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ANTES DE INICIAR LA INMUNOTERAPIA
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e Educacion a paciente y familiares — cuidadores de signos y sintomas de alarma

* Hemograma — Bioquimica — Perfil tiroideo — Sistematico de orina

e Estudio cardiaco en pacientes con historia cardiologica significativa previa
(ECG, troponina, NT-proBNP)

e VIH-VHB—-VHCya no son contraindicaciones absolutas de inmunoterapia
(menos evidencia en pacientes transplantados)

e Valorar pre-existencia de enfermedades autoinmunes previas

Brahmer JR et al. ] Immunother Cancer 2021
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MANEJO GENERAL DE LOS irAEs
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* Encephalitis

* Meningitis

* Polyneuropathy

* Guillain—Barré syndrome
* Subacute inflammatory

* Uveitis Fatigue
= Sjogren syndrome s
= Conjunctivitis and/or

- g;g&:;:;ﬁ and/or scleritis | :AJL. pesippathiss ° CO n O Ce rl O S y te n e r | OS e n m e nte
* Retinitis . Hypo;?h‘gt,«:c.itis . . .
I - W - Adrenali * Incluirlos dentro del diagnostico
e Pleuritis itis . .

* Sarcoid-like granulomatosis : yeyri(::(;::i?tlis d |fe re n C I a |

Hepatitis /\ N * Interstitial nephritis . . . .
= —— _ - Glomerulonephit e |niciar tratamiento — medidas de

* Autoimmune diabetes
* ot soporte lo antes posible

e Skin rash : e = Gastritis
® Pruritus 4 4
Voo  No esperar a sintomas,
* DRE
* Psoriasis . . . 7 /.
« Stevens-Johnson monitorizacion analitica estrecha
syndrome * Anaemia
* Neutropenia
* Arthralgia * Thrombocytopenia
® Arthritis * Thrombotic
= Myositis microangiopathy
¢ Dermatomyositis * Acquired haemophilia
* Vasculitis

Martins F et al. Nat Rev Clin Oncol 2019
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APARICION TEMPORAL DE LOS irAEs
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Martins F et al. Nat Rev Clin Oncol 2019
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MANEJO GENERAL DE LOS irAEs
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Diagnostico y severidad del irAE (CTCAE v5.0)

Diagnostico diferencial +
estudio pre-inmunosupresion

Seleccionar la estrategia inmunosupresora

Reevaluar en 48-72 horas

Haanen J et al. Ann Oncol 2022
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GRADO 1

GRADO 2

GRADO 4
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MANEJO GENERAL DE LOS irAEs

Continuar con inmunoterapia, seguimiento estrecho

Suspension temporal de la inmunoterapia
Valorar reinicio segun evolucion de la toxicidad

Suspension de la inmunoterapia, valoracion por especialista
Valorar beneficio/riesgo del reinicio de la inmunoterapia

Suspension definitiva de la inmunoterapia

Haanen J et al. Ann Oncol 2022
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Si se considera necesario iniciar tratamiento inmunosupresor (algunos G1, casi
todos los G2-3-4):

G1-2: Prednisona 0.5-1mg/kg/d o equivalente

G2-3-4: Prednisona 1-2 mg/kg/d o equivalente
Reevaluar eficacia en 48-72 horas

Si no mejora en 48-72 horas con corticoides

Consultar con especialista (Dermatodlogo, Cardiologo, Neurdlogo, etc.)

Valorar otra inmunosupresion (infliximab, micofenolato, etc.)

