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Progression of Atrial Fibrillation after Cryoablation or Drug Therapy

« Fibrilacion auricular es un trastorno cronico y
progresivo

o gty o « La progresion de fibrilacion auricular
paroxistica (episodios de fibrilacion auricular
que duran <7 dias continuos) a fibrilacion
auricular persistente (episodios de fibrilacion
auricular gue duran =7 dias continuos) ocurre
oo of s Al achpuriyhne en el 8% al 15% de los pacientes durante los 12
meses de seguimiento

* El objetivo principal del andlisis de seguimiento
actual fue evaluar el efecto del control del
Pecersge o T i Aril Pl ritmo inicial sobre la progresion a la fibrilacion
auricular persistente segun lo evaluado por un
monitor de ritmo continuo implantable.
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. S METODO. ensayo aleatorizado (ensayo EARLY-AF), abierto,

Progression of Atrial Fibrillation after Cryoablation or Drug Therapy multicéntrico. 18 centros de Canadd

PARTICIPANTES:
* Mayores de 18 anos
« Fibrilacion auricular paroxistica sinfomdtica
« Al menos un episodio de fibrilacion auricular documentado
electrocardiograficamente dentro de los 24 meses anteriores a la
aleatorizacion.
» Exclusion:
antecedentes de uso diario de un farmaco antiarritmico de clase | o
clase Il a dosis terapéuticas.
maciaic ol A it » Todos los pacientes dieron su consentimiento informado por escrito

Farut Peruvient fdnal Fédlaton [ peode

PROCEDIMIENTO

* Insercién de un monitor cardiaco implantable (Reveal LINQ, Medtronic).

« Determinar el tiempo de aparicion de la arritmia y cuantificar el
porcentaje de tiempo en fibrilacion.

« Se implantd en las primeras 24 horas tras inicio de la terapia con
anfiarritmicos o del procedimiento de ablacion con catéter.

« Anticoagulacion oral : >65 anos o CHADS , 21

« Grupo de ablacion recibieron anficoagulacion oral durante un minimo
de 3 meses después de la ablacion, independientemente del riesgo de
accidente cerebrovascular.

Pertentagpe off Tieme in Abrial Fibrillaie
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[ weeweewee ] METODO. ensayo aleatorizado, abierto, multicéntrico, iniciado por

Progression of Atrial Fibrillation after Cryoablation or Drug Therapy el investigador, con adjudicacion cegada del criterio de valoraciéon
s S en 18 centros de Canadd

PROCEDIMIENTO

 Los pacientes fueron seguidos durante al menos 3 anos después
del inicio del tfratamiento (telefénica a los 7 dias, visitas en persona
alos 3, 6y 12 meses y luego cada 6 meses)

« Las transmisiones automaticas del monitor cardiaco implantable se
obtuvieron diariamente, y las fransmisiones manuales se obtuvieron
semanalmente.

+ A los pacientes se les permitid cambiar de estrategia tras

Bocurence of Ay il Thparhytheia evaluacion por comité:

+ Episodio de taquiarritmia auricular de 30 segundos o mds que
se produjera después del "periodo de cegamiento” (los
primeros 90 dias después del inicio del tfratamiento)

« Pacientes del grupo de farmacos antiarritmicos, la
recurrencia habia ocurrido a pesar de recibir una dosis
terapéutica de un farmaco antiarritmico (definida como >100
mg por dia de flecainida, >160 mg por dia de sotalol, >300
mg por dia de propafenona, o 800 mg por dia de
dronedarona)

« Recurrencia de suficiente gravedad clinica para justificar un
cambio en la terapia de acuerdo con la practica clinica.

Farut Peruvient fdnal Fédlaton [ peode
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[ weeweewee ] :
Progression of Atrial Fibrillation after Cryoablation or Drug Therapy METO DO ensayo aleatorizado, abierto, multicéntrico, iniciado por el

investigador, con adjudicacion cegada del criterio de valoracion en 18
centros de Canadd

PUNTOS FINALES

» CRITERIO PRINCIPAL: primera aparicion de cualquier taquiarritmia
auricular (fibrilacion auricular, aleteo auricular o taquicardia auricular)
con una duracion de 30 segundos 0 mas, entre 91 y 365 dias después
del inicio de un farmaco antiarritmico o del procedimiento de ablacidon
con catéter.

« OBJETIVO PRINCIPAL: evaluar la aparicion de fibrilacidon auricular

Bacurrance of Ay Al Tachpastithunia persistente (tfaquiarritmia auricular continua que dura = 7 dias o dura 48

' horas a 7 dias pero necesitando cardioversion)

« PUNTOS SECUNDARIOS:

Carga de arritmia ( porcentaje de tiempo en FA)

Calidad de vida (encuensta)

Utilizacién de la atencién médica: visitas a urgencias,

hospitalizaciones, cardioversion o ablacion (fuera de protocolo)y

% Eventos adversos graves
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METODO

Progression of Atrial Fibrillation after Cryoablation or Drug Therapy » Entre el 17 de enero de 2017 y el 21 de diciembre de 2018: 303
P T » Asignaron al azar
Avrial. fibeiliesion may progeess owe Hme fom 3 : : « 3 anos de seguimiento:
ot sl )jb r : 63 de grupo farmacos se sometieron a ablacién (recurrencia)
Neion whh cvcubition o o & owee fnckeoce o w’asaten et /e 27 de grupo de ablacién se sometieron a ablacién repetida
et oo o caf et g oo 2 (1 en cada grupo) murieron
eyl v e disk of progiesion o per Firnl Peruitrnt dtrial Nisrdlat | poode

s aeriah Fbeilaticn is mulsown 14 pacientes (7 en cada grupo) se retiraron del ensayo o se
perdieron durante el seguimiento
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Drenipme In 3 follow-up anabres of the multicenter
randomiped BARLY-AF Fidl volving patinsty with

