ENTES

EN CONTROL DE SINTOMAS Y TERAPIAS DE SOPORTE

VALENCIA

del 28 dea febrero
al 1 de marzo de 2024
HOTEL MELIA VALENCIA

@_seom #mirSEOM24

DOLOR NEUROPATICO EN ONCOLOGIA
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Hospital Universitario de la Princesa
Hospital Universitario de la Zarzuela



Ningun conflicto de interés
He desarrollado en los 3 ultimos afos consultoria para: Grunenthal,
Medtronic, Boston, Prim, Aristo, Mundipharma
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EPIDEMIOLOGIA

41% poblacion padecera algun tipo de cancer

El dolor es un sintoma prevalente y afecta a la calidad de vida

U000

30% en estadios iniciales
80% en estadios avanzados
51% del global

30% LARGOS
SUPERVIVIENTES

A LA LLEGADA:
L 90% dolor al menos 4 semanas
O Un 73% desde 8 semanas antes

O Un 55% desde 16 semanas

Bennett Ml et al.Pain160 (2019) 38-44

http://ser.cancer.gov/; Frankish, 2003; Portenoy et al, 1992; Khosravi Shahi et al, 2007; Cruz Hernandez y col 2007







Se desconoce la prevalencia. Podrian predominar la etiologia mixta

34-40% componente neuropatico

Prevalencia en estadios avanzados y en dolor multiple
Metaanalisis 2012:

— Incidencia 19-39.1% vs. 13.24-35.78%

—  20.1% mixto

Lirnx -egrdre s
» UTHREA NP

— Etiologia

*  64% causado por el tumor

e 20.3% por el tratamiento
e 3.5% asociado al cancer
e 10% sin relaciéon

* 2% etiologia desconocida

Urch y Dickenson 2009; Chang et al. 2006; Saxena y Kumar 2007; Caraceni et al 1999; Benett et al 2012; Pérez et al 2015. Roberto A et
al2016

1805 pacientes

Dolor crénico 28,2% (22,5-35,4%)

El 20,9% componente neuropatico

Mas interferencia actividades vida diaria

Bouhassira D et al.Pain158 (2017) 1118-1125 , . .
Mas intensidad




Cancer-Related Neuropathic Pain: Review and Selective Topics
Mellar P. Davis, MD

30% de los pacientes con Cancer tiene dolor mixto

El DN: mas depresion e insomnio

El DN: mas dolor incidental y dolor espontaneo irruptivo
Mas cronicidad y mayor intensidad

El descripor mas habitual son los pincahzos y agujas (65%)

De las Guias de DN oncoldgicas:

v' méas del 70% de las referencias son de estudios/guias de DN no oncoldgico
v’ solo el 11% involucré el tratamiento de neurop relacionada con el cancer
v’ solo el 18% de las referencias incliuidas enentre dos pautas

En general de mas a menos eficaces: opioides, otros coadyuvantes, ACV, AD

https://doi.org/10.1016/j.hoc.2018.01.005 : —
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TIPOS DE DOLOR NEUROPATICO ONCOLOGICO

Plexopatias

Plexopatia cervical

Plexopatia braguial

Plexopatia lumbosacra

Plexopatia coccigea

Mononeuropatias periféricas dolorosas
Polineuropatias dolorosas por neurotoxicidad

Neuropatia sensorial paraneoplasica

Metastasis leptomeningea

Meuralgias craneales

Neuralgia glosofaringea

N I i I Fallon et al 2013;
euralgia trigemina Pérez et al (Guia GADO) 2017

Radiculopatias (metastdsicas directa o indirectamente)

Mevmie ca- _
SI__OM : a2l i
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ETIOLOGIA DNO SECUNDARIO

CIRUGIA

Sindrome doloroso postmastectomia
Sindrome doloroso postoracotomia
Dolor postdiseccién radical cervical
Dolor postcirugia suelo pélvico

Dolor fantasma

D 0000

RADIOTERAPIA
e Plexopatia braquial
* Mielopatia crénica
e Enteritis y proctitis crénica
e Linfoedema doloroso
Q- Sindrome doloroso del periné

