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» (Existen diferencias en el abordaje propuesto para el manejo
de los Efectos Adversos inmunorelacionados (EAir)?

» ¢Disponemos de alternativas para el tratamiento de los EAir
cuando no se obtiene la respuesta deseada?

» ¢éSe puede usar inmunoterapia con anti-CTLA4 o anti-PD1 en
pacientes con enfermedad autoinmune de base?

> éPodrian otros farmacos interferir en la actividad de la
inmunoterapia contra el cancer?

» Estrategias de prevencion de EAir. ¢ Profilaxis primaria?
éBiomarcadores?
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Manejo EAir

Tabla1: Modificaciones del tratamiento recomendadas para OPDIVO u OPDIVO
en combinacion con ipilimumab
Reaccion adversa Gravedad Modificacion del tratamiento
inmunorrelacionada
Diarrea o colitis de Grado 3
- OPDIVO en monoterapia Suspender la(s) dosis hasta que los : oo 24t
P usp ©) que ‘o 1anejo de acontecimientos adversos hepaticos
" sintomas se resuelvan v el tratamiento
Colitis . . : . la causa no es inflamatoria, tratar en consecuencia y continuar el tratamiento
, con cotticosteroides, si fuese necesario, : %)
Intmunorrelacionada . dad de obtener pruebas de imagen para evaluar la obstruccién.
hava finalizado
- OPDIV O~ipilimumab Suspet}der de forma permanente el Manejo Seguimiento
tratamiento - :
Diarrea o colitis de Grado 4 Susperllder de forma permanente el Stindar tratamiants - Continuar la vigilancia de las pruebas de funcion hepética (PFH)
tratamiento smooncolbgico segim ¢l ise"g‘un e'l protocolo
Elevacion de la aspartato Suspender la(s) dosis hasta que los tocolo « Tratar como Grado 2 6 3/4
aminotransferasa (AST), alanina valores de laboratorio disminuyan hasta
. aminotransferasa (ALT) de Grado 20 el valor basal y el fratamiento con Sivuelve a Ia situacion basal:
e . ‘ ‘ } e R R T T # AR
Hepatitis bilirrubina total corticosteroides, si fuese necesario, haya ! : : Vighanclahak - et
. . : R trasar el tratamiento inmunooncoldgico segun el protocolo
inmunorrelacionada TRV V) o : : p : :
wunooncolégico segan el Si las elevaciones persisten > 5-7 dias 0 empeoran :
. . tocolo + 0,5-1 mg/kg/dia de metilprednisolona o equivalente oral y
Elevacionde AST, ALT de Grado3 64  Suspender de forma permanente el mentar la frecuencia de cuando las PFH vuelvan a grado 1 o la situacién basal, reducir
o bilirrubina total tratamiento itorizacién a cada 3 dias progresivamente los esteroides a lo largo de, al menos, 1 mes,
valorar antibidticos profilacticos para infecciones oportunistas y
{ i 1 rearM_ar el tratamiento inmunooncolbﬁico segun el protocolo
F 1 h T 1 O d 1 ® « Discontinuar el tratamiento .
ICha Iechnica p IVO inmunooncolégico* Sivuelve a grado 2:
« Aumentar la frecuencia de *Reducir progresivamente los esteroides a lo largo de al menos
~ 17 monitorizacion a cada 1-2 dias 1 mes
_ Grado3/a - 1,0 22,0 mg/kg/dia de
AST %l‘l”!i}é?y& metilprednisolona IV o Tno mejora en >3-5 dias, empeora o rebota:
biliT. >3 x LSt equivalente IV** o - Aiiadir micofenolato mofetil 1 gramo (g ) 2 veces al dia
* Aniadir fantl'blotlcos P:tom'ac:"“ \ « Si no hay respuesta en otros 3-5 dias, valorar otros
para infecciones oportunistas : . =Giaey
- Consultar a un gastroenterdlogo inmunosupresores segun las directrices locales