303 Patients were enrolled and

parsnywnal sl fbwillation, the propontios of pa- underwent randomization

=" with proprossios b poractest 2t rial (il
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l

154 Were assigned to undergo 149 Were assigned to receive first-line
first-line catheter ablation antiarrhythmic drugs
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152 Underwent first-line 149 Received first-line
catheter ablation antiarrhythmic drugs

B Duirssg ¥ yeani of Sallow-ap, ihe incdenss At 1-yr follow-up:

of periistrnt atrial fibrillaton o recsrrmat asnald L At 1-yr follow-up: 36y|:|—055|3d ofér to catheter ablation
pacbarrbn b e was ey o the sblsion pse 18 Underwent repeat ablation 1 Withdrew

than ia i dntlarythsic drg groug
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cardiac cwents and sinolor, weer bews © ol i The
alslatimnn geeesp than in et argidrthythmis drug At 2-yr follow-up: At 2-yr follow-up:

— T 1 Died 18 Crossed over to catheter ablation
6 Underwent repeat ablation 4 Withdrew

5 Withdrew 1 Was lost to follow-up
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pehrc-groersting oaly At 3-yr follow-up: At 3-yr follow-up:

3 Underwent repeat ablation 1 Died

2 Were lost to follow-up 9 Crossed over to catheter ablation

1 1 Withdrew
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Progression of Atrial hhnllatmn aﬁer Cryoablation or Drug Therapy
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METODO

Caracteristicas homogéneas en ambos grupos

SUPPLEMENTARY TABLE S1: Baseline Patient Characteristics, Stratified by The Entire Study
Cohort at Enrollment and Those Completing 36 Months of Follow-Up*

Baseline Characteristics

Antiarrhythmic Group

Ablation Group

Entire
cohort
n=149

Completed

36 months

follow-up
n=141

Entire
cohort
n=154

Completed

36 months

follow-up
n=146

Age —yr

59.5+10.6

59.6+£10.7

57.7+12.3

58.2+¢11.2

Male sex — no. (%)

102 (68.5)

97 (68.8)

112 (72.7)

105 (71.9)

BMI— kg/m?

29.749.3

29.8+9.4

30.9+14.2

29.9+8.9

Obesity (BMI =30) — no. (%)

53 (35.6)

49 (34.8)

56 (36.6)

53 (36.3)

Median AF duration — years from first
diagnosis (IQR)

1(0, 4)

1(0, 4)

1(0, 3)

1(0, 3)

Median Symptomatic AF episodes per month
(IQR)

3(1,10)

3(1, 10)

3(1, 10)

3(1,10)

Prior cardioversion — no. (%)

63 (42.3)

59 (41.8)

56 (36.4)

54 (37.0)

Median CHA:DS;-VASc Score** — (IQR)

1(0,2)

1(0,2)

1(0,2)

1(0.,2)

Medications — no. (%)
Beta-blocker
Non-dihydropyridine calcium-channel blocker
ACE-Inhibitor
Angiotensin |l receptor blocker
Mineralocorticoid-receptor antagonist

92 (61.7)
10 (6.7)
21 (14.1)
18 (12.1)
1(0.7)

85 (60.3)
9(13)
20 (29)
18 (26)
1(1)

85 (55.2)
11(7.1)
24 (15.6)
20 (13.0)
1(0.7)

80 (54.8)
11 (15)
3 (31)

0 (27)
(1)

Oral Anticoagulation use
Warfarin
DOAC

9 (6.0)
87 (58.4)

9(7.8)
84 (59.6)

5(3.3)
98 (63.6)

5(4.3)
6 (65.8)

Concomitant Cardiovascular Conditions — no. (%)

Hypertension

55 (36.9)

53 (37.6)

57 (37.0)

54 (37.0)

Ischemic heart disease

7 (47)

6 (4.3)

12 (7.8)

12 (8.2)

Sleep Apnea

32 (21.5)

30 (21.3)

32 (20.8)

30 (20.5)

Prior stroke or transient ischemic attack

5 (3.4)

5(3.5)

4(2.6)

4(2.7)

Tobacco Use

10 (6.7)

9(6.4)

8(5.2)

8(5.5)

Stable Heart Failuret

14 (9.4)

12 (8.5)

14 (9.1)

13 (9.8)

Left atrial diameter — mm

38.146.5

38.0+6.7

39.5+5.0

39.4+4 9

Left atrial volume — mL/m*

35.4412.5

35.0£12.4

35.6+15.2

34.9+14.8

Left ventricular ejection fraction — %

59.847.6

59.8£7.7

59.6+£7.0

59.8+7.1
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COMCLUSIONS
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METODO

» La poblacion inscrita reflejo las caracteristicas demogrdaficas esperadas

de los pacientes con fibrilacion auricular paroxistica femprana

SUPPLEMENTARY TABLE S2. Representativeness of Study Participants

Category

Disease, problem, or condition under
investigation

Atrial Fibrillation (AF)

Special considerations related to:

e Sex and Gender

Male sex is associated with a 1.5 to 2-fold risk of AF, even
after adjusting for age and predisposing conditions.'®

Age

AF prevalence increases steeply with age; doubling with each
decade of age.™

Race or Ethnic Group

AF affects persons of White ethnicity disproportionately, with
non-White ethnicities having a lower likelihood of developing
AF (e.g., 0.49 for Blacks, 0.58 for Hispanics, 0.68 for Asians)
despite having more comorbidities.’®

Geography

Geographical variations in AF incidence and prevalence exist,
even after adjusting for socioeconomic status. These
differences have been observed on a global (e.g., highest
North America, lowest Africa), continental (e.g., highest
Poland, lowest Serbia), and regional level (e.qg., northern
municipalities of Zealand vs. the rest of Denmark).™

