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TRATAMENTO DA ESCLEROSE MOLTIPLA E
POLITICAS POBLICAS EM SAUDE

Dr. Carlos Tauil
BCTRIMS — Brasilia, DF




TRATAMENTO DA ESCLEROSE MULTIPLA E
POLITICAS PUBLICAS EM SAUDE

De acordo com a RDC 96/2008 da Agéncia Nacional de Vigiléncia Sanitdria
(ANVISA)

Declaro que atualmente recebo apoio para atividades educacionais e cientificas das
seguintes empresas e fundagdes :
Biogen
FAP - DF
FAPESP
Genzyme — Sanofi
Libbs
Merck Serono

Novartis
Roche
Shire
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A DOENCA ESCLEROSE MULTIPLA Diversidade




A DOENCA PODE SER MARCADA POR SURTOS E
PROGRESSAO

MS Relapse Symptoms

Memory or thinking problems

Vision changes ——— Whole body: Um episddio neuroldgico tipico de
Speech changes — Fatigue sintomas novo ou piorado que
//. 2 -} . Va
Chewing/swallowing -~ Gonmnation acontece pelo menos 30 dias apds
Dizziness/poor balance e 2 7 .
Hand/arm weakness A qualquer episddio anterior, dura
1
or stiffness pelo menos 24 horas, ndo é atribuido

Bladder or bowel problems -~ &3 Numbness/tingling

a outra causa e ocorre na auséncia de
infeccdo ou febre.

Pain
Burning
Itching
Difficulty walking

Leg/foot weakness

/AN NN NN
0010205014050 601708090 1100

Figura 1 — Disponivel em https://irelandms.com /what-is-a-ms-relapse /. Acessado em 26 de junho de 2018
Figura EDSS — Disponivel em . https://www.roche.com/research _and development/what we are working on/neuroscience /ms/measuring-multiple-sclerosis-glossary.htm. Acessado em 26 de junho de 2018

Gradativa piora
das funcées



https://irelandms.com/what-is-a-ms-relapse/
https://www.roche.com/research_and_development/what_we_are_working_on/neuroscience/ms/measuring-multiple-sclerosis-glossary.htm

Evolucao da Esclerose Multipla

! RECORRENTE-REMITENTE )
1 SECUNDARIA

Pré-clinica PROGRESSIVA
(RIS)

INFLAMACAO PERDA AXONAL

Severidade da incapacidade

Tempo (anos)

r Mm MMM 22N 1 A

Eventos MRI

\'4

CIS=Sindrome clinica isaolada; MRI=Imagem de ressonancia magnética;
RIS=Sindrome radioldgica isolada

Stive O et al. Drugs 2008;68:73-83. Imagem adaptada de Compston A, Coles AJ. Lancet
2008;372:1502-17.



what people see

Multiple Sclerosis ., &

Issues

bladder issues numbness

bowel issues seizures

breathing issues sexual issues
depression spasticity

dizziness & vertigo speech difficulty
fatigue swallowing difficulty
flu-like symptoms tremors

headache vision issues
Insomnia WEELQESS

what people don't see

Doenca progressiva: o que os olhos ndo veem o paciente sente

Disponivel em https://www.mymsteam.com/resources/ms-what-people-dont-see-infographic. Acessado em 27 de junho de 2016



https://www.mymsteam.com/resources/ms-what-people-dont-see-infographic

O QUE REALMENTE VEMOS?

“A doenca SP pode ser considerada
como a forma evolutiva na qual o
tempo ndo foi ainda suficiente para se
iniciar a progresséo”

Grey matter White
atrophy matter
atrophy

N

Disability

Trends in Neurosciences



NAO EXISTE UM TRATAMENTO PARA A ESCLEROSE MULTIPLA QUE PROMOVA A
CURA OU INTERROMPA COMPLETAMENTE O CURSO DA DOENCA

A esclerose multipla € uma doenga crénica do sistema nervoso central, altamente
debilitante e que atinge predominantemente mulheres (3:1) entre 20 e 40 anos.

H& uma alta carga e impacto da doengca uma vez que os estdgios mais iniciais da
doenca ja estdo associados a diminuicdo da produtividade e significante geragdo
de custos para o sistema de saude.

