de C1 Risco tednco de transmissio de

derivado agentes mloccioscs, trombose

de plaema (dozes extremamenta altas off-\aba),

(pdC1.INH) anafiluca (muto ), anticorpos
anh-C1-INH nautraizanies

Lanadelumabe Rengoes locus leves, rsacoes de

nipersansillidade, intarfardncia com
lestes de coaguiacao

[profongamento de TTPa}

Campos RA. Arq Asma Alerg Imunol 2022;6(2):170-96




Introducing a treat-to-target algorithm in HAE: A practical tool to implement
WAO/EAACI recommendations and to support achievement of short- and
long-term targets

Assess efficacy of ODT and Sh
evaluate for LTP at every clinic ort-term targets® i
visit (at least annually)® 3-12-month re Long-term tal’thSd
fallow-up Incremental improvement in disease o

Provide a patient action plan® control and quality of life Normalisation of life

Decision “Are you satisfied with your treatment?” “Is your life limited by HAE at all?”

to start LTP

d Coaly 1-month - 6-12-month follo

Consultation to initiate patient-initisted ——r 3-4-month follow-up OBt folow-up [(——

LTP treatment or fetlow-up
optimise/switch LTP 1 1

¢« Agree treatment plan and

individualised short- and Monitoring®
long-term targets with shared * AECT - disease-related quality of Ufe = burden of treatment assessmant
decision-making * Review patient attack diary and/or registry data
* Monitor side effects and blood tests (as required)
* Provide STP/LTP information
and training for self -administration
of IV ar SC ODT {if applicable}

Set patient expectations and ask Target not reached Target partially reached Target reached
them to complete a diary and/or

bbbt et Investigate cause of breakthrough attacks/
side effects/treatment burden’

Consider multidisciplinary team input

Consider optimising management and/or treatment,
or switching treatment

All attacks should be considered for QDT and treated as soon as the patiant recognises it
Consider STP bafore medical, surgoal or dantal prooadures, as woll as axposura 1o other angoedama attook -Inducing events.

Citabons reference the appendx, which can ba found on the next side.



DROGAS APROBADAS PARA PLP — FDA - 2025

Approved Drugs for HAE Long-Term Prophylaxis:
Andembry® (garadacimab):

A monoclonal antibody that inhibits factor Xlla, that targets the beginning of the HAE cascade,
approved for monthly dosing to provide sustained protection.

Dawnzera™ (donidalorsen):

An RNA-targeted medicine that targets prekallikrein, offering long-term disease control with
dosing every four or eight weeks.

Takhzyro® (lanadelumab):

A mol?oclonal antibody that inhibits plasma kallikrein to reduce bradykinin levels and prevent HAE
attacks.

C1 Esterase Inhibitor (C1-INH) Replacement Therapies:

Medications like Haegarda® and Cinryze® that replenish the deficient or dysfunctional C1
inhibitor protein.

Orladeyo® (Berotralstat):
An oral kallikrein inhibitor approved for once-daily dosing for long-term HAE prophylaxis.



https://www.google.com/search?rlz=1C1CHZN_esAR1006AR1006&cs=0&sca_esv=d92649bf4d21d69e&sxsrf=AE3TifPwgnCm2EomwVhOrlHLO0K6bl7iqw:1758385770604&q=ANDEMBRY%C2%AE+(garadacimab-gxii)&sa=X&ved=2ahUKEwjo2u654eePAxX4qJUCHWSBL9EQxccNegQIERAB&mstk=AUtExfB5-9eS2_kBTMJyyhhJY26sxbO5xS82Qrf3VnlWY5G9QBcXfhZGGwdyCD9pAV0p3wH_qljNMpbMOKccMTdPYMdtSdj0hNTqTaPxWvCXED5OyNTzb2Bf-dBDW9v7A2jLmquDyshV5zf07b7RHDLRMDS2q19Vgjlycs18o_IOAzL30JQ&csui=3
https://www.google.com/search?rlz=1C1CHZN_esAR1006AR1006&cs=0&sca_esv=d92649bf4d21d69e&sxsrf=AE3TifPwgnCm2EomwVhOrlHLO0K6bl7iqw:1758385770604&q=DAWNZERA%E2%84%A2+(donidalorsen)&sa=X&ved=2ahUKEwjo2u654eePAxX4qJUCHWSBL9EQxccNegQIFRAB&mstk=AUtExfB5-9eS2_kBTMJyyhhJY26sxbO5xS82Qrf3VnlWY5G9QBcXfhZGGwdyCD9pAV0p3wH_qljNMpbMOKccMTdPYMdtSdj0hNTqTaPxWvCXED5OyNTzb2Bf-dBDW9v7A2jLmquDyshV5zf07b7RHDLRMDS2q19Vgjlycs18o_IOAzL30JQ&csui=3