Schneider BJ et al. J Clin Oncol 2021
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MANEJO GENERAL DE LOS irAEs
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Si hay respuesta al tratamiento inmunosupresor:
Descenso muy lento de los corticoides, sobre todo en G3-4
Habitualmente, durante 6-8 semanas
Monitorizar secuelas de larga exposicion a corticoides

Reiniciar segun severidad del irAE y balance riesgo/beneficio:
“Nunca” tras toxicidad G4
Diferentes escenarios (adyuvancia / enfermedad metastasica)
Posible reiniciar con dosis de Prednisona < 10 mg/d
No hay papel para la reduccion de dosis del inmunoterapico

Schneider BJ et al. J Clin Oncol 2021
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EJEMPLO: TOXICIDAD CUTANEA

Symptom grade Assessment and investigations Management escalation pathway

Continue ICI therapy
Grade 1: lesions covering <10% BSA with Physical examination Topical CSs (mild to moderate) b.i.d.
or without symptoms (i.e. pruritus, burning Exclude other causes, e.g. viral iliness, Oral antihistamines for itching
or tightness) infection other drug-related rash Topical emollient
Avoid sun and skin irritants

ACTUALIZACION EN URO-ONCOLOGIA:
UPDATE 2024

Haanen J et al. Ann Oncol 2022
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Symptom grade

Grade 1: lesions covering <10% BSA with
or without symptoms (i.e. pruritus, burning
or tightness)

_p>

Grade 2: lesions covering
10%-30% BSA with or without
symptoms (i.e. pruritus, burning or
tightness); or limiting instrumental
ADL,; or lesions covering >30% BSA
with or without mild symptoms,
without limiting self-care ADL

Assessment and investigations

R

EJEMPLO: TOXICIDAD CUTANEA

Management escalation pathway

Physical examination
Exclude other causes, e.g. viral iliness,
infection other drug-related rash

As for grade 1
Consider dermatology referral
and skin biopsy

Continue ICI therapy
Topical CSs (mild to moderate) b.i.d.
Oral antihistamines for itching
Topical emollient
Avoid sun and skin irritants

Consider holding ICI therapy and initiate
moderate to high potency topical CSs
Topical emollient
Oral antihistamines if pruritus present
If refractory, initiate prednisone (0.5-1 mg/kg) or
equivalent, tapered over >4 weeks; restart IC| therapy when
grade 1 and prednisone <10 mg/day

Haanen J et al. Ann Oncol 2022
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EJEMPLO: TOXICIDAD CUTANEA

Symptom grade Assessment and investigations Management escalation pathway

Continue ICI therapy
Grade 1: lesions covering <10% BSA with Physical examination Topical CSs (mild to moderate) b.i.d.
or without symptoms (i.e. pruritus, burning —b) Exclude other causes, e.g. viral iliness,
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Oral antihistamines for itching
or tightness) Topical emollient
Avoid sun and skin irritants

Grade 2: lesions covering
10%-30% BSA with or without
symptoms (i.e. pruritus, burning or
tightness); or limiting instrumental
ADL,; or lesions covering >30% BSA
with or without mild symptoms,
without limiting self-care ADL

Grade 3: lesions covering >30%
BSA with moderate or severe
symptoms; limiting self-care ADL

infection other drug-related rash

As for grade 1
Consider dermatology referral
and skin biopsy

As for grade 1
Dermatology review
Consider punch biopsy and clinical
photography

Consider holding ICI therapy and initiate
moderate to high potency topical CSs
Topical emollient
Oral antihistamines if pruritus present

If refractory, initiate prednisone (0.5-1 mg/kg) or
equivalent, tapered over >4 weeks; restart IC| therapy when
grade 1 and prednisone <10 mg/day

Hold ICI therapy [IV, B]
Initiate high potency topical CSs
Oral antihistamines if pruritus present
Topical emollient
If refractory, initiate prednisone (0.5-1 mg/kg) or equivalent,
tapered over >4 weeks [IV, B]; restart ICI therapy when
grade 1 and prednisone <10 mg/day [V, B]

Haanen J et al. Ann Oncol 2022
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EJEMPLO: TOXICIDAD CUTANEA

Symptom grade Assessment and investigations Management escalation pathway

Continue ICI therapy
Grade 1: lesions covering <10% BSA with Physical examination Topical CSs (mild to moderate) b.i.d.
or without symptoms (i.e. pruritus, burning —P) Exclude other causes, e.g. viral iliness,