Los pacientes con esteroides IV pueden cambiar a corticosteroides orales (p. €j., prednisona) a una dosis equivalente al comienzo de la reduccion progresiva o antes,
una vez qu 7 ica sostenida. tenerse en cuenta la menor Tt corticosteroides orales al cambiar a la dosis equivalente de
icosteroides por via oral.

i i ologico puede retrasarse en lugar de discontinuarse si AST/ALT < 8 x LSN vy bili total €5 x LSN.
is inicial recomendada para hepatitis de grado 4 es de 2 mg/kg/dia de metilprednisolona IV.

Investigator Brochure
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¢Existen alternativas de tratamiento de EAir?

Table 1

Additional therapy options for cases mfractory to standard steroid tha@py

Agant High-dosa pulsed hAhAF Calkzineurin inhib itors ATG Inflizimab [colitis)
corticostamids
[ha pat itis)
Suggested dosage  Methylprednisclons 19 500 mg bd Cyclosporin &: 2 mgfkg 1.5 mgfkg daily for 5 mig'kg fortnig bt b
daiky IV for 3 dosast I 1-2 dosas
Tacmolimus: titate 1o
lewvals
Advantages Rapid on=at T oalland B ocall Fotant T oall Fotant T oall - Established nole in
inhibition imactivation inactivation colitis
Wiall toleatad Can b givan IV Can be given IV - Aapid on=sat
Dizadvantages Staroid side effects Slove onset Slowey onsat Limited availability  High cost
P=ychiatric disturbances  Potential toxicity Potantial tomicity High cost Small risk of parforation
In=omnia [marrowee suppression  Aenal toxicity Fotantial toxicity Can causa lvar failuns
and diarrhea) [sapsis) andfor deranged LFT's
Fenal toxicity
Lewal of I I I I I
avids noa ™=

'High doss pulsed methylprednisolone must ba follbwed by a skw steroid taper over at bkast 1 month from a starting dose of 1-2 mgkg/day
prednisone or equivalent. Liver function test [LFT).

Dig Dis Sci (2012) 57:2233-2240
DO 10.1007/s10620-01 2-2140-5

VOLUME 289 - MUMBER 9% - MARCH 20 2011
O CASE REPORT

JOURNAL OF CLINICAL ONCOLOGY

Pathologic Changes in Ipilimumab-Related Hepatitis in Patients
with Metastatic Melanoma

‘ 'as David E. Kleiner - David Berman

Resolution of Severe Ipilimumab-Induced
Hepatitis After Antithymocyte Globulin Therapy

Resolucion EAir tras uso de
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Cheng R, Cooper A, Kench J, Watson G, Bye W, McNeil C, Shackel N. Ipilimumab-induced
toxicities and the gastroenterologist. J Gastroenterology and Hepatology 2015;30:657-66)

Q Immuno-Oncology

Chmiel JE et al. Resolution of severe ipilimumab-induced hepatitis after 2
antithymocye globulin tehrapy. J Clin Oncol 2011;29:237-40.




¢Existen alternativas de tratamiento de EAir?

Determine Severity of
Hepatitis

. v v v
m

[ A" \ (mxh&hdbmm&\ [ He patitis Cantrolied \

Mamagement follow up

doi-10.1111/jgh. 12888

7 ASTor ALY >5t0 <8x » hm‘::;,“mr » Resume iplimumab
REVIEW N N caunes hepatic injury — AST and ALY <5 x UIN,
Ipilimumab-induced toxicities and the gastroenterologist ikt » Monitor LFT's clasey and bilrubin <3 x ULN
Robert Cheng,*:' Adam Cooper,'"' James Kench,* Geoff Watson,* William Bye,* Catriona McNeil'*%2
and Nicholas Shackel*? » Billrubin>3t0 <5 xUIN