SITIO DE ACCION DE NUEVAS DROGAS PARA PLP

AR T o, I E matic cess normally blocked b
Fibrin d adation c::ynh|bm‘:ro " Y

Process blocked by the given
pharmacological agent

FIBRINOLYTIC
SYSTEM

Henriette Farkas et al.(2017): Investigational drugs in phase | and phase Il clinical trials for hereditary angioedema, Expert Opinion on
Investigational Drugs, DOI: 10.1080/13543784.2018.1415325




CONCENTRADO DE C1 INHIBIDOR dp - Subcutaneo

* Haegarda® — Berinert subcutaneo®

 Reemplaza el C1 inhibidor deficiente en el paciente.

* 60 Ul/Kg de peso dos veces por semana via subcutanea.

* Polvo liofilizado para reconstituir. Viales de 2000 y 3000 Ul de Clinh.
e Pacientes de 8 anos o mas. FDA: 2017 — Arg. 2023

e Seguro en embarazo?

New England Journal of Medicine 2017,376:1131-1140

Prevention of Hereditary Angioedema Attacks
with a Subcutaneous C1 Inhibitor

H, Longhurst, M, Cicardi, T. Craig, K. Bork, C, Grattan, J. Baker, H.H. LI, A. Reshef, J, Bonner, JA. Bernstein,
J. Anderson, W.R. Lumry, H. Farkas, C.H. Katelaris, G.L. Sussman, J. Jacobs, M. Ried|, M.E. Manning, J. Hebert,
P.K. Keith, S. Kivity, S. Neri, D.S. Levy, M.L. Baeza, R. Nathan, L.B. Schwartz,T. Cabalero, W. Yang, |. Crisan,
M.D. Hernandez, |, Hussain, M. Tarzi, B, Ritchie, P, Kralickova, M, Guilarte, S.M, Rehman, A, Banerji, R.G, Gower,
D. Bensen-Kennedy, J. Edelman, H. Feuersenger, J.-P. Lawo, T. Machnig, D. Pawaskar, |. Pragst and B.L. Zuraw,
for the COMPACT Investigators

COMPACT



ESTUDIO COMPACT — Endpoint primario
Rate of Angioedema Attacks

There was a 95% median reduction in HAE attack rate vs placebo with 60 IU/kg C1-INH (SC)

©

8 £

B 5

= 2

TR

T B 3

E < Median Reduction

O w 2

=z 3

£ 4

A 0

60 1U/kg Placebo (Low Volume)
C1-INH (5C) n=42
n=43
Rate of angioedema attacks was significantly (p<0.001) lower among Subjects ¥
N receiving C1-INH (SC) than those receiving placebo =
*LSM estimate 0o~

C1-INH (5C), Subcutaneous C1-Estérase inhibltor, (U, Intemational Units; LSM, Least Squares Mean
Longhurst H et al. N Engl ) Med 2017;376:1131-1140.