Overall representativeness of this trial

The trial was designed to evaluate the effect of initial rhythm
control treatment for patients with symptomatic treatment-
naive AF. By design, the study aimed to recruit patients who
were at an early stage of their disease. As a result, the
included patients were younger and relatively healthier (i.e.,
less comorbidities) than the overall population affected by AF.
The participants in the present trial demonstrated the expected
ratio based on self-identified sex (2:1 male:female) and were
enrolled across Canada (7 of 10 Canadian Provinces). The
enrolled population was predominantly of White ethnicity;
however, the present trial demonstrated the expected ratios
based on a combination of Canadian population demographics
and the expected age-related prevalence of AF.
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i ‘JT E i SUPPLEMENTARY TABLE S3: Antiarrhythmic Drug Dosing at Beginning and End of Follow-Up

EARLY-AF eruil ercittrarsd of ;l\..'-lll-::J.: T JI Tl

Litaan with chvoablition bed 1o o ket inodeicr of ; L Beginning of Qutcome

Final Follow-Up

returnrree of amy atrial ahpirtypthmbi in o fieae

, Assessment Period
wiar than aselariiehei: Srug (hecapy, bad whether

crpuablation u-!---_n_l?-- tisk of progremion t pet Firat Pertivten Atril Fiillation [pnode Antietythmic. | o iien daily dose Antiarrhythmic | 0 ian daily dose
abslciit atrial Fibiilkstion b wsknawn Drug DrLIg

N (%) in mg/day (IQR) N (%) in mg/day (I1QR)
Flecainide 98 200 (200, 300) 73 200 (150, 200)
IR R Propafenone 12 600 (450, 600) 6 525 (412.5, 731.3)
o iy L“ :",‘,";h ey Sotalol 19 240 (160, 320) 13 240 (160, 320)
I atvial fibeiflat Dronedarone 10 800 (800, 800) 5 800 (800, 800)
Amiodarone 10 200 (200, 200) 6 200 (200, 200)
None - 46*
Total 149 (100%) 149 (100%)

Erservertion: WA paticnts whe Bl underpong ahis
B o pediiend aariarshhmis Jrug thisipy wes i y ¥
Bollerwed Fr o brast 3 vearw an Smplantable contino- ¥ IQR denotes interquartile range.

s candizs chychm monites sas used 80 dotiet airial
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oF persietens sociel Fibuillackon; snd recarsess acria I The outcome ascertainment period began on day 91 post treatment initiation. Recurrences of atrial
tachyirrbythebs wost coliocnod 844 tachyarrhythmia during these first 90 days were not counted in the determination of the first clinical
failure for the primary end point to allow for medication optimization. During the first 90 days
antiarrhythmic-drug therapy was progressively adjusted to the maximum tolerated doses according to
standardized protocols, with the goal of complete suppression of atrial fibrillation as detected by the
T g e b FEMP AL, CLUE S _ implanted monitor. In the event of inefficacy or intolerable side effects, a change to a second or third
'.‘:?:","T.' T .' il i agent was specified during the first 90 days.
Hkan |l;.|||1-|'l\.|\-—

SLEULTE

Bl Dwcing Bbliiow-op. aderis oo, Incieiing g g bl i v * The median number of antiarrhythmic drugs employed by the 46 patients that discontinued

srdise everits and stroke, weer b ostmos & 8 antiarrhythmic drug therapy during the follow-up period was 1.5 (IQR 1.0 to 2.0, range 1.0-4.0). Of the
sliation geenp thin |n e satisrriiimic drag 46 patients, 43 discontinued following recurrence of any atrial tachyarrhythmia (inefficacy), one of which
g discontinued antiarrhythmic drugs following progression to persistent atrial tachyarrhythmia. Three
i patients discontinued antiarrhythmic drugs after prolonged periods of sinus rhythm maintenance (all of
i i : L which had no documented recurrence over the entire follow-up period). Of the 43 patients that
B, A T ; - discontinued antiarrhythmic drug therapy after arrhythmia recurrence, 32 discontinued following a
pishrvasgren mg ey percutaneous catheter ablation procedure, and one patient discontinued following open-heart surgery
8 Seeme nartersy ersased over 1o abllalon afier full CONCLUSIONS {valve replacement and a concomitant surgical MAZE procedure). The remaining 10 patients
ure of g chenpy. “ﬁm with cryoab- dfscontinued antiarrhythmic drug therapy secondary to inefficacy combined with patient preference or
a Dnly aoe ablason fechnelogy was seed “H.hm‘m m* Sldﬁ'effects.
wirial i ng 3 year of follow-np
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METODO

« La mediana de la puntuacion de CHA , DS , -VASc al inicio del estudio
fue 1 (rango infercuartilico, 0 a 2); las punfuaciones varian de 0 a 9

Progression of Atrial Fibrillation after Cryoablation or Drug Therapy
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Aaria] Mibeillezion sy peogecas over Hime Erom 4 . ¥ i o o o 7 . . .
pascuyatal w a peristrat form becaune of lct )j"ﬂ E-,'a : Todos los pacientes con indicacion de tratamiento preventivo del ictus
EARLY-AF eruil, ercitrrarsd of pusyusial srial Db Ll | L | |

EARLYA v, et recibieron anticoagulacién oral (65,7% de los pacientes al inicio y 67,7%
de los del seguimiento final)

RIVEC
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SUPPLEMENTARY TABLE S4: Antithrombotic Therapy During the Study Period

Beginning of
Baseline outcome assessment | Final follow-up

Warfarin — no. 14 14
Direct non-vitamin K oral anticoagulant — no.
o T =trial fihnlls ] 3 s  Apixaban 65 69
mpared with that afier r + Dabigatran 15 16
* Edoxaban 4 4
= Rivaroxaban 101 102
Total 199 (65.7%) 254+ (83.8%) 205 (67.7%)

. For the antiarrhythmic group, the decision to initiate oral anticoagulation was based the Canadian
o candisg rhythm monises was used sa doteee airial Cardiovascular Society algorithm.'"'? For those >65 years of age, or with a CHADS score of 1 or more,
Fibmillatios vt [uta prguedisg the fing opisode OAC with oral vitamin K antagonists (target INR between 2-3), low molecular weight heparin, or direct-
of prrsistont atvial fitwillston and oot atmial i acting non-VKA oral anticoagulant medications (DOACs) was strongly recommended. In patients <65
tachyarrythmly wony (dieoned ' T years of age and with a CHADST score of 0, aspirin alone or no specific antithrombotic therapy may be
considered at treating physician discretion.