Ndo existe cura para a Esclerose Multipla, entretanto, as drogas modificadoras da
doenca (DMDs) podem retardar a progressdo da doenga e algumas vezes,
melhorar a incapacidade.
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0 IMPACTO SOCIAL




PREVALENCIA DA EM

3,0 milhoes de pessoas com EM

A prevaléncia varia ao redor do mundo
20 a 30/100.000 no Brasil
40.000 pessoas no Brasil

Frequéncia duas vezes mais alta em mulheres do que em homens
Causada por uma interagcao complexa de fatores ambientais e geneéticos
Meédia de idade de inicio precoce: 20 a 40 anos de idade

EUA: principal causa de incapacidade e aposentadoria em pessoas
< 50 anos

Escandinava: 50% pessoas com EM desempregados < 40 anos



CENARIO DA EM NO BRASIL: PREVALENCIA EM 19

ESTUDOS

prevaléncia
nas regides
Sul e sudeste

Nordeste
53 MM — 62.7% descentes de africanos
2002: 1.36/100.000 — Recife/PE

Centro oeste
14 MM - 50.6% populacédo mestica
Clima: tropical
2004: 5.85/100.000 (Portela)
2008: 4.41/100.000 (Grezsiuk)

Sudeste (RJ, MG, SP)

*  Maioria branca 56.7%

+ Latitude entre 15° e 25°

» Clima predominantemente tropical

« 1992:4.27/100.000/ 2001: 15/100.000

e 1999: 5/100.000 /2011: 20/100.000
MG:
e 2001:18.1/100.000/ 2008: 12.5/100.000

Sul
* 27 MM - 78.5% brancos
* Regiao mais fria do pais
» 2004: 12.2/100.000 — Florianépolis /SC
» 2005: 14.8/100.000 — Londrina/PR
» 2014:27.2/100.000 — Santa Maria/RS




O IMPACTO DA ESCLEROSE MULTIPLA

A EM é uma doenga inflamatéria cronica desmielinizante do SNC caracterizada por atividade continua da doenga,
com profundos efeitos sobre a independéncia e a qualidade de vida (QolL)'? do paciente

« A média da expectativa de vida em * Disfungéo cognitiva aparente em 43% a 65%

H 5
pacientes com EM é reduzidaem 5a7 dos pacientes

anos’ * Em muitos paises, é a CAUSA MAis comum

» Afeta principalmente adultos jovens, com de incapacidade neurolégica ndao
30 anos de idade, economicamente traumatica em adultos iovensl
ativos'?

* A progressdo da doenga leva a um acimulo de * Os custos diretos sdo altos e aumentam com a
incapacidade ao longo do tempo® gravidade da doenga®
* A alta frequéncia de surtos no inicio da doenga tem * Altos custos indiretos
correlagéio com a progressdo da incapacidade” * Queda da frequéncia do paciente e do cuidador ao
* Diminuigéo da QoL dos pacientes e trabalho®

cuidadorest 28

1. Frisullo G, et al. 3 Neuroimmunol 2012;249:112-116; 2. Zwibel HL. Adv Ther 2009;26:1043-1057; 3. Browne P, et al. Neurology 2014;83:1022—-1024.; 4.
Markowitz CE, et al. Am J Manag Care 2010; 16:5211-S218; 5. Rao SM, et al. Neurology 1991;41:685—-691; 6. Howard J, et al. Neurol Clin 2016;34:919-939. 7.
Scalfari A, et al. Brain 2010;133:1914-1929; 8. Campbell JD, et al. Mult Scler Relat Disord 2014;3:227—-236 .9. Marie RA et al. Neurology. 2015; 85(3):240-
247.10. 14. Associagdo Brasileira de Esclerose Mdltipla (ABEM). Primeiro Consenso dos Direitos dos Pacientes de Esclerose Mdltipla. Outubro de 2016..



IMPACTO NA CARREIRA

Brasil.....
90% A média de idade para aposentadoria

entre pacientes brasileiros com EM é de

39 anos'

80% 77%

70%

60%
Estudo brasileiro verificou que
-g o 49% 0 . *
3 90% 34% dos pacientes avaliados
a
estavam empregados’
5 40% Preg
=S

29%

30% 28%
20%
10%
0%
0 1 2 3 4 5 6 6.5 7 8 9
EDSS

Figure 5. Workforce participation: proportion of patients below retirement age (N = 13,391) employed or self-employed
(N =06769). Workforce participation decreases rapidly with advancing EDSS, from normal population levels at EDSS 0 to
only a few patients being able to work at EDSS 9. EDSS: Expanded Disability Status Scale.

1. Silva, 2016. Cost analysis of multiple sclerosis in Brazil: a cross-sectional multicenter study. BMC Health Services Research (2016) 16:102. DOI 10.1186/512913-016-1352-3.
2. Kobelt, G. et al. New insights into the burden and costs of multiple sclerosis in Europe. Multiple Sclerosis Journal. 2017, Vol. 23(8) 1123—- 1136



IMPACTO ECONOMICO DA ESCLEROSE MULTIPLA

C

Aproximadamente 90% dos
custos totais de pacientes cc
doenga leve a moderada
foram com medicamentos' €1

Para o Brasil, a média total
de custos diretos por ano foi
de USD 19.012,32 por

paciente!