*AW. Morrow Gastroenterology and Liver Centre, *Department of Tissue Pathology and Diagnostic Oncology, *Royal Prince Alfred Hospital, J K \ J
'Chris O'Brien Lifehouse, Camperdown and *Melanoma Institute of Australia, North Sydney, New South Wales, Australia ‘

Ongoing LFT Bevation
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Cheng R, Cooper A, Kench J, Watson G, Bye W, McNeil C, Shackel N. Ipilimumab-induced toxicities and the 4
gastroenterologist. J Gastroenterology and Hepatology 2015;30:657-66)




éSe pueden tratar pacientes con enfermedades autoinmunes de base?

Bastwick et al Journal for ImmunoTherapy of Cancer (2015)3:19

o
DO 10 1186/440425-015-0064-2 ®"  Journal for

.. ImmunoTherapy of Cancer
s Pacientes con enfermedades Rapid complete response of metastatic
] luad melanoma in a patient undergoing ipilimumab
autoinmunes no evaluados en immunotherapy in the setting of active ulcerative
Ensayos Clinicos colitis
A Doran Bostwick!, April K Sdar w® and Brent A Hanks®
Cancer Immunaol Immunother (20143 63:134 -1 M6
DOT 10,1007 /0026 2-01 4-1 607 -y
o . . - - ORIGINAL ARTICLE
** Experiencia limitada,
. Successful treatment with Ipilimumab and Interleukin-2 in two
Casos p u bl ICa dos patients with metastatic melanoma and systemic autoimmune

disease

Magnus Pedersen - Rikke Andersen - Peter Nergaard -
Seren Jacobsen - Peter Thiclsen - Per thor Straten -
Inge Marie Svane

+* Dudas sobre posible

7 Kyi et al dournal for Immuno Therapy of Cancer 2014, 235 ..v‘J | f
Q hittpcd immunethera pyofeancer org/content/2/1/35 ournal Tor
exacerbacion enfermedad P eRpranc o o

e.. ImmunoTherapy of Cancer

autoinmune o aumento
EAIir

CASE REPORT Open Access

Ipilimumab in patients with melanoma and
autoimmune disease

Chrisann Kyi', Richard D Carvajal™, Jedd D Walchok™ and Michael & Postow™

% Bristol-Myers Squibb Q Immuno-Oncology



éSe pueden tratar pacientes con enfermedades autoinmunes de base?

orlginal Investigation
Ipilimumab Therapy in Patients With Advanced Melanoma .

- : . ** 27% pacientes presentaron
and Preexisting Autoimmune Disorders * Ry N P
) exacerbacion de su enfermedad
Douglas B. Johnson, MD; Ryan J. Sulllvan, MD:; Patrick A Ott, MO, PhD; Matteo 5. Carlino, MBES:

Nikhil 1. Khushalani, MO: Feld Ye, PhD; Alexander Guminskl, MO, PhD; lgor Puzanoy, MD: Donald P. Lawrence, MD: a utoi nm u n e d e ba se ( req u i ri e ro n
Table 2. Autoimmune Exacerbations and Grade 3 to 5 Immune-Related Adverse Events CO rt i CO i d e S )

Patient Baseline Autoimmune Immune-Related Outcome
No. Condition Exacerbation Treatment Adverse Event Treatment Notes
A Sarcoidosis o = Glaucoma Ocular steroids
3 RA Joint pain As for hypophysitis Hypophysitis Prednisone 1 mg/kg tapered Durable CR
over & wk; now receiving 7.5 mg * o o
- *¢ Normalmente manifest
4 RA Thyroiditis E\rreecrllilﬁre 1 mg/kg tapered 0 O r a e n e a n I e S a C I O n eS
5 Psariasis Worsening As for colitis Colitis Methylprednisolone 2 mg/kg After 1 dose a ya d
plagues tapered over 6 wk m t d t m
6 Psariasis, Graves . - Hypophysitis Prednisone 30 mg =1 wk, PR I n C re e n a a S S I n 0 a S p reVI OS
disease transition to hydrocortisone
over 5d
8 RA, polymyalgia Joint pain, Prednisone 30 ma/d After3d
rheumatica myalgias tapered over 1 mo
9 RA Joint pain Prednisone 15 mo/d After 7 mo J . M
*%* 33% pacientes EAIr grados 3-5
11 Transverse myelitis Colitis Prednisone 1 mg/kg tapered