- For the ablation group, pre-procedure oral anticoagulation with oral vitamin K antagonists (target INR
. between 2-3), low molecular weight heparin, or direct-acting non-VKA oral anticoagulant medications
! (DOACSs) was administered for at least one month prior to ablation (and/or the exclusion of a LA

thrombus by a transesophageal echocardiogram within 48 hours of ablation). Intra-procedural
anticoagulation was given as intravenous boluses and/or infusion of heparin, targeting an activated
clotting time (ACT) of > 300 seconds. Post-procedure oral anticoagulation was re-administered within 4-

Pertentage of Tire in Alrial Fibrillatos & hours of the procedure. Oral anticoagulation was continued for a minimum of 3 months post-ablation
as catheter ablation damages the LA endothelium, creating a transient prothrombotic state, which may
occur even in patients considered to have a low risk of stroke/systemic embolism by traditional risk
schema. The decision to continue oral anticoagulation following the 3-month peri-procedural
anticoagulation period was based the CCS algorithm.'*'" Of note, AF ablation was not considered as
an alternative to OAC.
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Discontinuation of oral anticoagulation during the study period was strongly discouraged (except for
patients <65 years of age and with a CHADS score of 0, in whom aspirin alone may be considered at
treating physician discretion).
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ot hrcn-grrwerai g oely * The outcome ascertainment period began on day 91 post treatment initiation.

St """":; croased ovee 10 ablalen afer fud ] ; = t Includes patients receiving peri-procedural oral anticoagulation therapy.
ure of A cherapy.
B O i R R nah et ' S : : " PR 1T The CHADS: score is a clinical estimation of the risk of stroke in patients with atrial fibrillation, where
R L A e e Jugam ek o o 3 i congestive heart failure, hypertension, age =75, and diabetes are given 1 point and history of stroke or
transient ischemic attack are given 2 points.
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Pertentagpe off Tieme in Abrial Fibrillaie

RESULTADOS

FIBRILACION AURICULAR PERSISTENTE - RECURRENCIA

Tabla 1. Puntos Finales Principales de Interés. *

punto final

Progresién a fibrilacién auricular persistente desde 91 dfas después del inicio del
tratamiento hasta el seguimiento final

Recurrencia de cualquier taquiarritmia auricular
De 91 dfas a 12 meses después del inicio del tratamiento f

De 91 dfas a 36 meses después del inicio del tratamiento

Grupo de ablacién
(N=154)

309)

66 (42,9
87 (56,5)

Grupo de firmacos antiarrftmicos
(N=149)

ntimero (porcentaje)

1 (74)

101 (678)
115 (77.2)

Cociente de riesgos
instantdneos
(IC del 95 %)

0,25 (0,09-0,70)

0,48 (0,35-0,66)
0,51 (0,38-0,67)

Los datos observados se muestran en las columnas del grupo de prueba. La razén de riesgo es una estimacion del efecto basada en un modelo y se calculd con un andlisis
de regresion de Cox. Debido a que el plan de andlisis estadfstico no incluy6 una disposicién para corregir la multiplicidad al realizar pruebas para resultados secundarios u
otros, los resultados se informan como estimaciones puntuales e intervalos de confianza del 95 %. Los anchos de los intervalos de confianza no se han ajustado por

multiplicidad, por lo que los intervalos no deben usarse para inferir efectos de tratamiento definitivos para resultados secundarios.

T Los datos fueron informados previamente por Andrade et al. ™




RESULTADOS

Progression of Atrial Fibrillation after Cryoablation or Drug Therapy

CARGA DE LA ARRITIMIA

SUPPLEMENTARY FIGURE S2. Atrial Fibrillation Burden in the Ablation and Antiarrhythmic
Drug Groups
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Antiarrhythmic Drug Therapy Ablation

Pereniage of Tiema in Abrial Fibrillatios Shown are box-and-whisker plot of atrial fibrillation burden expressed as the percent time in atrial
Sakety= Ducing follow-up, sdveric ovestd, Ssclalding fibrillation (y axis). The inset demonstrates the whisker plots expressed on a y axis of 0.0% to 2.0%.
rdisr rernts and wroler, weee e« The top T bar represents the 95™ percentile, the top of the shaded box represents the 75" percentile,
the middle line within the shaded box represents the 50™ percentile, and the bottom of the shaded box
represents the 25™ percentile. The bottom whisker is meant to represent the 5™ percentile. The circles
beyond the upper whisker are data points for individual patients and are the outliers (beyond the 95"
percentile).
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i CONCLUSION

Progression of Atrial Fibrillation after Cryoablation or Drug Therapy « La ablacion con catéter se asocid
s D ' a  Menor incidencia de fibrilacion auricular persistente
O Menor carga de arritmia

Fisiopatologia de la fibrilacién auricular

Farut Peruvient fdnal Fédlaton [ peode

Remodelado contractil
L 0 1 e

Becurrerce of by Mirial Tackpasrhytheia

+ La ablacidon con catéter se asocia con una reversion sustancial de la

F follem-ap, the inc - remodelacion estructural

« Laintervencion temprana en la historia natural de la fibrilacion

Paveatings of Tious i Abrial Fikeiticns auricular puede afectar la progresion de la enfermedad.