Aproximadamente 64% dos pacientes com doenga grave tiveram
aposentadoria precoce devido & doenga’

$

1. Da Silva NL, Takemoto MLS, Damasceno A, Fragoso YD, FinkelsztejnA, Becker J, et al. Cost analysis of multiple sclerosis in Brazil: a cross-sectional multicenter study. BMC

Health ServRes. BMC Health Services Research; 2016;16(1):102.
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MEDICAMENTOS ORAIS E INJETAVEIS Quando iniciar 2




Mais drogas imunossupressoras mais potentes...

Everolimus
Sirolimus J,l' |7FKT?B

AEBOT1

Mycophenolate

Azathioprine Tacrolimus CP6905500
Corticosteroids \/ Cyclosporine

1960

Anti-Thymocyte
Globulin (ATG)

Muronomab OKT3 N
horse ATG Basilximab tanercerpt \ Belatacept
- Infliximab . ——
Rituiximab Abatacept




MINISTERIO DA SAUDE
SECRETARIA DE ATENCAO A SAUDE
SECRETARIA DE CIENCIA, TECNOLOGIA E INSUMOS ESTRATEGICOS

PORTARIA CONJUNTA N° 10, de 02 de abril de 2018.

Aprova o Protocolo Clinico e Diretrizes Terapéuticas da Esclerose Miultipla.

Disponivel Nao disponivel

Betainterferona

Glatiramer
Natalizumabe - QOcrelizumabe
Fingolimode - Alentuzumabe

Teriflunomia
Fumarato de Dimetila



Janelas de Oportunidade

A
“Window of
opportunity 2":
nps Early
= w':du'_ﬂ °1f” ] treatment
E opportunity 17 optimijzation
» || Early treatment r Natural history
o
sif 4
]
=
O Delayed treatment
at diagnosis
>

First symptoms of Multiple Sclerosis

J Neurol (2016) 263:1053-1065



Os impactos do tratamento tardio sobre o
paciente

Time is brain!
|

l

‘ Histéria Natural

Tratamento
Tardio

Incapacidade

Curso da doenca

Figure: http://multiple-sclerosis-research.blogspot.co.uk/2012/06/research-dmt-slow-onset-of-progression.html
Accessed 4 June 2013. Based on a review of Bergamaschi R et al. Mult Scler 2012



FALHA TERAPEUTICA

Considerar 3 “Low”, 2 “medium”, ou 1
"high” como indicador de um

: tratamento subotimo assim
Re'ar i ng":ss'on justificando uma mudanga de

tratamento.

MRI

Figure 2: Revised analog model for assessing the level of concern with

regards to considering treatment modification.
Freedman M5, Selchen D, Arnold DL, et al. Treatment optimization in MS: Canadian M5 Working Group updated

recommendations. Can 1 Neuraol Sci 2013;40(3):307-323.



PROTOCOLOS
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Baixo
Risco

Nao
tratar

Alto Risco

Acetato de
glatiramer 20mg SC

Acetato de
glatiramer 40mg SC

Betainterferona-1a
44mcgSC

Betainterferona-1a
22mcg SC

Betainterferona-1a
50mcg SC

Betainterferona-1b
9,6 milhdes Ul SC

Teriflunomida 14mg
VO

Atividade Baixa

Acetato de glatiramer 20mg SC
Acetato de glatirdmer 40mg SC
Betainterferona-la 44mcg SC
Betainterferona-la 22mcg SC
Betainterferona-la 50mcg SC

Betainterferona-1b 9,6 milhdes Ul
SC

Fumarato de dimetila 240mg VO
Teriflunomida 14mg VO

Betainterferona-la peguilada
125mcg SC*

Atividade Alta

Alentuzumbe 12mg IV
Fingolimode 0,5mg VO
Natalizumabe 300mg IV
Daclizumabe 150mg IV*
OCRELIZUMABE 600mg IV*

Sem resposta adequada ou com

eventos adversos incontornaveis

Doeng¢a mantém
atividade baixa

Doenga torna-se
altamente ativa

Trocar entre os
medicamentos
acima

Proceder como
atividade alta

Se ndo apresentar
resposta adequada
ou tiver efeitos
colaterias
incontornaveis

Se apresentar
resposta a
terapia

Manter
tratamento ou
proceder como
atividade baixa

Trocar entre os
medicamentos
acima

Ocrelizumabe

Com atividade

600mg IV

Sem atividade

OCRELIZUMABE
600mg IV

Se ndo apresentar
resposta as
terapias acima

Cladribina
3,5mg/kh VO*
Ciclofosfamida IV
Imunoglobulina IV
Rituximab IV
T™MO

|

Atividade Alta Atividade Baixa

?Izer:tguli/umbe Betainterferona-
1b 9,6 milhGes Ul

Fingolimode sc
0,5mg VO
Natalizumabe OCRELIZUMABE
300mg IV 600mg IV*
Daclizumabe
150mg IV*
OCRELIZUMABE
600mg IV*