D e Osteoradionecrosis

QUIMIOTERAPIA
a Neuropatia periférica dolorosa
Sindrome de Raynaud
D Complicaciones dseas postratamiento con esteroides
D Necrosis avascular (aséptica) de la cabeza del fémur o del humero

[ Fracturas por compresion vertebral Fallon et al 2013




OTRAS FORMAS DE DOLOR NEUROPATICO ASOCIADOS A TT¢

Farmacos inmunoterapicos

Son formas de neuropatias inmunomediadas
v'Ipilimumab

v" Tremelimumad

v" Prembrolizumab

v" Nivolumad

Raras: 3%

Pueden ser:
Neuropatias agudas
Neuropatias cronicas inlamatorias o desmielinizantes o vasculitis

TT2:
O Parar inmunoterapia
O Esteroides y/o Igs

Ann Neurol. 2017 June ; 81(6): 772-781 SE(OM e
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FACTORES DE RIESGO

Factores predisponentes de DNO

Mujeres Cirugias invasivas Genética
. A Disfuncion de locus
Jovenes Dolor multiple
ceruleous
T Mc 1 Dolor postoperatorio | Neuropatias previas

Estadio avanzado

Bajo nivel social

Alteracion de suenio

Invasion perineural

Ansiedad

precoz”

“La entidad mas frecuentemente vista en clinica es la NIQT. Es
importante valorar siempre el desarrollo de la misma y su tratamiento

PR e

SEOM
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MECANISMOS FISIOPATOLOGICOS -

Stress oxidativo
Alt de la homeostasdis del Ca ++

Degeneracion axonal
Cambios en la excitabilidad neuronal

Activacion del sitema inmune
Neuroinflamacion

Alteracion mitocondria:
energia celular, muerte celular

Alteracién excitabilidad periférica:
Canales de Na, K, Ca
Receptores TRP

Los canales TRP son claves en la NIQT :
Platinos
Vincristina
Plaxitacel
S'Ecli"(:;‘ntezomid )
sl N it s
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B Ahered Miochondnal
X Traflicking
Chismotherapy

Chemot herapy

1

1.' | —

Mitophagy

Fimsicn

-

Chemotherapy . =] Brpd

Fisslan

Highlights.

. ﬂh:mc-th:mpi:s induee mitechondoal dysfanction in pecipheral s2nsomy
TELVEE,

. Mitochosdnal dysfunction alters the bivenergetes and mimo-oxidative siale.

' These alterations redues axonal oulgrovdh and almermiz] sensory neurim
activation.

. A resnlr, a pamfnl vetropatly emerzes for which wearments are bnmeed.

. Stratepes muprovig untechodnal fumcion way be usefol moreaomg s
pann

Mini-Review: Mitochondrial Dysfunction and Chemotherapy-induced
Neuropathic Pain
Doyle T M, Salvemini M D

Neurosci Lett. 2021 August 24; 760: 136087.
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Expression of mitochondrial dysfunction-related genes and
pathways in paclitaxel-induced peripheral neuropathy in breast
cancer survivors

Supervivientes de Ca mama

Analizan genes ligados a alteraciéon mitocondrial

50 pctes (25 con NIQT/ 25 sin NIQT

NIQT:

Ancianos

Desempleados

Uso de alcohol bajo

Obesos

Pobre estado fx

No diferencias en dosis dosis total ni en % de reducciones
Alter genes relacionados con alteracion mitocondrial en varios procesos

VVVVYVY

Kober et al. Mol Pain 2018, Volume 14: 1-16 SI__OM A
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d ' FNOCONTROI DF SINTOMAS ¥ TFRAPIAS IF SOPCETE

MEUPSIE Fewv|ews

Chemotherapy-induced peripheral neuropathy:
where are we now?