» El seguimiento a largo plazo del ensayo EARLY-AF se basa en estas
observaciones al mostrar que la ablacion inicial con catéter fue

potencialmente modificadora de la enfermedad

« Ningun ensayo prospectivo o aleatorizado respalda la interrupcion de
la anticoagulacion después de la ablacion, por lo que la ablacion con
catéter no se considera una alternativa a la terapia de
anficoagulacion oral en pacientes con riesgo elevado de accidente

cerebrovascular
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LIMITACIONES

T

Progression of Atrial Fibrillation after Cryoablation or Drug Therapy

« Varios pacientes pasaron de la terapia con medicamentos antiarritmicos a
la ablacion con catéter después del fracaso de la terapia médica para
conftrolar los sinftomas relacionados con la arritmia, aunque es posible que
los pacientes no hayan recibido fratamiento suficiente

Farut Peruvient fdnal Fédlaton [ peode

 Los resultados cardiovasculares solo pueden ser generadores de hipotesis

« Debido a que el ensayo se realizd con una sola fecnologia de ablacion, es

posible que los resultados observados no se puedan generalizar a otras
fuentes de energia de ablacion

Becurrerce of by Mirial Tackpasrhytheia
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Sotorasib in KRAS p.G12C-Mutated Advanced Pancreatic Cancer

Efficsry of Satorasib Therapy during Phise 1

Treatmes? - Relilad Adverse Evenld

CONCLUSIONS

In previowsly treated patients with KRAS p.G | Ho-mustabed,
metastatic pancreatic cancer, daily reaiment with sotorasib
fue am accepeable side-cffect profile and showed clinically
mesningful efficacy, with approximately ane ffth af
patients havimg an ohiective respose.
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REM SUMMAS . En 2020, el cancer de pancreas representd 495 773 nuevos casos de cancer
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Sotorasib in KRAS p.G12C~Mutated Advanced Pancreatic Cancer

Limlcs: Full Article | NEIM Ouick Take

Effiescy of Satarasib Therapy during Phase 1-2 Trial

Beit Change in Tumar Rurden
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Treatmes-Related Adverie Evenls

CONCLUSIONS

I previowsly treabed patients with KRAS p.G 1 XC-mustated,

metastatic pancreatic cancer, daily reatment with sotorasib
hud a0 accepable side-effect profile and showed clinically
mezningful efficacy, with spproainuiely one Gfth of
patients havimg an ohiecive rraponse.

Las mutaciones en el gen homaologo del oncogén viral del
sarcoma de rata Kirsten ( KRAS ) se encuentran en
aproximadamente el 20 % de los adenocarcinomas ductales
pancreaticos, que es el tipo histologico mads prevalente de cdncer
de pdncreas

KRAS p.G12C mutacion ocurre en aproximadamente 1 a 2% de los
pacientes

SOTORASIB €5 una pequena molécula que inhibe
especifica e irreversiblemente KRAS pG12C

RTK
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Sotorasib in KRAS p.G12C-Mutated Advanced Pancreatic Cancer METODO

Sy el Vg g Wi -2 Tl Ensayo de fase 1-2, infernacional, abierto

Evaluar la seguridad y la eficacia del tratamiento con sotorasib en pacientes
con cancer de pdncreas con mutacion KRAS p.G12C que habian recibido al
menos una terapia sistémica previa.

El OBJETIVO PRINCIPAL FASE 1 fue evaluar la seguridad e identificar la dosis
recomendada para la fase 2

Beit Change in Tumar Rurden

. . En la fase 2, los pacientes recibieron sotorasib en una dosis de 960 mg por via
v oral una vez al dia.

L1 | ‘

PUNTO FINAL PRIMARIO FASE 2 respuesta objetiva confirmada (definida como
una respuesta completa o parcial)

Los puntos finales de eficacia se evaluaron en la poblacidon agrupada de
ambas fases e incluyeron la respuesta objetiva, la duracion de la respuesta, el
tiempo hasta la respuesta objetiva, el control de la enfermedad (definido
como una respuesta objetiva o enfermedad estable), la supervivencia sin
progresion y la supervivencia general.

Treatmes-Related Adverie Evenls

COMNCLUSIONS N o .
I previoushy mested paiients with KIAS pu.G 12C-sistaned, Tambiéen se evalud la seguridad
metastatic pancreatic cancer, daily reatment with sotorasib

wi s an acceptabbe side-effect profile and showed chinically

o meaningful efficacy, with approxinaiely ane ffth of
patients havimg an ohiecive rraponse.
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Sotorasib in KRAS p.G12C~Mutated Advanced Pancreatic Cancer

Effiescy of Satarasib Therapy during Phase 1-2 Trial

Beit Change in Tumar Rurden
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Treatmes-Related Adverie Evenls

COMNCLUSIONS

I previowsly treabed patients with KRAS p.G 1 XC-mustated,
metastatic pancreatic cancer, daily reatment with sotorasib
hud a0 accepable side-effect profile and showed clinically
meaningful efficacy, with approxinaiely ane ffth of
patients havimg an ohiecive rraponse.
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METODO

Desde el 3 de julio de 2019 hasta el 25 de enero de 2021, los investigadores de
25 centros en siete paises reclutaron un total de 38 pacientes con cdncer de
pdncreas con mutacion KRAS p.G12C previamente tratados

Se inscribieron 12 pacientes en la fase 1y 26 pacientes en la fase 2

Los 38 pacientes recibieron sotorasib oral a una dosis de 960 mg al dia y se
incluyeron en el andlisis

La mediana de duracion del fratamiento fue de 18 semanas (rango, 1 a 48)
« 25 pacientes (66%) recibieron tratamiento durante 3 meses o mas
« 8 (21%) recibieron tratamiento durante 6 meses o mads
« 2 pacientes (5 %) continuaron recibiendo fratamiento después de la
progresion de la enfermedad segun la evaluacion del investigador de
gue habria un beneficio clinico continuado

Fecha de corte de los datos (1 de noviembre de 2021), 36 pacientes (95 %)
habian interrumpido el fratamiento, siendo la progresion de la enfermedad el
motivo mas frecuente

« 26 (72 %) fallecieron o se retiraron del ensayo y no recibieron terapia
confra el cancer posterior.