12

Sem resposta adequada ou com eventos
adversos incontornaveis

Ciclofosfamida IV
Mitoxantrona IV




Direcao Geral de Sadde — NORMA | Portugal

= O medicamento prescrito & da eeclusiva responssbilidads do neurclogista de centre de tratameanto de ssclercse miltipla ou da  consulta de neurolegia de esclercce multipla

- Os doentes efou os representantes legais devemn ser informados e esclarecidos da necessidade do plano terapeutico da esclerose miiltipla, com a terapéutica modificador da doenca, dos
efeitos adversosfsecundarios, beneficlos eriscos da terapéutica

- A monitorizacdo da eficacia terapéutica devem ser avaliadas pericdicamente através da marcacao de consulta com:
=  AwalisgSo clinica: alteracio no exams neurclagice efou na EDES: n % de surtosfano: gravidade de surtos: nP de ciclos de corticoterapia prescrita via endovenoca (EV)
= AwvslisgSc imagiclSgica: slterscSo no numers de le=Se= em T2 /0P n= AM cerebral {& medular =e clinicamente indicadc); exizténcia de |le=fe=s ativas

Sindrome clinica Surto-remissao
isolada (5R)

l l

Formulacoes de IFM-B
Acatate da glati rSmaro Formulagbes tElAEE

TerifMunomida

Teriflunomida
Fumarato de Dimetilo
Rt

Alemiuzumab

ADULTO
rapida evolucdo progressiva com recidivante

l ' l

Matallzumalo Mitoxantrons
Fingolimod Formulacces de IFN-B
Mitoxantrons
MITOXANTROMNA

= Mo inicic do tratsmentoc

baszesdas na situag3c  dinica,
beneficiofrisco

| |

Fingolimod

MNawalizumab

NATALIZUMAB

Crewvem ser cumpridos wm conjunts de pru:edl‘nenms

3) Estratificag3e doutente tends em conta 3 varidweis

- En-r-ulagu paravirus |- o oo pocitiva a ttulacSo

- Historia passada do uso de MUNossUpressores

- Duragdc do trataments com natsizumab

bl Avaliscio previa da imuncoompetendca do doesnte

) Drurants o tratsmmentac

= yigildnoa dinica

=  RM-ce para despeste de LMP

o)) Deentes com serclogia paramn.ls_[ ne;gat\ra:repem B/eM
) Doentes com serclogia para virus I positiva. a continuacdo
detrataments 218 M deve ser discutids com o dosnte ou sew
representants legal considerando a relacio benefidolrisoo.

A terapfurica modificadora de Z® linha ou para escalonamento terapdutico deve ser
contexto  individual

IDADE PEDIATRICA

Sindrome clinica sSurto-remissdao
isnlada (SR}

1 1

Formulagies de IFM-2

A terspautica modificadora de 23 linha ou para

e=calonamentos teraptutico deve =er baz=ada ns

avaliacdo cardiaca oom situacao clinica, contexto individual de cada
o eletrocardiograma = doente. avaliacdo beneficiofrisoo
o cC3ga doente. Svalisgso e e -

ejecidoc wenoricular
esguerds devers =er
SLERL)

- Drurante o tratamento:
monitorizacio clinica,

Mitoxantrona cardiaca e analitica

Alemwzumab

o s e 5 i,

Durante o WalaMents com Interferdo B, reriflumvemida, Tumararo de dimetilo,
Tingolimod & natalizumaly SEVE 87 Bresciilo Lonrolo analilicy para
EfEDs SerLndanos NOunco oIopenias & aiteraches gas ransaminasses.

o} Avsliagio previa por

- D e e = sdo du adh o mrnix i)

- Cacdicizga: & P P R 3o dex af
carchcwescularcy]

qummm oios 05 dentes:
& monRtorzacso oom DOE conminws duranD: & horas pera cemecio o Sinais &
Eintomas de bradicarda
= 5= gproomrerem efeitos candisoos cinicaments relsvantss 3 montorizaces deve ser prolongsds
ate & sum resohecao:
= mnﬂm’
- mﬁmmmemmﬂmn
- e B e 2T g Mot £2a

[Wencietmet)

Matalizumab

ALEMTUZUMAB

Cewem Ser Cumpridos wm  onjunte de  procedimentos,
NoMEeSoSmente:

a) A administracio de alemtuzumab deve ser efetuada em centro
de trataments de EM 8m regime de internaments ou em hospial
dodizsab Eupﬂf\fﬂﬂ#ﬂﬂ nnumlug:hm SRS S E‘M:
b) Deve sar indicada a vacdinacSo contra o wWirus Varicels-Zoster &m
doentes com anticorpos negativos para a warcela e efetuada
avaliscio de imuncoompetEncia do doente