Incidence of Laryngeal Attacks

Number of Subjects With

No Subjects receiving 60 1U/kg C1-INH (SC) experienced laryngeal attacks

Laryngeal Attacks

25

20

15

10

60 IU/kg C1-INH (SC)
n=45

Placebo Groups
n=90



ESTUDIO COMPACT — Endpoint secundario
Rescue Medication/Month

There was a 100% median reduction in use of rescue medication/month vs placebo with C1-INH (SC)

=
¥ Y < ) T e 0 ) T R T
o E
n o
55 e -3.6*
T o :
2= 3 P<0.001
w® U
EB
S 2 0.3 Median Reduction
Z (7]
@Q 3
o
0
60 1U/kg Placebo (Low Volume)
C1-INH (5C) n=42
n=43
Mean time-normalised number of uses of rescue medication per month was significantly reduced e
. . —
(P<0.001) with C1-INH (SC) compared with placebo Lo
*LSM estimate fe—
C1NH {5C), Subtutaneous C1-Esterase Inhibitor; IU, International Units; LSM, Least Sguares Mean. e ;

Longhurst H et al. N EnglJ Med 2017;376:1131-1140.



LANADELUMAB

* Anticuerpo monoclonal potente e
(K; =125 pM) y altamente especifico ﬁ’?ﬁ;
qgue inhibe la calicreina plasmatica, ;"
sin inhibicion de ninguna proteasa i
probada, incluida la calicreina 1 tisular %
(potencialmente importante para la -
seguridad a largo plazo)

Factar XiI

{} ; ¢
Prdu;;:m oweron
Kal;:roin '— Lanadelumab HIW * Beadykinin

Crenoge
J'-B sy o Plasma
V

Kallikredn
HMW Kininogen Q o
Il N\ (7
\/
Bradykinin
{w’ & - Kuman
’

o ) . ) 8rad ini';ﬂoccpto'
1. TAKHZYRO™ U.S. Prescribing Information. Shire. Lexington, MA. November 2018.



LANADELUMAB: PLP en AEH

* IgG1 mAb1 Recombinante, totalmente humanizado
* Inhibe potente y especificamente |a calicreina plasmatica (1.2
* Vida media ~ 2 semanas (estado estable en ~70 dias) 3

* Aprobado en Argentina para la prevencion habitual de ataques recurrentes

de AEH en pacientes >12 anos 4 Yy en U.S.A. en ninos a partir de los 2 aios
(FDA, 3 febrero 2023)

* Aprobado en Argentina en ninos de 2 a 12 afos (31 de mayo 2024) (s)

* Estudios pivotales HELP Y HELP-OLE

e Dosis: Adultos:300 mg. Subcutaneos (Jeringa pre-llenada) cada 14 a 20 dias.
Nifios: 2 a 6 anos: 150 mg ¢/4 semanas // 6 a 12 afios: 150 mg ¢/2 semanas.

1. Kenniston JA, et al. ) Biol Chem 2014;289:23596-23608. 2. Banerji A, et al. N Engl J Med 2017;376:717-728. 3. Baneriji A, et al. JAMA 2018 S2:320;2108-2121. 4. Disp. ANMAT 4645/20. Reg.
Esp. Med. N2 59.236. 5. Disp. ANMAT 4952/24. Reg. Esp. Med. N2 59.236.

6. Banerji A, Bernstein JA, Johnston DT, Lumry WR, Magerl M, Maurer M, Martinez-Saguer |, Zanichelli A, Hao J, Inhaber N, Yu M, Riedl MA; HELP OLE Investigators. Long-term
prevention of hereditary angioedema attacks with lanadelumab: The HELP OLE Study. Allergy. 2022 Mar;77(3):979-990. doi: 10.1111/all.15011. Epub 2021 Aug 13. PMID:
34287942.



LANADELUMAB — Estudio HELP

@ sama network

QUESTION Is lanadelumab, a monoclonal antibody that inhibits plasma kallikrein, effective in preventing hereditary angioedema attacks?
CONCLUSION Findings from this study support the use of lanadelumab for the prevention of hereditary angioedema attacks.