« La mayoria de los 10 pacientes restantes fueron tratados con
quimioterapia
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CARACTERISTICAS PACIENTES

[ Tahble 1. Characteristics of the Patients at Bascline.”

Characleristic
Sex— no. ()
Male
Female
hedian age [range) — yr

ECOG performance-status score — no., (%) 1

Disease stage at initial diagnosis — no. (%)

Stage IV disease at screening — no. {5)
Histopathological subtype — no. (3]
Adenocarcinoma
Other ar unknown
Mo. of sites of metastatic disease — no, (%)
1
2
=3

Site of metastases — no. [3)

Phase 1
(M=12)

9 [75]
125
62,5 (45-75)

1(8)
7 (58
433

2(17)
4033
1(8)

5 (42}
12 (100)

11 (02)
1(8)

Phase 2
(N =28)

20477
6(23)
E7 (53-81)

11 {42)
15 (58)

o

1 {4)
72n
208
16 {62
26 {100}

26 {100}

(1]

13 {50)
10 {38)
{12}

Combined
Phase 1-2
(N =38)

29 (76)
9 (24)
£5.5 (45-81)

12 (37)
232 (58)
4011

1(8)
11 (29)
1(8)
21 (55)
3% (100)

17 (97)

13

17 (45)
15 (39)

(]

Caracteristicas iniciales de los
pacientes inscritos en la fase 1
y la fase 2 fueron similares
Mayoria de los pacientes eran
homiores

55 % tenian enfermedad en
estadio IV en el momento del
diagndstico inicial

Todos los pacientes tenian
enfermedad metastdsica en
el momento de la inscripcion
Habian recibido una mediana

|-\.'l.'l|!|F||.":: O Pral MEspaosesl Liver 22 {85) 31 (82)
Lung 11 {42) 16 (42)
Brain 1 f4) 13}
Bone 1 {4} 4 (1)

de 2 lineas (rango, 1 a 8) de
terapia previomente
Mutaciones comunes al inicio

v TP53 (en el 75 % de los

pacientes)

v CDKN2A (en el 18 %)

v BRCA2 (en el 18 %)

v SMAD4 (en 11 %)

SEFULTE
Efficacy: More than X6 of the paticnts hasl an alges
vt responss; among the patienis wha had a response
thi midien e oo sEponss was 1.5 moaghs, gnd the B{23) & (21)
maedian duration of response was 5.7 months F 10 {38) 13 (34)
A 7N 24)
Safiety: More than 40% of the patients had trestment- Treatmes-Related Adverie Evenls 727) S424)

pedated adverse cvents of ooy grade, Several patlems had =0 Lo Iy Bz1)
Median lines of previous anticancer theragy (range} — no, 2(1-8] 2(1-8)

Previous lines of anticancer therapy — nio. (36)

ereatnsenl-relibed adveres dvenls of geade 3 of hagher:
Typr of previous anticancer therapy — no. (3]

Chemaotherapy 26 (100 33 j100)
Flusrogyrimidine 23 {88 34 (89
Irinatecan 72 (BS) 31 (87)
Cnealiplatin er cisplatin 21 {81 32 (B4)
Germcitabina 21 {81} 28 (74)

of these, dizmhes nd farigue were most common. No

WITATICHT AND BTELINING QUILTITIAS

u Larger studies are needed 1o clanify the prognosic
efleet al KRAS pulil 2C et I abieis wih
pa mCTEatic Camoer

18 {68) 25 (66
coms‘“]“s Lipesomal irinotecan 1y 5(13)
In previousky treated patients with KRAS p.G 1 20-mustated, Erletinib 1(8) a 1)
metastatic pancreatic cancer, daily reatment with sotorasib Select regimens

lusd an accepiable side-effect profile and showed clinically FOLFIRINGX 11(92) 18 (68) 29 (76)
mezningful efficacy, with spproainuiely one Gfth of
patients havimg an ohiecive rraponse.

u The efficacy and safery of socceasih in combiration
with sthet anicisser theraps ane amknown dnd

curremtly amder shady. = ! ¥
Gerncitabine+ nab-pachtanel 7(58) 18 {65) 25 (B)

Fluerouracil + lposamal irinotecan (17 (1) 513

Limdcs; Full Ariicle | NEIM Quick Take * Parcentages may not total 100 beczuse of rounding. FOLFIRINGX denates flusrouraci|, leucoverin, irinotecan, and ax-
aliplatin, and nab-paditaxel nanoparticle albumin-bound paclitaxel.

T East Cooperative Oncology Group (ECOG) performance-status scores range from 0 to 5, with higher scores indicat-
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SEFULTE
Efficacy: More than 2% of the paticnts hasl an abges-
v reiponse; among the patienis whe had a response
ché madien clme oo ECEpOnES Wil LS moaghs, knd the
maedian duration of response was 5.7 months

Safiety: More than 40% of the patients had trestment-

pelaned adverse & s ol amvy grade, Several pa % had

ereatnsenl-relibed adveres dvenls of geade 3 of hagher:
of these, diarea and farigue were most common. No
rreament-felated adverse events were Linsl oF led 1o

Encafneent d iscontmnation
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u The efficacy and safery of socceasih in combiration
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Treatmes-Related Adverie Evenls

COMNCLUSIONS

I previowsly treabed patients with KRAS p.G 1 XC-mustated,
metastatic pancreatic cancer, daily reatment with sotorasib
lusd an accepiable side-effect profile and showed clinically
mezningful efficacy, with spproainuiely one Gfth of
patients havimg an ohiecive rraponse.