Oral antihistamines for itching
or tightness) Topical emollient
Avoid sun and skin irritants

Grade 2: lesions covering
10%-30% BSA with or without
symptoms (i.e. pruritus, burning or
tightness); or limiting instrumental
ADL,; or lesions covering >30% BSA
with or without mild symptoms,
without limiting self-care ADL

Grade 3: lesions covering >30%
BSA with moderate or severe
symptoms; limiting self-care ADL

Grade 4: life-threatening
consequences, urgent
intervention needed

infection other drug-related rash

As for grade 1
Consider dermatology referral
and skin biopsy

As for grade 1
Dermatology review
Consider punch biopsy and clinical
photography

As for grade 1
Dermatology review
Punch biopsy
Clinical photography

Consider holding ICI therapy and initiate
moderate to high potency topical CSs
Topical emollient
Oral antihistamines if pruritus present
If refractory, initiate prednisone (0.5-1 mg/kg) or
equivalent, tapered over >4 weeks; restart IC| therapy when
grade 1 and prednisone <10 mg/day

Hold ICI therapy [IV, B]
Initiate high potency topical CSs
Oral antihistamines if pruritus present
Topical emollient
If refractory, initiate prednisone (0.5-1 mg/kg) or equivalent,
tapered over >4 weeks [IV, B]; restart ICI therapy when
grade 1 and prednisone <10 mg/day [V, B]

Permanently discontinue ICI therapy [IV, B]
Hospital admission
Rule out systemic complications
Initiate i.v. (methyl)prednisolone (1-2 mg/kg) or equivalent
tapered over >4 weeks once reaction is controlled [IV, B]
Consider additional therapies such as infliximab or
tocilizumab if refractory to CSs

Haanen J et al. Ann Oncol 2022
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EJEMPLO: TOXICIDAD HEPATICA

Symptom grade Management escalation pathway
Grade 1: | N TR g I b Continue ICI therapy
[ ALT or AST >ULN to 3x ULN % Monitor liver enzymes every 1-2 weeks IV, Al
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Symptom grade Assessment and investigations Management escalation pathway
2 ™ X
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EJEMPLO: TOXICIDAD HEPATICA

Grade 1:
ALT or AST >ULN to 3x ULN

Monitor liver enzymes every 1-2 weeks

> Continue ICI therapy
[V, A]

Grade 2:
ALT or AST 3-5x ULN

Check LFTs, INR and albumin twice weekly
Review medications and alcohol history
Carry out hepatitis B, C and E (and sometimes A)
testing, PCR, anti-ANA, SMA, LKM, SLA/LP, LCI
and iron studies
Consider imaging for metastases and/or clot

Withhold ICI therapy
Avoid hepatotoxic drugs
If rising ALT and/or AST when re-checked,
start CSs 0.5-1.0 mg/kg/day
Upon improvement, resume ICI therapy after tapering CSs to <10 mg/day
If no improvement despite steroid use, increase dose of
CSs 1-2 mg/kg/day and discontinue ICI therapy [V, B]

Haanen J et al. Ann Oncol 2022
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EJEMPLO: TOXICIDAD HEPATICA

Symptom grade Assessment and investigations Management escalation pathway
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Grade 1: e g Continue ICI therapy
ALT or AST ULN to 3x ULN —) Monitor liver enzymes every 1-2 weeks — [V, A]
. v o
'S ™ '
Check LFTs, INR and albumin twice weekly Withhold ICI therapy
Review medications and alcohol history . Avoid hepatotoxic drugs
Grade 2: N Carry out hepatitis B, C and E (and sometimes A) If rising ALT and/or AST when re-checked,
ALT or AST 3-5x ULN > esting, PCR, anti-ANA, SMA, LKM, SLALLP, LCI , start GSs 0.5-1.0 mg/kg/day
and iron studies Upon |m;|1frove_ment, resumedICI t_herapy a_grer tapenng (:S:sj to <1 ? mg/day
Consider imaoina for metastases and/or clot no improvement despite steroid use, increase dose o
N CSs 1-2 mg/kg/day and discontinue ICI therapy [V, B]
. » .
Same work-up as for grade_ 2 Discontinue ICI therapy
Daily LFTs, INR and albumin If ALT and/or AST <400 U/ with normal bilirubin, INR and albumin:
Grade 3: } > Carry out liver US, CT scan or MRI CSs 1-2 mg/kg/day
ALT or AST 5-20x ULN Consider inpatient care and early hepatologist If ALT and/or AST >400 U/l o raised bilirubin/INR/Aow albumin:
consultation i.v. methylprednisolone 2 mg/kg
Consider liver biopsy [IV, B]