Laslay &, Cobin

Respuestas cerebrales alteradas en NIQT en:
e Giro frontal-superior

e Corteza cingulada

* Insula

Cambios estructurales :
« W sustancia gris cerebral

Colvin LA. Pain160 (2019) S1-S10
SEOM —
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B ) PN CONTROI DOF SINTOMAS ¥ TFRAMIAS NF SOPORTE

¥ PARA RESIDENTES

<~ PREVALENCIA DE NIQ

PLATINOS ALCALOIDE TAXANOS INHIB OTROS OTROS
S VINCA PROTEASOM
A
Carboplatin | Vinblastina | Docetaxel Bortezomid Talidomida Citarabina
o] 30-47% 11-64% 31-55% 25-100% Raro
5-42% 3-14% 9-22% 15-28%
intensa intensa intensa
Cisplatino Vincristina Plaxitacel Ixabepilona Ifosfamida
30-100% 11-60% 57-83% 20-63% 8%
14% intensa
Oxiplatino Vindesina Plaxitacel Lenialidomida Suramina
85-95% 30-47% +Albumina 10-23% 30% sensitiva
agudo 73% 1-2% intensa | 5-10% motora
7-20%
crénico
Vinorelbina Etopoxido
30-47% 1-2%
Pérez et al. Guia GADO S I__OM Mgt
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ALGUNAS PECULIARIDADES NIQT

LAS MANIFESTACIONES DE NEUROPATIA EN PACIENTES CON CANCER
1.- Pueden ser diferentes a otras polineuropatias
2.- Estan infradiagnosticadas:
70% durante los primeros ciclos
20-30 % cronicas
3.- Existe fendmeno de “coasting” o arrastre
4.- Todos los modelos estan basados en animales sin cancer
5.- La expresion clinica es compleja... incluye sintomas de alteracion
simpatica, sintomas centrales (depresidon, insomnio, sintomas cognitivos ....

[
Prevalencia 1 mes postQT: 68% Autonémica sensitiva
Prevalencia 3 meses postQT: 60%
Prevalencia 6 meses postQT: 30%

Colvin LA. Pain160 (2019) S1-510
Motora

Pharmacological Reports https://doi.org/10.1007/s43440-020-00109-y



il PARA RESIDENTES

B ) PN CONTROI DOF SINTOMAS ¥ TFRAMIAS NF SOPORTE

s{ CARACTERIZACION NIQT EN LS h’

68,1%

4,9%

27%

Bajo nivel social
Ancianos

Ser prematuro

Dosis altas de QT
Bajo estado funcional

J Pain Symptom Manage. 2017 August ; 54(2): 204—218.e2.
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FACTORES DE RIESGO
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Concorsitant edications and Rk o Chemetreripydnduced
Baripheral Neurapa:i

503 pacientes (ovario /mama) con plaxitacel

FACTORES DE NEUROPATIA GRAVE O ¥ DE DOSIS
v Edad: por cada afio de mas edad
= 5% de incremento en grado de neuropatia
= 4% de modificacidn de dosis
v Farmacos CV : especialmente los beta adrenérgicos : WV dosis
v' Polifarmacia: WV dosis
v" Neuropatias previas compresivas

Colvin LA. Pain160(2019) S1-510  The Oncologist 2019;24:784-e792
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Neuropathic pain: <30% reciben tt2 de primera linea
1. breast

2. lung

3. head/neck

51% : analgésicos/opioides
menores

INFRATRATAMIENTO
INADECUADAMENTE TT?®

Los pacientes son infratratados:
Pocos pacientes recibian escalén 2 o 3 de la OMS

En el dolor mixto no se trata el componente neuropatico

Menos de la mitad de los pacientes con dolor neuropatico reciben tratamiento

Herr y Deandrea 2004; Deandrea 2008; Pérez et al 2015 Bouhassira D et al.Pain158 (2017) 1118-1125



TRATAMIENTO
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NIQT: Duloxetina (1* linea)

PARA RESIDENTES GBP, PGB, ADT (2* linea)

FM CONTROI DF SINTOMAS ¥ TFRAMIAS NF SOPORTE m Por el tratamiento

i topico (en DN
ko Trata.ml.enta B
neuropdtico del cancer localizado)

Opioides (3* linea)

Comparative study of the effects of venlafaxine and duloxetine
on chemotherapy-induced peripheral neuropathy

Megin Farshchian'? - Avisa Alavi® - Sahel Heydarheydari® - Nasrin Moradian™?