POPULATION INTERVENTION FINDINGS
4 Lanadelumab Lanadelumab
— — 150 mg every 4 weeks 300 mg every 4 weeks
37 Males O 125 Patients randomized o 0.48 angicedema attacks/mo  0.53 angioedema attacks/mo
88 Females e — —N (95% C1, 0.31-0.73) (95% €1, 0.36-0.77)
: 29 29 27 41 Lanadelumab

Patients aged 212 years Lanadelumab Lanadelumab Lanadelumab Placebo 300 mg every 2 weeks Placebo
with hereditary angioedema 150 mg 300 mg 300 mg .
type lor |l every 4 weeks  every 4 weeks  every 2 weeks 0.26 angicedema attacks/mo, 1.97 angioedema attacks/mo

(95% C1, 0.14-0.46) (95% €1, 1,64-2.36)

Mean age: 41 years

Difference from placebo
—=1.49 for Lanadelumab 150 mg every 4 weeks
=1.44 for Lanadelumab 300 mg every 4 weeks

"'1.71 for Lanadelumab 300 ma every 2 weeks
(all P<.001)

LOCATIONS
41

International sites

PRIMARY OUTCOME
Confirmed angioedema attacks over 26 weeks

Sanerji A, Riedl MA, Bernstein JA, et al; for the HELP investigators. Effect of lanadelumab compared with placebo on prevention of hereditary angioecema attacks

a randomized climcal trial [published November 27, 2018]. JAMA. doi:10,1001/jama.2018.16773
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Real-World safety and effectiveness of
lanadelumab in patients aged 12 years and
older with hereditary angioedema (HAE) in
Argentina. Interim analysis of a post-
marketing surveillance (PMS) study

TAK-743-4008 Investigators, Argentina:

'Daniel Vazquez, ?Dario Josviack, 3Natalia Fili, *Ricardo Zwiener 5Abel Adrian Maldonado, ®Carina Lionel Alfie. PhD
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Effectiveness on the reduction of the Number of Angioedema
WAG Results :

Attacks at 24 weeks (n=16)

Warld A!lcr' “Congress ;;.so,.u.m ~visit www.wacistanbul.com

NNA attacks per months (95% Cl) NNA per month moderate or severe attacks (95% Cl)
10 9.09 (7.7 ; 10.66) g
: . 7.85 (6.56 ; 9.3)
8
7
7
6
6
5 5
4 4
3 3
2
0.86 (0.47 ; 1.38 i
! _( ’ ) 1 0.55(0.25; 0.98)
0 I
24 W Before treatement 24 W After treatement 0
24 W Before treatement 24 W After treatement

NNA per month requiring acute treatment (95% Cl)

6.69 (5.53 ; 8.08)

0.60 (0.29 ; 1.06)
I

24 W Before treatement 24 W After treatement




AMPLIACION DEL ESTUDIO
Ingreso de pacientes segun cortes del estudio

INFORME 1 INFORME 2 INFORME 3* INFORME 4*

Julio 2021 a Enero 2022 a Julio 2022 a Enero 2023 a
k Enero 2022 Julio 2022 Enero 2023 Julio 2023

Resultados interinos

publicados en WAC 2022 Idénticos resultados

*Takeda Argentina, data on file



BEROTRALSTAT

e Es un inhibidor (por VIA ORAL) de la calicreina plasmatica,
gue se une a la misma, inhibiendo su actividad proteolitica.

* La calicreina plasmatica es una proteasa que escinde el
kininogeno de alto peso molecular, generando grandes
cantidades de bradikinina.

* 1 capsula de 150 mg VO una vez al dia con una comida.
* Pacientes de 12 afos o mas.
* FDA: afio 2020 /Argentina: Octubre 2024

Zuraw B, Lumry WR, Johnston DT, et al. Oral once-daily berotralstat for the prevention of hereditary angioedema attacks: a randomized, double-blind,
placebo-controlled phase 3 trial. J Allergy Clin Immunol. 2020 Oct 21. https://doi.org/10.1016/j.jaci.2020.10.015



BEROTRALSTAT — Estudio APeX-2

e Efficacy and Safety Study of BCX7353 as an Oral Treatment for the
Prevention of Attacks in HAE (APeX-2)

Part1: Part 2:

Randomized 1:4:4  Double-blind phase Blinded active phase

Prospective run-in period*

i)
£
K 4
i
=
to establish baselne g
HAE attack rate o = _— e Ew 2 -
14-70 days Randomized 1:1 > g raletat \" ' £ m
Placebo QD, n=40 § &
Berotralstat 150 mg QD : g
§ —
| 1 | ©
Day Week Week = 14 + Berotralstat 110 mg
1 24 48 %’ -e- Berofralstat 150 mg
| B -=- Placebo
Primary endpoint:
rate of
‘mmw‘d 0 T T T T T T T
during dosing, Baseline 1 2 3 4 5 6
weeks 1-24