Haanen J et al. Ann Oncol 2022
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EJEMPLO: TOXICIDAD HEPATICA

Symptom grade Assessment and investigations Management escalation pathway
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Grade 1: e g Continue ICI therapy
ALT or AST ULN to 3x ULN —) Monitor liver enzymes every 1-2 weeks — [V, A]
. v o
r ™ ~
Check LFTs, INR and albumin twice weekly Withhold ICI therapy
Review medications and alcohol history .. Avoid hepatotoxic drugs
Grade 2: N Carry out hepatitis B, C and E (and sometimes A) If rising ALT and/or AST when re-checked,
ALT or AST 3-5x ULN » > lesting, PR, anti-ANA, SMA, LKM, SLAILP, LCI . start CSs 0.5-1.0 mg/ko/day
and iron studies Upon improvement, resume ICI therapy after tapering CSs to <10 mg/day
Consider imagina for metastases and/or clot If no improvement despite steroid use, increase dose of
N CSs 1-2 mg/kg/day and discontinue ICI therapy [V, B]
. » .
Same work-up as for grade_ 2 Discontinue ICI therapy
Daily LFTs, INR and albumin If ALT and/or AST <400 U/ with normal bilirubin, INR and albumin:
Grade 3: : > Carry out liver US, CT scan or MRI CSs 1-2 mg/kg/day
ALT or AST 5-20x ULN Consider inpatient care and early hepatologist If ALT and/or AST >400 U/l o raised bilirubin/INR/low albumin:
consultation i.v. methylprednisolone 2 mg/kg
Consider liver biopsy [IV, B]
{ N i
Grade 4: _ Discontinue_ ICI therapy
LT orAST SO0 — > As above i.v. methylpre[?\r;lsatilune 2 mg/kg
\ 3 .

Haanen J et al. Ann Oncol 2022
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EJEMPLO: TOXICIDAD NEUROMUSCULAR

P W n— Watchful waiting
Clinical monitoring including: =
Grade 1: mild symptoms = Regular swallowing and respiratory assessment Continue ICI therapy (comirgled grade 1 cases only)*
= Creatine kinase measurement (v, B]

ACTUALIZACION EN URO-ONCOLOGIA:
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Haanen J et al. Ann Oncol 2022
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EJEMPLO: TOXICIDAD NEUROMUSCULAR

- S — Watchful waiting
Clinical monitoring including: = z
Grade 1: mild symptoms —— > « Regular swallowing and respiratory assessment Continue ICI therapy (confirmed grade 1 cases only)®
= Creatine kinase measurement [v. B
Clinical monitoring including:
Grade 2: moderate symptoms, >> = Regular swallowing and respiratory assessment Delay ICI therapy .
limiting instrumental ADL = Creatine kinase measurement Start CSs (prednisolone 0.5 mg/kg/day)
= Multidisciplinary evaluation [V, B]
- - -

Haanen J et al. Ann Oncol 2022
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EJEMPLO: TOXICIDAD NEUROMUSCULAR

Watchful waiting
Continue ICI therapy (confirmed grade 1 cases only)®
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Clinical monitoring including:
Grade 1: mild symptoms —P> = Regular swallowing and respiratory assessment
= Creatine kinase measurement

»