) Para prevenir a5 reacbes & infusdo dewve ser prescrila anies de
3da agminisiracde ce alemuzumab: ant-histaminico, corbcoide e
antiparetco;

d]DeveserprE:ntatempeunca profilatica para infegbes her'pmmﬁ
ap-ns o cdo de ratamento com 3emtuzamab durante wm periodo
minimo de 1 més

=) Monitorizacao  lkeboratorisk  hemograma  com plagustas,
creatnina sérica & sedimento urinario (mensal) & provas de funcso
tirgideia (trimestral), pelo mencs st 48 meses apos a Gkima
7 Mulheres em idade TErLiL Meodos CoNratetivos durante pelo
menos 4 meses 3pds c3da ooo de ratamente (rsoe paraa gravida
-categona C na dassificacdo da FDAL



MULTIPLE SCLEROSIS OVERVIEW

PRESENTATION ATTACK

Most typical and common symptoms? Attack (or relapse)®

— Acute unilateral optic neuritis — Sensory symptoms in a CNS pattern A monophasic clinical episode with patient-reported

- Double vision - Lhermitte’s symptom symptoms and objective findings typical of multiple sclerosis,

— Facial sensory loss/trigeminal — Asymmetric limb weakness reflecting a focal or multifocal inflammatory demyelinating
neuralgia — Urge incontinence or erectile dysfunction event in the CNS, developing acutely or subacutely, with a

— Cerebellar ataxia and nystagmus — Slowly progressive neurologic duration of at least 24 hours, with or without recovery, and in the

~ Partial myelopathy symptoms (mostly motor) absence of fever or infection

CIs RELAPSING MS PROGRESSIVE MS

>
@)
@)
-
=
<
@)
O
m
_l
v
>
_l
>
<
m
Z
—
@)
z
>

. Highly-active SPMS PPMS
w ' o (secondary progressive MS) (primary progressive MS)
[
g 1st attack Noclinical § 1n nthe 1 relapse and new Steady increase in Steady increase in
z suggestive attacksand § pr gadolinium-enhancing lesion(s) neurological disability neurological disability
E of MS stable MRI and/or significant increase in independent of relapses independent of relapses
T2 lesions while on DMTs (disease progression) (disease progression)
2 or more relapses in the folllowirlwg an initial from disease onset
previous year and MRI activity SERNESE M COvE N0
in patients not on DMT
- Glatiramer acetate Active : mab ' ~ Cladribine No licenced treatments Ocrelizumab
—Interferon beta monitoring § = — Fingolimod

N with clinical — Natalizumab
- 0 Z assessment J§ = e ~ Ocrelizumab
z - and MRI - ! —Mitoxantrone
=
5
=

- Offer high-dose corticosteroids for management of acute disabling relapses after ruling out infections (pseudo-relapse®)

3 Offer treatment for ongoing symptms such as bladder disturbance, constipation, spasticity, and pain

o Promote brain health including smoking cessation, regular exercise, healthy diet, and weight loss if appropriate

s Treat comorbidities including depression, hypertension, diabetes, and osteoporosis

ICNS=central nervous system; CIS= clinically isolated syndrome; MS= muitiple sclerosis; SPMS= secondary progressive multiple sclerosis;
PPMS=primary progressive multiple sclerosis; DMT= disease-maodifying therapy; MRI=magnetic resonance imaging; Std=Standard

BMJ 2018;363:k4674 doi: 10.1136/bmj.k4674 (Published 27 November 2018)



NHS /NICE ALGORITMO DE TRATAMENTO

- REINO UNIDO

Treatment algorithm for single clinical episode with radiological
activity

Single clinical episode
without MRI abnormalities
allowing the diagnosis of MS

e Notreatment [note 1]

Single clinical episode with e Notreatment [note 1]
MRI abnormalities fulfilling e Interferonbeta laor glatiramer
the McDonald criteria for acetate[note 2]
relapsing remitting MS e Alemtuzumabor ocrelizumab [note 3]

Treatment Algorithm for Multiple Sclerosis Disease-modifying Therapies 4 September 2018 NHS



NHS /NICE ALGORITMO DE

TRATAMENTO - REINO UNIDO

Treatment algorithm for first-line therapy of relapsing-remitting
multiple sclerosis (RRMS)

e Interferonbeta 1aand 1b (Extavia)

e Dimethyl fumarate [note 5]

e Glatiramer acetate

e Teriflunomide

e Alemtuzumab or ocrelizumab [note 7]