EFICACIA

Table 2. Efficacy of Sotorasib Therapy.*

Combined
Phase 1-2
Variable (N=38)
Best overall response — no. (36)
Confirmed complete response (o] (o] 0
Confirmed partial response 3 (25) 5(19) 8 (21)
Stable disease 6 (50) 18 (69) 24 (63)
Progressive disease Z(17) 3(12) 5 (13)
Could not be evaluated o] 0 0
Mot assessed 1 (8) (] 1(3)
Percentage of patients with objective response (95% Cl) — %6 25 (6-57) 19 (7-39) 21 (10-37)
Percentage of patients with disease control (95% Cl) — %263 75 (43-95) 89 (70-98) 84 (69-94)
Median time to objective response (range) mof 1.4 (1.3-1.5) 2.8 (1.3-5.6) 1.5 (1.3-5.6)
Median duration of response (95% Cl) — mof{1 — — 5.7 (1.6—-NE)

* An objective response was defined as a complete or partial response. NE denotes could not be evaluated.

1 The best overall response was determined by blinded independent central review.

i Disease control was defined as an objective response or stable disease.

§ The median time to objective response and the median duration of response were calculated for the patients who had
a confirmed objective response.

9 The median duration of response (Kaplan—Meier estimates) is not provided for individual phases because of the small
number of patients.

+ 8 pacientes (21 %) tuvieron una respuesta parcial confirmada
» mediana del tiempo hasta la respuesta fue de 1,5 meses (rango, 1,3 a 5,6), y la
duracién de la respuesta fue de 5,7 meses
« Ningun paciente tfuvo una respuesta completa

A Reaporses and Durstion of Trestment
Beat Dbpectee Responie
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Sotoracib in KRAS p.G12C-Mutated Advanced Pancreatic Cancer Se observé reduccion tumoral de lesiones diana de cualquier

magnitud en 30 pacientes (79%)
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COMNCLUSIONS

I previowsly treabed patients with KRAS p.G 1 XC-mustated,
metastatic pancreatic cancer, daily reatment with sotorasib
hud a0 accepable side-effect profile and showed clinically
meaningful efficacy, with approxinaiely ane ffth of
patients havimg an ohiecive rraponse.

currrthy

Limlcs: Full Article | NEIM Ouick Take




EFICACIA

Sotorasib in KRAS p.G12C~Mutated Advanced Pancreatic Cancer . . Teje O
wickierJH et al, DO 10.1056/NTMos220b4? La mediana de supervivencia libre de progresion fue de 4 meses (IC

del 95 %, 2,8 a 5,4)

LIMICAL e Effiescy of Satarasib Therapy during Phase 1-2 Trial
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Dl A phsse 1-2, maereivonsl, epen-libel rrasl ss-
wrssnd the cfficacy and safety of soborasib in provisssh
trested adults with pancrestic camcer with KRAS pG12C
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Intervemtions 18 patients with KRAS paG12C-mutated,

=R e camore who had peoeived e

i therage rocoived 90 mg of sodorasth orally
.III.II. .
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de 5,00 9,1)

D Ervrrall Survival

HEFULTE

Bt UL |11 | | ‘ l La mediana de supervivencia general fue de 6,9 meses (IC del 95 %,

Efficacy: More than X6 of the paticnts hasl an alges
e respon mang the paticnis wha had a respanae
ché madien clese oo § Pl Wil LS moaghs, knd the
maedian duration of response was 5.7 months
'uﬁ-[:r__lan_' than 40 of the pacienss had trestmeni- Treatmest-Relilad Adverie Evenls y 4 Bgtligm cree? bl 4utvin
pelaned adverse cvemms of any grade. Several p had 4 - 6.9 ma (W% CL 3.0-9.1)
ereatnsenl-relibed adveres dvenls of geade 3 of hagher:

of these, dizmhes nd farigue were most common. No

WITATICHT AND BTELINING QUILTITIAS
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Table 3. Adverse Events.*

Adverse Event

Any adverse event
Grade =2
Grade 23
Grade =4

Serious adverse event

Adverse event leading to dose reduction or
interruption of therapy

Adverse event leading to discontinuation of
therapy

Adverse Events Reported during Treatment

Combined
Phase 1 Phase 2 Phase 1-2
(N=12) (N=26) (N=38)

number of paflen

12 (100) 100} 38 (100)
12 (100) ) 35 (92)
9 (75) ) 24 (63)
7 (58) ) 14 (37)
9 (75) 24 (63)
5 (42) 14 (37)

1(8) 2 (5)

Treatment-Related Adverse Events

Combined
Phase 1 Phase 2 Phase 1-2
(N=12) (N =26) (N=38)

(percent)
5 (42) 11 (42) 16 (42)
3 (25 9 (35) 12 (32)
6 (23) 6 (16)
0 0
3 (12) 3 (8)
5(19) 5(13)

0

ol vl 3 CET

m.-.:.pl..-c:: or partiall respos

Fatal adverse event 7 (58) 7(27) 14 (37) 0 0

* Shown are adverse events that occurred during treatment and those that occurred within 30 days after the last dose of sotorasib or the end
of the trial, whichever occurred earlier. Relatedness to treatment determined by the investigators. Adverse evenfilere graded according
dverse Events, version 5.0.

B LU 11 | ‘

SEFULTE to the National Cancer Institute Common Terminology Criteria
Efficacy: More than X6 of the paticnts hasl an alges

tive reiponst: among the paticms who had a response
ehe midl B 00 MEpOnss was 15 moashs, gnd the
maedian duration of response was 5.7 months

'uﬁ-[:r More than 40 of the pacienss hasd trestment- Treaimest-Relinad Adverse Events
pelaned adverse cvents of 1oy grade, zral patlcm ‘|
ereatnsenl-relibed adveres dvenls of geade 3 of hagher:
of these, diznhes 2 EIRUE WETe MO CHIMON. Mo
- d adverse evems wene sl of kd 1o
ticatnaent d iscamtimition

Diarrea

Dolor abdominal
Nauseas
\Zelaglife

Fiebre

Diarrea
ejjlefe!
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u Larger studies are needed 1o clanify the prognosic
efleet al KRAS pulil 2C et I abieis wih
pa mCTEatic Camoer

COMNCLUSIONS

I previowsly treabed patients with KRAS p.G 1 XC-mustated,
metastatic pancreatic cancer, daily reatment with sotorasib
hud a0 accepable side-effect profile and showed clinically
mezningful efficacy, with spproainuiely one Gfth of
patients havimg an ohiecive rraponse.

w The efficacy and safery of socomsih in combiration
with sthet anicisser theraps ane amknown dnd
cirrrtly under shudy,
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COMNCLUSIONS

I previowsly treabed patients with KRAS p.G 1 XC-mustated,

metastatic pancreatic cancer, daily reatment with sotorasib
ik hud a0 accepable side-effect profile and showed clinically
o meaningful efficacy, with approxinaiely ane ffth of

patients havimg an ohiecive rraponse.