- -
Clinical monitoring including: Delay ICI therapy
Grade 2: moderate symptoms, > = Regular swallowing and respiratory assessment 4
limiting instrumental ADL - Creatine kinase measurement Start CSs (prednisolone 0.5 mg/kg/day)®
= Multidisciplinary evaluation 1V, B]
- - -
In case of deterioration®
- ~ -
o , =
Grade 3-4: severe symptoms, Hospitalisation D|sc9ntmue ICI therapy . =
limiting self-care ADL, life —p> Daily neurological review Start (methyl)pr‘:;dmsolope 1-2 mg_/kglday, i.v. or oral =1
threatening (grade 4) Multidisciplinary evaluation Further steps depeﬂ?;gﬂﬁﬂ}ﬂ residual symptoms =
: =
. > . I

Haanen J et al. Ann Oncol 2022
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Symptom grade Assessment and investigations Management escalation pathway
~ ~ - ~

Watchful waiting
Continue ICI therapy (confirmed grade 1 cases only)®
[V, B]

Clinical monitoring including:
Grade 1: mild symptoms —>> = Regular swallowing and respiratory assessment —>
= Creatine kinase measurement

Clinical monitoring including: Delay ICI therapy
Grade 2: moderate symptoms, »> ° Regular swallowing and respiratory assessment /

limiting instrumental ADL - Creatine kinase measurement Start CSs (prednisolone 0.5 mg/kg/day)®
= Multidisciplinary evaluation [l

- - -
In case of deterioration®
- N -
i i ==
Grade 3-4: severe symptoms, Hospitalisation Dlscqntlnue ICI therapy . =
limiting self-care ADL, life —)> Daily neurological review Start (methyl)prdednlsolope 1-2 mg{kg/day. i.v. or oral =
threatening (grade 4) Multidisciplinary evaluation Further steps depenc[lllschin residual symptoms §
2 =3
. > .

If stabilisation

IVIG (2 g/kg/day cumulative dose within 3-5 days) and/or PE (5-7 sessions)® indicated in the following scenarios [V, B]:

= Rapid progression with bulbar and/or respiratory symptoms and/or myocarditis 4— No benefit

= Persisting bulbar symptoms e o

= Unresponsiveness to CSs within first 7-14 days After stabl!lsatlon
proceed with CSs

In life-threatening cases: methylprednisolone 1 g for 3-5 days. If refractory to methylprednisolone 1 g, consider

Taper CSs within
4-8 weeks depending on
symptom severity [V, B]

escalation of immune suppression including abatacept, MMF, tacrolimus, azathioprine, cyclophosphamide,
rituxumab, infliximab and tocilizumab, on a case-by-case basis

In case of worsening symptoms or relapse

Rechallenge with ICI therapy only if [V, B]: Increase CS dosage to (methyl)prednisolone 1-2 mg/kg/day i.v. or oral
= Symptoms remitted or at least stabilised, free of or on low-level CSs for 4-8 weeks In severe bulbar or respiratory symptoms, apply IVIG and/or PE and consider [V, B]:

= Convincing initial response to therapy preceding a grade 1-2 irAE = Prolonged CS reduction (=6 months)
= Immunosuppression (e.g. MMF, azathioprine, rituximab, methotrexate, tacrolimus, cyclophosphamide)

The more severe the initial irAE was, the more closely the patient should be followed N isHibdmaE oF tocliGtimah I contirrant IEAES

Haanen J et al. Ann Oncol 2022
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1. Escasa informacion a paciente y familiar sobre signos de alarma

2. No realizar los controles analiticos necesarios

3. Minimizar la importancia de sintomas de un irAE incipiente

4. No estratificar la gravedad por CTCAE v5.0

5. Iniciar corticoides a dosis insuficientes, o retirarlos demasiado rapido

6. Intentar manejar toxicidades severas sin valoracion multidisciplinar

7. Suspender sin necesidad una inmunoterapia por un mal manejo de irAEs
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MUCHAS GRACIAS POR SU ATENCION

ALVARO PINTO
Servicio de Oncologia Médica, Hospital Universitario La Paz — IdiPAZ, Madrid