RRMS: 2 significant relapses
in last 2 years

RRMS: 1 relapse in last 2 years AND e Interferonbeta 1aand glatiramer
radiological activity acetate [note 6]
e Alemtuzumab or ocrelizumab [note 7]

‘ _ e Alemtuzumab or ocrelizumab [note 8]
Rapidly evolving severe MS e Cladribine [note 8]

e Natalizumab

Treatment Algorithm for Multiple Sclerosis Disease-modifying Therapies 4 September 2018 NHS



NHS /NICE ALGORITMO DE TRATAMENTO

- REINO UNIDO

10. Treatmentalgorithm forintolerance to first line therapy

First line drug Alternative
First line drug
note9
¢ Interferonbeta laand [ - ]b g
- ¢ |nterferonbeta 1aan
RRMS: 2 significant relapses lt_’ (Extavia) 1b (Extavia)
in last 2 years ¢ Dimethyl fumarate -
e Glatiramer acetate ¢ Dimethyl fumarate

¢ Glatiramer acetate

Teriflunomide
¢ Teriflunomide

e Alemtuzumabor
ocrelizumab

RRMS: 1 relapsa.a in |E.IS't 2 ¢ Interferonbeta 1a ¢ Interferonbeta 1a
years AND .ra.dlologmal ¢ Glatiramer acetate e Glatiramer acetate
activity ¢ Alemtuzumabor

ocrelizumab

* Alemtuzumab or ocrelizumab

e Alemtuzumabor e Cladribine
Rapidly evolving severe MS ocrelizumab ¢ Fingolimod [note 10]

¢ Cladribine ¢ Natalizumab

¢ Natalizumab
Treatment Algorithm for Multiple Sclerosis Disease-modifying Therapies 4 September 2018 NHS




THE USE OF DISEASE-

MODIFYING THERAPIES Atualizad
o em
IN MULTIPLE SCLEROSIS: e
['HE USe OF DISEASE- Junho
Principles and Current Evidence MODIFYING THERAPIES 2019

IN MULTIPLE SCLEROSIS:
Princ ples and Current Evidence

A Consensus Paper by the
Multiple Sclerosis Coalition

(- S

»Coalition,

Updated July 2016
Original July 2014
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Agent - Self-Injected

Proposed MoA

Side Effects

Warnings/Precautions

glatiramer acetate™ "

(Copaxone®;
Glatopa®- therapeutic equivalent;

Glatiramer acetate injection)

20mg SC daily or 40mg SC three
times weekly

Indication: relapsing forms of M5

Pregnancy Cat: B

Mechanism of action in MS 1s
not fully understood.
Subsequent research suggests:
-Promotes differentiation in
Th2 and T-reg cells leading to
bystander suppression in
CNS.5°

-Increases release of
neurotrophic factors from
immune cells.®

-Deletion of myelin-reactive
T cells.”®

-Injection-site reactions
-Lipoatrophy
-Vasodilation, rash,
dyspnea

-Chest pain
-Lymphadenopathy™*

-Immediate transient post-mnjection
reaction (flushing, chest pain,
palpitations, anxiety, dyspnea, throat
constriction, and/or urticaria)
-Lipoatrophy and skin necrosis
-Potential effects on immune response

interferon beta-1a"’
(Avonex®)

30mecg IM weekly
Indication: relapsing forms of MS

Pregnancy Cat: C

Mechanism of action in MS 1s

unknown. Subsequent

research suggests:

-Promotes shift from Thl-

Th2.

-Reduces trafficking across
BBB_SRSQ

-Restores T-reg cells.”®

-Inhibits antigen
presentation.”®

-Enhances apoptosis of
autoreactive T-cells.*

-Flu-like symptoms
-Depression
-Elevated hepatic
transaminases

-Depression, suicide and/or psychosis
-Hepatic injury

-Anaphylaxis and other allergic
reactions

-CHF

-Lower penpheral blood counts
-Seizures

-Other autoimmune disorders
-Thrombotic microangiopathy




interferon beta-1a°’
(Avonex®)

30mcg IM weekly
Indication: relapsing forms of MS

Pregnancy Cat: C

Mechanism of action in MS 1s

unknown. Subsequent

research suggests:

-Promotes shift from Thl-

Th2.

-Reduces trafficking across
BBB_SRS"?