Rescofvied: 7 Juns 2008 Acceplied: 2 August 2018
© Springer-Verlag GmbH Germany, part of Springer Mature 2018

Abstract

Ohjective Omne of the complications of chemotherapy is peripheral neoropathy. Various studies have shown that potent
nomepinephrine and serotonin rewptake inhibitors such as gabapentin, venlafaxine and duloxetine have thernpeatic effects
on newropathy. The aim of this study was to compare the effects of venlafaxine vs. duloxetine on chemotherapy-induced
peripheral neuropathy,

Methods In this clinical trial, cancer patients who were saffering from chemotherapy-induced peripheral neuropathy com-
prised the study population, They were randomly assigned o three pharmacotherapy groups including venlafaxine, dulixetine
and placebo. Cronial, sensory, motor neuropathics as well as neuropathic pain were evaluaicd on day 1, week 2, and week
4 after enrollment.

Results Grade of cranial, motor, sensory and nesropathic pain decreased significantly in venlafuxine and duloxetine groups,
‘This reduction was more considerable in duloxetine groop compared to venlafaxine group (P -<0.05).

Concluslon Duloxetine seems io be more effective than venlafaxine in decreasing the sympioms of chemotherapy-induced
peripheral neuropathy. Dutoxetine was maore effective than venlafaxine in decreasing motor neuropathy and neoropathic

pain yrae.

— Thepmiv v Femdmrei b=
el AN . doi.org/10.1007/500280-018-3664-y ?ﬁ?‘%ﬂﬁ N o ot SEOM



Medicine

I Bystomatic Howiew and Mota-Analys=

Effect of serotonin-norepinephrine reuptake
inhibitors for patients with chemotherapy-induced
painful peripheral neurapathy

A meta-analysis

MNIQT: Duloxetina (1* lineal
GBP, PGB, ADT (2° linea)

Dolor Por
mrotties]

el tratamiento
del cédncer

] = | Tratamiento dpico (en DN
localizado)

Opioides (3* linea)

. Study or Subgroup __ Std. Mean Difference SE_Weight

Std. Mean Difference
IV, Random, 95% CI

51d. Mean Difference
IV, Random, 95% CI

Farshthian 2018 -3.7303 07893 23.2%
Hirayarma 2015 -1.0714 03756 36.0%
Smith 2013 -2.2214 01904 40.9%
Total (95% CI) 100.0%

Test for overall effect: Z= 3.85 (P = 0.0001)

Heterogeneity, Tau®= 0.73; ChP= 12.12, df= 2 (P = 0.002); F= 84%

-373|5.28,-218 —

-1.07 [1.81,-0.34]
-2.22 F1.58, -1.85]

.2.16 [-3.26, -1.06)

—
-

el

i L i

-4

32 0 2 4
Favours SNRI Favours placebo

Heteraganeity: Mol applicable
Testfor overall effect Z=12.61 (P < 0.00001)

SHRI Pregabalin Mean Dilference Wiean Differ ence
Study or a SO Totol Mean S0 Total Weimgin IV, Fimed, 95% CI IV, Fixed, 95% CI
Avan 27018 -455 55745 47 1833 43829 40 100.0% 13.78(11.64, 1593 |
Total (95% C1) 12 10 1000% 13.78[11.64,15.92] -

40 5 0 5 10
Favours BHNRI Favours Piegabalin

IRSN: Utiles
Pregabalina mejor????

dx.doi.org/10.1097/mp.0000000000018653




REVIEW: Recent advances in understanding chemotherapy-
induced peripheral neuropathy

TT2 TOPICO

50 pctes estudio no randomizado con mentol

Amitriptilina/baclofeno/ketamina resultados positivos

Capsaicina 8% : mejora el dolor continuo, sintomas neuropaticos, la impresién global
de cambio y la densidad de fibras: Modificador de la enfermedad

FUTURO:
Antagonistas del Receptor Sigma
EC en fase Il durante el tt2 con FOLFOX resultados positivos .

F1000Research 2020, 9(F1000 Faculty Rev):177 Last updated: 11 MAR 2020

OTRAS DIANAS...