over 8 wk

12 Crohn disease . - Colitis Methylprednisolone 1 mg/kg After 1 dose ( CO I it i S p ri n C i pa I m e nte )

tapered over 8 wk

14 Ulcerative colitis Diarrhea, disease Infliximab, - - PR
flare dexamethasone
2 mg daily?

15 Inflammatory Joint pain As for colitis Colitis Prednisone 1 mg/kg tapered

arthritis® over 4 wk, infliximab - R/ 0 .
20 Psoriasis Hypophysitis Prednisone 50 mg =1 dose, " ’0’ 50 /0 pa C I e ntes n O f/are

then 5 mg daily

23 Sarcoidosis Hypercalcemia, Prednisone 25 ma/d, Ongoing SD M e H
renal insufficiency  tapered to 20 mg after e nfe rl I I ed a d a uto I n I I I u n e n I EAI r
4 wk
24 RA Joint pain Prednisone 10 mg/d, Ongoing PR
now receiving 8 mg/d
28 Psariasis . - Presumed colitis Methylprednisolone 1 mg/kg Patient died
grade 5
Abbreviations: CR. complete response: ellipses, none; PR. partial response: © Patient developad a chronic. inflammatory-appearing arthritis during e o °
RA, rheumatoid arthritis; SD, stable disease. nivolumab therapy that improved with use of low-dose steroids and > Va I o ra r b e n efl c I 0/ rl e sgo
# Receiving dexamethascne for brain metastases; infliximab was added with hydroxychloroquine.

onset of diarrhea.

> Monitorizar

&5 Bristol-Myers Squibb Q Immuno-Oncology

Johnson DB, Sullivan RJ, Ott PA, et al. Ipilimumab therapy in patients with advanced melanoma and preexisting autoimmune disorders .
JAMA Oncol 2016 Feb:2(2):234-40




Estrategias prevencion EAir

Know the immune-toxicity spectrum
Identify dysimunity risk factors
Inform patients and their healthcare providers

YOPDIVO® ‘

(nivolumab) . - -

\ \ ‘. Resolution kinetic Baseline check-up
Tarjeta de informacion

para el paciente Relapse, recurrence On-treatment follow-up
ol 411 180d s 4ot i & v canacar antes Immunosuppression Off-treatment follow-up
st complications
Lieve esta tarjeta can usted en teds mements y
muéstresela a cualguier médico que participe en su

.. tratamiento, no sdlo al médico especialista gue se
|nf0rmac|o Io ha prescrito y siempre que acuda a un hospital, ’

(W) Ests d nto est; 3 nto adi I
contacto de & importante comuntar 10 etatos adversos qo: WM. 1.
. pudiera usted temer, Pugde comsultar la forma de |nd|ca
hacerloen el prospecto del medcamento
oncélogo
Inferma dién ssbre prevencian de riesges nzado (
awterizada per la Agenda Espaiela de

Nombre del oncélogo Lol . Baseline values =reference values
o e et onnol Symptomatic treatment S —
2. Bristol-Myers Squibb zado Patient information . _
Nimero de contacto: ; ; Discuss: Always consider dysimmune toxicities
Nivolumab o nivolumaben cor )
tienen que tratarse inmediata -Immunotherapy suspension?
( Contacte inmediatamente con su -Referto organ SDeCIaIISt?
Mi nombre: . Pmblemgjs éela( ionados con su; |III|;I|'I1II‘ —Corticosteroids?
o tos eden ser sintomas de inflam:
T o —Other immunosuppressive drugs?