Month of study drug

Zuraw B, Lumry WR, Johnston DT, et al. Oral once-daily berotralstat for the prevention of hereditary angioedema attacks: a randomized, double-blind,
placebo-controlled phase 3 trial. J Allergy Clin Immunol. 2020 Oct 21. https://doi.org/10.1016/j.jaci.2020.10.015



BEROTRALSTAT — Estudio APeX-2

Tabla 1. Criterio de valoracién principal de eficada (estudio dinico 1) Tabla 2: Reacciones adversas observadas en 210% de los pacientes
en
Reduccién de la tasa de ataques de AEH - Poblacion T cualquier grupo de tratamiento con ORLADEYO (estudio 1)
ORLADEYO ORLADEYO
Resultado 110 mg QD 150 mg QD Rosceidn sdversa 110 mg 150 mg
N =41 N = 40 ; s
Tasa de atagues de AEH tasa por 165 1,31 235 L e e
28 dias' Dolor abdominal* 4 (10) 4010 9 {23) 13{16)
% de reduccion de la tasa® 300% 442% Vémito
95% Cl (0.6, 48.9) 230, 59.5) : i AL bl s
Diarrea’ 0 4{10) 6(15) 10(32)

Vi \ i .

or ke i) Dolor de espalda 13} 142 4.(10) 5 (6)
* Un pacients del analsis ITT fue slastorizads # phacabe, pero no fug tratady Enformodaédgmr 0 4010) 215) 6
T Anilisis estadistico bazado en un modelo de regresién binomial negativa; ol numero de staques induido como variable
dapandients, o trstemiento nchido como efecto fijo, b tasa de staques basal incluida como covariable y of logaritmo iy dolor foit 1. dokor abdominal for y senmibiliciad sbdonvinet

de | durackin en sl Tatumiento induida como varistse de compansecion.

2 Forcentaje de reduccion en relackin con of placebs. t Incluye distren y daposiciones frecuentes

1-Zuraw B, Lumry WR, Johnston DT, et al. Oral once-daily berotralstat for the prevention of hereditary angioedema attacks: a randomized,
double-blind, placebo-controlled phase 3 trial. J Allergy Clin Immunol. 2020 Oct 21. https://doi.org/10.1016/j.jaci.2020.10.015



DONIDALORSEN

« 21/8/25 - U.S. Food and Drug Administration (FDA) has approved DAWNZERA™
§donidalorsen) for prophylaxis to prevent attacks of hereditary angioedema
HAE) in adult and pediatric patients 12 years of age and older. DAWNZERA is
the first and only RNA-targeted medicine approved for HAE, designed to target
plasma prekallikrein (PKK), a key protein that activates inflammatory mediators
associated with acute attacks of HAE. DAWNZERA 80mg is self-administered via
subcutaneous autoinjector once every four (Q4W) or eight weeks (Q8W).

* The a|i)proval of DAWNZERA ™ was based on positive results from the Phase 3
global, multicenter, randomized, double-blind, placebo-controlled OASIS-HAE
study (1) in patients with HAE. The study met its primary endpoint, with
DAWNZERA Q4W significantly reducing monthly HAE attack rate by 81%
compared to placebo over 24 weeks. Mean attack rate reduction increased to
87% when measured from the second dose, a key secondary endpoint.
Additionally, DAWNZERA Q4W reduced moderate-to-severe HAE attacks by ~90%
over 24 weeks when measured from the second dose.