Limlcs: Full Article | NEIM Ouick Take

DISCUSION

KRAS es la isoforma mutada con
mayor frecuencia en el cdncer de
pdncreas

Sotorasib se une de forma
irreversible y selectiva a este
bolsillo, que estd presente en el

) ( [ mutante KRAS G12C, y lo bloquea
mactve _ ¥ en el estado inactivo unido a GDP,

. /+ * ek inhibiendo asi la sefalizacidon

Cell growth and

prolferation  +— 3¢ MONONOK |~ protein synthesis oncogénica

En este ensayo, la terapia con sotorasib tuvo una eficacia
clinicamente significativa y un perfil de seguridad aceptable en
pacientes con KRASCdncer de pdncreas metastdsico con mutacion
p.G12C.

Los resultados de este ensayo son prometedores en el contexto de los
resultados observados con regimenes aprobados de fratamiento de
segunda linea para el cancer de pdncreas avanzado

Sotorasib se asociod principalmente con efectos toxicos de bajo grado
La diarrea y la fatiga fueron los eventos adversos relacionados con el
tratamiento que ocurrieron con mayor frecuencia
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COMNCLUSIONS

I previowsly treabed patients with KRAS p.G 1 XC-mustated,
metastatic pancreatic cancer, daily reatment with sotorasib
hud a0 accepable side-effect profile and showed clinically
meaningful efficacy, with approxinaiely ane ffth of
patients havimg an ohiecive rraponse.

LIMITACIONES

* Aunqgue estos datos son alentadores, se necesitan andlisis adicionales

en pacientes con cdncer de pdncreas mutado en KRAS p.G12C para
evaluar la eficacia de estas combinaciones

« Se necesitan estudios con cohortes mds grandes para aclarar el efecto

prondstico de la mutacion KRAS p.G12C en pacientes con cdncer de
pdncreas.






MOTIVO INGRESO: Varon 76 anos que ingresa por disnea

ANTECEDENTES PERSONALES

NAMC. Institucionalizado

Enolismo cronico (60 gr/dia)

HTA

Dislipemia

Cardiopatia mixta: hipertensiva y dilatada con Fe 25%. NYHA V.
Hepatopatia cronica

Anemia multifatorial

SASH en tratamiento con CPAP

Carcinoma epidermoide de origen desconocido con masa
laterocervical derecha + metdstasis pulmonares: RT paliativa

ENFERMEDAD ACTUAL: presenta 5 dias de evolucion de aumento de
disnea habitual con edemas en EEll. No clinica infecciosa.

APROX-DX:- INSUFICIENCIA CARDIACA CONGESTIVA en paciente
con cardiopatia dilatada e hipertensiva y disfuncion severa de FEVI.

EVOLUCION: evolucién térpida a pesar de tratamiento siendo éxitus
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« MuUltiples depositos de tejido adiposo (no encapsulados),
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Resumen La enfermedad de Madelung o lipomatosis simétrica miltiple es una enfermedad
rara caracterizada por la presencia de masas de tejido adiposo, distribuidas de forma simétrica
en cuello, nuca, tronco, hombros y parte proximal de los miembros. Afecta fundamentalmente
a hombres entre los 30 y 60 afos con historia de etilismo cronico, siendo la reseccion quirirgica
el (nico tratamiento efectivo.

© 2011 Elsevier Espana, 5.L. y SEMERGEN. Todos los derechos reservados.

Madelung's disease

Abstract Madelung’s disease or Benign Symmetric Lipematosis is a rare disease characterised
by masses of adipose tissue spread symmetrically along the neck, trunk, shoulders and upper
arms. It affects men from 30 to 60 years old with a previous history of alcoholism. Surgery is
the only effective treatment.

© 2011 Elsevier Espana, 5.L. and SEMERGEN. All rights reserved.

tronco y la parte proximal de los miembros

« Respetando cara, antebrazos, piernas, manos y pies.
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en cuello, nuca, tronco, hombros y parte proximal de los miembros. Afecta fundamentalmente
a hombres entre los 30 y 60 afos con historia de etilismo cronico, siendo la reseccion quirirgica
el (nico tratamiento efectivo.
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Madelung's disease

Abstract Madelung’s disease or Benign Symmetric Lipematosis is a rare disease characterised
by masses of adipose tissue spread symmetrically along the neck, trunk, shoulders and upper
arms. It affects men from 30 to 60 years old with a previous history of alcoholism. Surgery is
the only effective treatment.
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Resumen La enfermedad de Madelung o lipomatosis simétrica miltiple es una enfermedad
rara caracterizada por la presencia de masas de tejido adiposo, distribuidas de forma simétrica
en cuello, nuca, tronco, hombros y parte proximal de los miembros. Afecta fundamentalmente
a hombres entre los 30 y 60 afos con historia de etilismo cronico, siendo la reseccion quirirgica
el (nico tratamiento efectivo.
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Madelung's disease

Abstract Madelung’s disease or Benign Symmetric Lipematosis is a rare disease characterised
by masses of adipose tissue spread symmetrically along the neck, trunk, shoulders and upper
arms. It affects men from 30 to 60 years old with a previous history of alcoholism. Surgery is
the only effective treatment.
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