« Diarrea: heces acuo:
intestinos (colitis,

o blandas o cualgui
< como dolor de estor

Figure 1. The five pillars of immunotherapy toxicity management.

+ Problemas relac ionados con el higado: los

Nimero de contacto: amarilleamiento de los ojos o la piel {ictericia), ooior en 1a parte oerecna oe su gescamacion
abdamen o cansancio. « Otras: dolor yen
* Inflamacién o problermas relacionados con sus rifiones: |os signosy sintomas inflamacion del
P! grosy
pueden incluir, disminucian del volurmen de orina disminucian del &

pérdids de pote:

* Problemas relacionados con sus glandulas productoras de hormonas Hebilidad de los n

(incluyendo la glandula pituitaria, la glandula tircidea y las glandulas

En caso de urgencia, por . . . L .
favor, péngase en contacto Es importante que sea consciente de los sintomas de inflamacién. Nivolumab o nivolumah |

con: sistema inmunitario y podria causar inflamacion en alguna parte de su cuerpo. La inflamacian
alteraciones inflamatorias podrian suponer una amenaza para la vida. Consulte tambien con s
no aparezca en esta tarjeta

&6 Bristol-Myers Squibb 0 Immuno-Oncology

Champiat S et al. Management of immune checkpoint blockade dysimune toxicities: a collaborative position paper. Ann Oncol 2016;27:559-74. 7




é¢Podrian otros farmacos interferir con la inmunoterapia?

> No se espera competicion enzimatica (citP450) N’A.[\'

» Vigilar incidencia y gravedad de RA en pacientes
tratados con farmacos implicados en desarrollo de
enfermedades autoinmunes

» Precaucion con algunos farmacos (anticoagulantes...)

> USO de CORT|CO| DES Safety profile of nivolumab (NIVO) in patients (pts) with
advanced melanoma (MEL): A pooled analysis.
N O pa rece afeCta r Jeffrey 5. Weber, Scott Joseph Antonia, Suzanne Louise Topalian, Dirk Schadendorf,
A James M. G. Larkin, Maric 5znol, Helen Y Liu, lan Waxman and Careline Robert

respueSta aI tratamlento Moffitt Cancer Center, Tamps, FL; The Sidney Kimmel Comprehensive Cancer Center st
gokins, timere, MD; Univers -;:"‘ s=z=n, Eszen, Garm Rovyal Marsden NHE

cine and Sm Cancer Cantar,

ers Squ IE] CT; Bristokkhye

INSERM Unit & f-F 5

% Bristol-Myers Squibb Q Immuno-Oncology

Xiao X, Chang C. Diagnosis and classification of drug-induced autoimmunity. J Autoimmun 8
2014;48-49c:66-72).



é¢Podrian otros farmacos interferir con la inmunoterapia?

VOLUME 33 - NUMBER 28 - OCTOBER 1 2016

Immune-Related Adverse Events, Need for Systemic
Immunosuppression, and Effects on Survival and Time to
Treatment Failure in Patients With Melanoma Treated With
Ipilimumab at Memorial Sloan Kettering Cancer Center

Troy Z. Horvat, Nelly G. Adel, Thu-Oanh Dang, Parisa Momtaz, Micha N . B .
Richard D. Carvajal, Mark A. Dicksors, Sandra P. I’Angelo, Kaitlin M. | Ipilimumab-Induced irAEs Requiring Immunosuppression
Jedd D. Woldhok, and Paul B. Chapman

A B, _
e, | \\ e
= Revision 298 pacientes £z 52
o b8 - TE g4
tratados con ipilimumab . L &
(melanoma) e o
. Time (months) _ Time (months)
™ 35% precisaron tratamiento .léyb::-c:i::h.-,' 73 136 82 a7 15 1 [5);:;:: 20 50 n 17 [ 1
con corticoides sistémicos, g \ EeRn N TN e
10% ademas anti-TNFa SZo 2
g%ﬂd— g‘%
= SGy TTF no afectados por - .
tratamiento con corticoides T e e