-Restores T-reg cells.*

-Inhibits antigen
presentation.>®

-Enhances apoptosis of
autoreactive T-cells.*®

-Flu-like symptoms
-Depression
-Elevated hepatic
transaminases

-Depression, suicide and/or psychosis
-Hepatic injury

-Anaphylaxis and other allergic
reactions

-CHF

-Lower penpheral blood counts
-Seizures

-Other autoimmune disorders
-Thrombotic microangiopathy

interferon beta-1a™
(Rebif®)

22mcg or 44mceg SC three times
weekly

Indication: relapsing forms of MS

Pregnancy Cat: C

Same as above

-Injection-site reactions
-Flu-like symptoms
-Abdomimnal pam
-Depression

-Elevated hepatic
transaminases
-hematologic
abnormalities

-Depression and/or suicide
-Hepatic injury

-Anaphylaxis and other allergic
reactions

-Injection-site reactions including
NEcrosis

-Lower penpheral blood counts
-Seizures

-Thrombotic microangiopathy

interferon beta-1h* %
(Betaseron®) (Extavia®)

0.25mg SC every other day

Indication: relapsing forms of MS
Pregnancy Cat: C

Same as above

-Flu-like symptoms
-Injection-site reactions
-Elevated hepatic
transaminases

-Low WBC
-See warnings®!-62

-Hepatic injury

-Anaphylaxis and other allergic
reactions

-Depression and/or suicide
-CHF

-Injection-site necrosis

-Low WBC

-Flu-like symptoms

-Seizures

-Thrombotic microangiopathy




Avent — Omral

Proposed MoA

Side Effects

Warnings/Precauntions

teriflunomide®®
(Aubagio®)

Tmg or 14mg PO daily
Indication: relapsing forms of MS

Pregnancy Cat: X

Mechanism of action in M35 is
unknown.%-%% It has been
shown to:

-Have a cytostatic effect on
rapidly dividing T- and B-
lymphocytes in the periphery.
-Inhibit de novo pyrimidine
synthesis.

It is a metabolite of
leflunomide (used in
rheumatoid arthritis (B.A)).

-ALT elevation
-Alopecia
-Diarrhea
-Influenza
-MNausca

-Paresthesia®™

-Hepatotoxicity

-Risk of teratogenicity

-Elimmination of teriflunomide can be
accelerated by administration of
cholestyramine or activated charcoal
for 11 days (confirm undetectable drug
level before conception)

-Decreased neutrophils, lymphocytes
and platelets

-Risk of infection, including
tuberculosis (TB screen prior to
treatment)

-No live virus vaccines

-Potential increased risk of malignancy
-Peripheral neuropathy (consider
discontinuation of treatment)

-Acute renal failure
-Treatment-emergent hyperkalemia
-Increased renal uric acid clearance
-Interstitial lung disecase
-Stevens-Johnson syndrome and toxic
epidermal necrolysis (stop treatment)
-Increased BP

-May decrease WBC: recent CBC
prior to initiation: monitor for
infections: consider suspension for
sernous infections: do not start
presence of infection

-Concomitant use with
immunosuppressants has not been
evaluated

Note: Some of these were carried over
from leflunomide use in RA

Boxed Warning
Hepatotoxicity and nsk of
teratogenicity




Agent — Oral

Proposed MoA

Side Effects

Warnings/Precautions

dimethyl fumarate®™
(Tecfidera®)

240mg PO twice daily
Indication: relapsing forms of MS

Pregnancy Cat: C

Mechanism of action in MS is
unknown. It has been shown
to

promote anti-inflammatory
and cytoprotective activities
mediated by Nrf2 pathway.

-Anaphylaxis and
angioedema

- Progressive multifocal
leukoencephalopathy
(PML)

-Lymphopenia
-Elevated AST

-Liver injury

-Anaphylaxis and angioedema

-PML

-Lymphopenia (consider discontinuing
treatment in patients with persistent
lymphopenia (<500) lasting over 6
months)

-Flushing

-Liver injury

-Flushing

-Gl symptoms

-Pruntis

-Rash®”
fingolimod®” Mechanism of action in MS -Headache -Bradvarrhythmia and/or
(Gilenva®) most likely involves blocking -Influenza atrioventricular block following first

of S1P receptor on -Diarrhea dose

0.5mg PO daily for patients lymphocytes thus preventing -Back pain -Risk of infections including serious

welighing =40kg
0.25mg PO daily for patients
welighing <40kg

Indication: relapsing forms of MS
in patients 10 yvears of age and

older

Pregnancy Cat: C

their egress from secondary
lymph organs.®’

-Elevated hepatic enzymes

-Cough

-Bradycardia following
first dose

-Macular edema
-Lymphopenia
-Bronchitis/pneumonia

infections — monitor for infection
during treatment and for 2 months
after d/c

-Avoid live attenuated vaccines during
treatment and for 2 months after d/c
-PML

-Cryptococcal infections

-Macular edema

-Posterior reversible encephalopathy
syndrome (PRES)

-Low pulmonary function tests (FE V1)
-Hepatic injury

-Increased BP

-Basal cell carcinoma

-Fetal risk: women should avoid
conception for two months after
treatment d/c

-Decreased lymphocyte counts for 2
months after drug d/c




Agent - Intravenous

Proposed MoA

Side Effects

Warnings/Precautions

alemtuzumab ™70

(Lemtrada®)