1—EfficaKX and Safety of Donidalorsen for Hereditar%Angioedema. Marc A. Riedl, M.D., Raffi Tachdjian, M.D., M.P.H., William R.
Lumry, M.D., Timothy Craig, D.O., Gul Karakaya, M.D., Asli Gelincik, M.D., Marcin Stobiecki, M.D., Ph.D., +11, for the OASIS-
HAE Team. Published May 31, 2024. N Engl J Med 2024;391:21-31. DOI: 10.1056/NEJM0a2402478. VOL. 391 NO. 1



DONIDALORSEN

G 3

Baseline
(switch Tx?) -

On Tx
Prior LTP 80 mg donidalorsen Q4W
"L
L] mn “@
o=

Paﬁent!withHAEonpriorLTPs

i#i¥h

R (&

HAE causes potentially
fatal tissue swelling and Lanadelumab Berotralstat Baseline assessments Tx assessments
Lndueu patients’ QoL 3t C1INH on prior LTPs on donidalorsen
Week 16 of donidalorsen Tx -]
Acceptable | Reduced Improved Improved Preference
safety profile | HAE attacks , QoL ,‘i' * disease control* & for donidalorsen
& 620/0 =10.4 points® 930/0 84%8&%{3
—

*Patients switched to donidalorsen from prior LTPs using a predefined swilching aigonthm, *Based on Angioedema Quality of Life questionnaire 1otal score. “Percentage shown for patients who reporied
W Lcontroled disease based on AECT (score 210) at Week 16,
AECT. angioedema control test, HAE, hereddary angioedema, C1INH, C1 esterase inhibitor, LTP, long-term prophylactic; O4W, once avery 4 weeks; Ool, qualty of life, Tx, treatment.

Donidalorsen Treatment of Hereditary Angioedema in Patients Previously on Long-Term Prophylaxis. Riedl, Marc A. et al. The Journal of Allergy
and Clinical Immunology: In Practice, Volume 13, Issue 9, 2381 - 2389.e3- Sept. 2025.



GARADACIMAB

* Es un anticuerpo monoclonal IgG4/lambda recombinante y totalmente
humanizado.

* Producido en células de Ovario de Hamster Chino (CHO) por tecnologia de
ADN recombinante.

* Se liga al dominio catalitico del Factor Xll activado (FXlla y BFXlla) e inhibe su
actividad catalitica.

* La inhibicion del FXlla previene los ataques de AEH, bloqueando la cascada de
eventos en la via de la Calicreina (Contacto), incluyendo la activacion de
Precallcgelna a Calicreina y la generacion de Bradikinina (mediador final de los
edemas

e Pacientes de 12 anos y mayores

e 200 mg (Lapicera pre-llenada de 1,2 ml).

e Dosis de carga inicial de 400 mg. — Luego 200 mg. una vez al mes.
* Aprobado por FDA el 16 de junio de 2025.



ESTRUCTURA'Y FUNCION DEL FACTOR XII
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The catalytic triad His393, Asp442 Ser544 in the protease domain (light chain) are indicated in red.

Shamanaev A, Litvak M, Gailani D. Recent Advances in Factor XII Structure and Function. Curr Opin Hematol. 2022 September 01; 29(5):

233-243. do0i:10.1097/MOH.0000000000000727.



SITIO DE ACCION DE NUEVAS DROGAS PARA PLP

AR T o, I E matic cess normally blocked b
Fibrin d adation c::ynh|bm‘:ro " Y

Process blocked by the given
pharmacological agent

FIBRINOLYTIC
SYSTEM

Henriette Farkas et al.(2017): Investigational drugs in phase | and phase Il clinical trials for hereditary angioedema, Expert Opinion on
Investigational Drugs, DOI: 10.1080/13543784.2018.1415325




GARADACIMAB — Estudio VANGUARD

Screening period Run-in period Double-blind, placebo-controlled Follow-up
up to 1 month 1-2 months treatment period 6 months period 2 months
) 4 >¢ 2
Randomised 3:2
n=39 n=57
400 mg ANDEMBRY"™ (s.c.) loading dose
T To confirm baseline on day 1 of the treatment period, followed
years @' 89€ 5 attack rate >2 attack by five additional self-administered

Type I/ll HAE ' during run-in period (or caregiver-administered) monthly

doses of 200 mg (n=39)*

Volume-matched placebo (s.c.) (n=25)"
n=22' n=4

All patients could use 0D treatment to manage HAE attacks throughout the study period

N
v

Craig TJ, Reshef A, Li HH, et al. Efficacy and safety of garadacimab, a factor Xlla inhibitor for hereditary angioedema prevention (VANGUARD): a
global, multicentre, randomised, double-blind, placebo-controlled, phase 3 trial. Lancet. 2023;401(10382):1079-1090.