Fig 3. Landmark of comelates of overall sunvival (0] and time to tregtment failure (TTF} in patients treated with ipilimumab. 0F shown after landmark analysis and
stratifying by whether patients (4) had immune-related adverse event (rAE) or |B) required systemic corticosteroids. TTF shown after landmark analysis and stratifying
by whether patients (C) had inE or (DI required systemic corticosteroids. Black dots represent censoned patients.

&5 Bristol-Myers Squibb Q Immuno-Oncology




éProfilaxis primaria Eair?

A Randomized, Double-Blind, Placebo-Controlled, Phase Il Study
Comparing the Tolerability and Efficacy of Ipilimumab Administered
with or without Prophylactic Budesonide in Patients with
Unresectable Stage lll or IV Melanoma

Jeffrey Weber," John A. Thompson,” Omid Hamid.® David Minor,® Asim Amin llan Ron®
Ruggero Ridolfi,” Hazem Assi,® Anthony Mamveyas® David Berman,'®

Jonathan Siegel,™ and Steven J. O 'Day™ No recomendado uso

budesonida para profilaxis
diarrea grado 22

Table 2. Rate of grade =2 diarrhea in patients given ipilimumab with or without prophylactic budesonide

Patients with grade =2 diarrhea*® Ipilimumab
+ budesonide

(group A; n = 58)

Ipilimumab Total
+ placebo (N =115)
(group B; n = 57)

Grade 2, n (%) 11 (19.0) 10 (17.5) 21 (18.3)
Grade 3, n (%) 6 (10.3) 10 (17.5) 16 (13.9)

Grade 4, n (%)
Grade =2 diarrhea rate, n (%)

95% CI7

Difference in rate of grade =2 diarrhea, %"
95% CIS

2 (34 0 2(1.7)
19,-"5 20,.:"5 39/115 (33.9)

21.0-46.3 22.9-48.8 -
2.3
-15.2 to 19.9

"Clopper and Pearson method.

*Patients reporting grade =2 diarrhea inflammatory events regardless of causality before week 24 or first maintenance treatment.

*Difference in rates between the budesonide arm and (minus) the placebo arm.

SEstimate and 95% CI for difference in rate of grade =2 diarrhea are computed using the Mantel-Haenszel method, stratified by previous use of
immunotherapy (yes versus no) as recorded at randomization.

% Bristol-Myers Squibb 0 Immuno-Oncology

Weber j et al. Clin Cancer Res 2009;15(17):559198 10




Biomarcadores

Journal of Clinical Cncology, 20114 ASCO Annual Meeting Abstracts.

Yol 32, Mo 15_suppl (May 20 Supplement), 2014; 9098

& 2014 American Zociety of Clinical Oncology

Correlation of absolute and relative eosinophil counts with
immune-related adverse events in melanoma patients treated
with ipilimumab.

Katja Schindler, Kaan Harmankaya, Deborah Kuk, Joanna Mangana, Olivier

Michielin, Christoph Hoeller, Reinhard Dummer, Hubert Pehamberger, Jedd D.
Wolchok and Michael Andrew Postow

Jaournal of Clinical Oncalagy, 20111 ASCO Annual Meeting Abstracts Part 1.

Yol 289, Mo 15_suppl (May 20 Supplement), 2011; 2505

@ 2011 American Society of Clinical Oncology

Evaluation of serum I1.-17 levels during ipilimumab therapy:
Correlation with colitis.

I. K. Callahan, A. Yang, 5. Tandon, Y. Xu, 5. K. Subudhi, R. A. Roman, A. l.

Heine, E. Pogoriler, D. Kuk, K. Panageas, J. D. Yuan, J. P. Allison and J. D.
Wolchok
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