ARA Il
Antagonistas de los TLR4 .....
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PARA RESIDENTES e RGBS S

FM CONTROI DF SINTOMAS ¥ TFRAMIAS NF SOPORTE

e T (4 Saline o Substance I density

Vincristine increased spinal cord substance P levels in & peripheral neurapathy 150
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High-dose 8% capsaicin patch in treatment of chemotherapy-
induced peripheral neuropathy: single-center experience
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Rational treatment of chemotherapy-induced
peripheral neuropathy with capsaicin 8% patch:
from pain relief towards disease modification
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Rational treatment of chemotherapy-induced
peripheral neuropathy with capsaicin 8% patch: TRPVL
from pain relief towards disease modification
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Figure 3 Immunahitachambtry in skin biopsies for TRPV |, before and after eapsaicin B3 patch treatment. Intra-epidermal nerve fibers {arrowed) and sub-epidermal narve
fibers from (A} control subjects, ac the basefne visie (B, O PRE) and, after copsaicin 8% patch creamment (€, Q POST) magnfication x40, (B Bar chart of intra-gpidermal
nerve fibers for TRFV ] (IEMF) cownts; (E) bar chare of sub.epidermal (SEMF) anahysis (% area) for TRV,

Motes: *Sgnificant **very sipnificane

Recuperacion fibras intraepidérmicas y subepidérmicas
Anand P et al. J of Pain Research 2019:12 2039-2052







CONCLUSIONES

L Altamente prevalente

U Etiologia: tumoral, tt2 o patologias concomitantes
Lo mas frecuente iatrogénico y LS: NIQT
LNECESITA: valoracion y tt2 precoz

QLo mas importante en diagndstico: EXPLORACION
UInfradiagnosticado e infratratado

W Politerapia

L Tt2 multidisciplinar y tte intervencionista

L No hay evidencias en su tt®
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CONCLUSIONES

a El tratamiento del DN es etioldgico.

] Llos opioides son de primera eleccién en el DN producido por
crecimiento tumoral.
Asociar ADT o anticonvulsivantes a los opioides ayuda a disminuir
la dosis de estos.

4 Coadyuvantes son de 12 eleccién en el DN producido por el
tratamiento del cancer.

] le multidisciplinariedad es obligatoria en el DN refractario.
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A Delphi Study on the Management of Neuropathic
Cancer Pain in Spain: The DOLNEO Study Cﬂmﬂiﬂtmmt
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Adjuvant treatment
{4 dose of opiods)
--| Disease-related I——’ i
Corticosteroids
(ifinflammation)
+
Radiotherapy
{if bone involvement)

General recommendations

) I it balance
First-line AR

Duloxetine
Second-line
Neu Treatment-related Pregabalin, gabapentin,
ropathic pain - {dmmmhmpy— or antidepressants
In patients with cancer surgery-induced)* Topical treatments:
1. Copsaicin 8%
2. Baclofen+Amitriptyline
+Ketaming

Adhere to general guidelines

u\ - Not cancer-related I—- for the the treatment of non
oncologic neuropathic pain




ONCOLOGY UNIT
-Screening: DN4
-Meuropathic Pain Classification; disease- or
treatment-related
Features: signs/symptoms/examination/severity
Quality: Performance and quality of life

PAIN UNIT

-Assessment, exam and differential diagnosis
-Treatment:

= Comorbidity,

* |pteractions,

= Patient’s preference,

= Safety
Planning procedures and treatments
-Re-assessment

A Delphi Study on the Management of Neuropathic
Cancer Pain in Spain: The DOLNEO Study

Concepeidn Pérer-Merndndez ', Maria Luz Canovas (17, Albertn Carmona-Bayonas (0
Yalinds Escobarl®, Céunr Margaric v |uan Francisco Mulere Cervinten 3, Terew Quintanas
Ances Serrane Alania ", Jusn Virdeel &

CRITERA FOR REFERRAL

If pain VAS >7 and performance impairment VAS >7
-Paor response to NP treatment

-Comorbidities

Poor tolerability

Interventional pain management required
-Reduction or change of line treatment for
chemotherapy-induced neuropathic pain

1.--

QUALITY STANDARDS
FOR THE MANAGEMENT OF CRNP

Quick coordination

2- Collaboration between the oncology and pain units
3- Objectives and expectations: what does the patient

need?. What are we going to achieve?

- Protocolization
- Individualization and consensus

- Coordination in accessing interventional treatment

Online monitoring to assess the efficacy and safety

8- Oncology and pain units as integrated circuits