12mg/day IV on five consecutive
days followed 12 months later by
12mg/day on three consecutive
days

Indication: relapsing forms of MS
— Generally for patients who have
had an inadequate response to two
or more MS therapies

Mechanism of action i MS 1s
presumed to mvolve binding
to CD52. a cell surface
molecule present on T and B
lymphocytes, and on natural
killer cells. monocytes and
macrophages. This results in
antibody-dependent cellular
cytolysis and complement-
mediated lysis.”*77

- More than 90% of
patients in clinical trials
experienced infusion
reactions: skin rash. fever.
headache. muscle aches
and/or temporary
reoccurrence of previous
neurologic symptoms.
More ser1ous but
uncommon infusion
reactions include
anaphylaxis and/or heart
rhythm abnormalities.

- Serious adverse
reactions include
autommmunity. infusion
reactions. malignancies.
lmmune
thrombocytopenia (ITP).
glomerular nephropathies.
thyroid disorder. other
autoimmune cytopenias,
infections. pneumonitis

- Infusion reactions

- Autoimmunity (thyroid disorders,
mmmune thrombocytopenia (ITP).
glomerular nephropathies and/or other
cytopenias)

- Infections

- Malignancies (thyroid. melanoma or
Iymphoproliferative)

- Pneumonitis

- Stroke. cervicocephalic arterial
dissection

- No live virus vaccinations following
mfusion

Boxed Warning

Because of the risk of autoimmunity.
life threatening infusion reactions and
malignancies. alemtuzumab is
available only through restricted
distribution under a Risk Evaluation
Mitigation Strategy (REMS) program.




Agent - Infravenous

Proposed MoA

Side Effects

Warnings/Precautions

alemtuzumab (continued)

- Immediate and
significant depletion of
lymphocytes: herpes
simplex and zoster
infections more common
in patients who received
alemfuzumab in the
clinical trials. especially
soon after the infusions.
Prophylaxis with anti-viral
agent 1s recommended for
at least two months or
until CD4 count 15 >200.

natalizumab”™

(Tysabri®)

300mg IV every 28 days

Indication: relapsing forms of MS

The mechanism of action 1n
MS has not been fully

defined. It has been shown to:

- Block adintegrin on
lymphocytes, thus reducing
trafficking of lvmphocytes
into the CNS.”

- Headache

- Fatigue

- Urninary tract infection
- Lower respiratory tract
infection

- Arthralgia

- Urticaria

- Gastroenteritis

- Vaginitis

- Depression

- Diarrhea”™

- PML

- Hepatotoxicity

- Herpes encephalitis and meningitis
caused by herpes simplex and varicella
Zoster viruses

- Acute retinal necrosis

- Hypersensitivities

- Immunosuppression/infections

Boxed Warning
Because of the risk of PML.
natalizumab 1s available only through




Agent - Intravenous

Proposed MoA

Side Effects

Warnings/Precautions

natalizamab (continued)

a restricted distribution program called
the TOUCH® Prescribing Program.

ocrelizumab??
Ocrevus®)
600mg IV every 6 months

Indication: relapsing or primary
progressive forms of MS

The precise mechanism of
action 1s not known but is
presumed to mvolve binding
to CD20. a cell surface
antigen on pre-B and mature
B lymphocytes. causing
antibody-dependent and
complement-mediated
cytolysis.

- Infusion reactions
(potentially life-
threatening)

- Infections

- Possible increased risk
of malignancies (including
breast cancer. which
occurred i 6 of 781
treated patients and no
placebo patients)

- Infusion reactions that can include:
pruritis, rash. urticaria, erythema.
bronchospasm. throat mrritation.
oropharyngeal pain. dyspnea.
pharyngeal or laryngeal edema.
flushing, hypotension. pyrexia. fatigue.
headache. dizziness. nausea.
tachycardia. Premedication and
observation period recommended.

- Infections. mcluding respiratory tract
infections. herpes and potentially PML
- Hepatitis B reactivation

- Possible increased
immunosuppressive effect if
mmmunosuppressant used prior to or
after ocrelizumab

- Malignancies

- Administer all vaccinations at least 6
weeks prior to administration of
ocrelizumab: no live-attenuated or live
vaccines during treatment and until B-
cell repletion




JUDICIALIZACAO

Balango de decisoes Judiciais
De 2008 a 2017 => R$ 5,7 bilhdes => acréscimo de 1.321%

CNJ => entre 2016 e 2017 => incremento de 400 mil
processos judiciais

CNJ => Pedidos urgentes de remédios passardo por andlise de

medicos do Hospital Israelita Albert Einstein
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