GARADACIMAB MEAN NUMBER OF HAE ATTACKS PER MONTH'?
Estudio VANGUARD 25

2.0

= 2.01 AT
S (95% CI: SECONDARY
= 1.44-2.57) ENDPOINT:
87%
o 0
g reduction vS.
< 10 placebo
t . (95% CL 96%-58%;
= 0.27 T
(%) . . .
g 05 (95% CI: \L-——-———Ja

: 0.05-0.49)

: =

MEAN ATTACK RATE'

M PLACEBO (n-25) I ANDEMBRY®(n=39)

Craig TJ, Reshef A, Li HH, et al. Efficacy and safety of garadacimab, a factor Xlla inhibitor for hereditary angioedema prevention (VANGUARD): a
global, multicentre, randomised, double-blind, placebo-controlled, phase 3 trial. Lancet. 2023;401(10382):1079-1090.



% OF PATIENTS ATTACK-FREE" FROM DAY 1

GARADACIMAB THROUGH TO DAY 91"
Estudio VANGUARD o

B ANDEMBRY* (.33

B PLACEBO |n.25
70%
12%
60% (28/39)
- 50%
%
= 40%
=
=
= 30%
20%
8%
10% (2/25)
ANDEMBRY‘ Placebo

Craig TJ, Reshef A, Li HH, et al. Efficacy and safety of garadacimab, a factor Xlla inhibitor for hereditary angioedema prevention (VANGUARD): a
global, multicentre, randomised, double-blind, placebo-controlled, phase 3 trial. Lancet. 2023;401(10382):1079-1090.



GARADACIMAB — Estudio VANGUARD

SGART: Patient™

82%
(n=31/38)

of ANDEMBRY®-treated patients rated their
response to treatment as ‘good’ or ‘excellent’
at day 182 vs. 33% (n=8/24) in the placebo
group; p<0.001"

SECONDARY ENDPOINT'

Percentage of patients rating
therapy as ‘good’ or better with
SGART at day 182

* SGART: Subject’s Global Assessment of Response to Therapy

(Posibles respuestas: “pobre”, “regular”, “bueno” 6 “excelente”)

Craig TJ, Reshef A, Li HH, et al. Efficacy and safety of garadacimab, a factor Xlla inhibitor for hereditary angioedema prevention (VANGUARD): a
global, multicentre, randomised, double-blind, placebo-controlled, phase 3 trial. Lancet. 2023;401(10382):1079-1090.



GARADACIMAB — Estudio VANGUARD
Eventos Adversos

Garadacimah Placebo
200mg group group

(n=39) (n=25)
Treatment-emergent advarse events T 25 (64%) | 15 (80%)
-Eommon treatment-emergent adverse events in 25%;' e
; patients by Preferred Term | Ostaaliak ooy
Upper-respiratory tract infection . ano%) | 2(8%) 200mggrosp | group
Nasopharyngitis 3(8%) 1(4%) it L |
_Hesdache 3(8%) sls% | Lﬁmﬂmxﬁiﬁm 0 o |
e sto%) | 3nw Wk o U Wiy s g 7
Serious trestment-emergent adverse (3% )" 0 lnncboous:to SR 2 (5%) 2%}
"E:Lﬁ‘%m lrvmge RSP : s Injection-site erythema 1 gﬂf) 2 (8%}
special interest Injection-site bruising 1(3%) 0
B Severe hypersensitivity or anaphylaxis 0 0 : g_l_t.\_iocdon-sits pruritus 1(3%) 0
Thromboembolic events iSarh 0 " Other 0 T
Bleeding evants 0 0 |  Prothrombin fragment 142 increased 1(3%) 0

Craig TJ, Reshef A, Li HH, et al. Efficacy and safety of garadacimab, a factor Xlla inhibitor for hereditary angioedema prevention (VANGUARD): a
global, multicentre, randomised, double-blind, placebo-controlled, phase 3 trial. Lancet. 2023;401(10382):1079-1090.



Long-term safety and efficacy of garadacimab for preventing

hereditary angioedema attacks: Phase 3 open-label extension study
(VANGUARD OLE)

’ / Study design :‘———\ -/ Durable protection :,‘h r‘i\_ High satlsfactlonjfh.
Abbreviations: AESI, adverse event of Phase 2, n=35 SR
special interest (abnormal bleeding, Phase 3, n=57

thromboembolic, hypersensitivity, or

Newly
anaphylaxis events); enrOélgd Attack-free 5 S
. n= - “Good" or "Excellent”
. patients 0
FXIlla, activated factor XII; . response
HAE, hereditary angioedema; \_ NIECHER SEPOSING. 3. OB N I
ISR, injection-site reaction; - { Favorable long-term safety profile 9
OLE, open-label extension; Patients
g1m, once monthly;
: One discontinuation
SAE, serious adverse event; ‘ 84%’ =1 TEAE » Mostly mild ] (moderate ISR:
SC, subcutaneous; or moderate irritation)
TEAE, treatment-emergent adverse event.
. * Three SAEs; No AESI
% 10} S
13* ’ Caradacimab-elated none garadacimab related ‘ per protocol
TEAEs

\

Reshef A, Hsu C, Katelaris CH, et al. Long-term safety and efficacy of garadacimab for preventing hereditary angioedema attacks: Phase 3 open-label
extension study. Allergy. 2025;80:545-556. doi:10.1111/all.16351
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Femenina de 50 aflos — AEH severo - Lanadelumab
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Femenina de 66 afos — AEH severo - Berotralstat
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LdoUuloliCa, UISLTTDUCIOnN gCOglidliCd Yy LaldCLCTIoLiCds
clinicas de pacientes con AEH en Argentina
(2025)

- /5 CENTROS PARTICIPANTES
- 19 PROVINCIAS

- 538 pacientes

- Edad promedio: 33 anos (/5% menores de
46)
- 119 ninos (22%)

Dat en’arc%o%gdec%é:§me%n En prensa




Distribucion acorde a Tipo de AEH (A) y Severidad (B)

[A] HAE type [B] HAE severity

mCUNHnormal levels  m Quantitatve CUNH deficiency  m Functional CIINH deficiency ®Asymptomatic BMId mModerate B Severe
9% de pacientes con C1-INH NORMAL: Mutacion F Xll y DAB2IP (1)

1-D’Apolito M, Santacroce R, Vazquez DO, Cordisco G, Fantini CA, D’Andrea G, et al. DAB2IP associates with hereditary angioedema: Insights into the role of VEGF signaling in HAE pathophysiology. J Allergy Clin Immunol.
2024;154(3):698-706, doi: 10.1016/j.jaci.2024.05.017.



Uso de Profilaxis a Largo Plazo

[B] HAE severity

142 : , ;.
vs-
359; 71,66%

m Asymptomatic = Mild = Moderate = Severe

N =501 con datos
confirmados



Profilaxis a Largo Plazo (Por farmaco)
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N = 142 con datos

Los % suman mas de 100 % ya que algunos pacientes utilizan mas de una alternativa .
confirmados

farmacoldgica



CONCLUSIONES

- Aun debemos mejorar el diagnostico del AEH en nuestra region.

- De acuerdo a las guias internacionales, todos los pacientes son pasibles
de estar con PLP.

- En los que presentan una enfermedad moderada a severa, su indicacion
seria mas urgente.

- Sin embargo muy pocos estan recibiendo algun tipo de PLP, y muchas de
estas indicaciones corresponden a medicacion de segunda linea (efectos
adversos).

- Contamos con medicacion de vanguardia y opciones terapéuticas para
una optima decision compartida con cada paciente.

- Si bien se observan barreras en el acceso a la medicacion
(especialmente para PLP), es nuestro deber como médicos tratantes
ayudar a los pacientes a superarlas.

- No podemos curar el AEH, pero podemos normalizar la vida de nuestros
pacientes (objetivo a largo plazo) y brindarles confort e independencia.



TIME LINE EN LA VIDA DE ROCIO (AEH moderado)

FUTURO > Con PLP

N Sin PLP
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