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BOALA PARKINSON IDIOPATICA ‘o' MagnaPharm

Typical appearance of Parkinson’s disease

Stooped posture "
Masked facial
/ expression

Rigidity
Forward tilt
of trunk

Flexed elbows

& wrists Reduced arm

swinging
'
299}

Slightly flexed
hips & knees

Trembling of
extremities

Shuffling, short-
stepped gait

y
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Simptome motorii

e Bradikinezie (lentoare)

e Rigiditate (Tonus muscular
crescut)

 Tremor de repaus (membre,
barbie)

* Instabilitate posturala

* Mers cu pasi mici, aplecat
inainte, fara balansul
bratelor

e Facies cu mimica redusa

e Clipitrar

* Vorbire neclara

e Caderi

Simptome non-motorii

Anosmie (pierderea
mirosului)
Constipatie

Vise aievea
Hipotensiune ortostatica
Hipersalivatie
Hipersudoratie
Hiperseboree
Nicturie

Depresie

Anxietate

Psihoza

Dementa
Fatigabilitate
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Cand initiem tratamentul in Boala Parkinson?

In urma unui consult neurologic !

Imediat dupa diagnosticare daca exista suficienta afectare!

“DON’T DELAY! START TODAY!”
Afectarea membrului superior dominant
Efecte negative asupra activitatii profesionale
Subtipul bolii Parkinson : predominant rigid/predominant tremorigen/mixt
Scorurile obtinute la Scala Simptomelor Non-Motorii (NMSS)
DORINTA PACIENTULUI = DECIZIE IMPARTASITA

(simptome, co-morbiditati, tratamente concomitente, stil de viata, profesie)
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Boala Parkinson idiopatica

Clase de medicamente antiparkinsoniene

Inhibitori Inhibitori Agonisti Anticolinergice Blocanti ai Antagonisti
DDC cCoOMT dopaminergici receptorilor | selectivi ai

NMDA receptorilor
adenozin
A2A

L-Dopa Benserazida Selegilina Tolcapone  Ropinirol Trihexifenidil Amantadina  Istradefylline
Carbidopa Rasagilina  Entacapone Pramipexol Benztropina
Safinamida Opicapone Rotigotina Orphenadrina
(+inhibitor al Apomorfina Prociclidina
canalelor Na si Ca
voltaj dependente) Bromocriptina Biperiden
Cabergolina
Piribedil




Inhibitori MAO-B ‘'s'e; MagnaPharm
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Rasagilina Ratiopharm

RASAGILINA ratiopharm — contine substanta
activa originala RASAGILINA

aduce . INDICATII
expertiza
Azilect | -
pacientul " Boala Parkinson (BP) idiopatica
dumneavoastra

|. Monoterapie (de novo, BP la debut)(studii
TEMPO, ADAGIO)

Il. Adjuvant - in asociere cu levodopa (la
pacientii cu fluctuatii motorii de sfarsit de doza)
(studii LARGO, PRESTO) sau in asociere cu
agonistii dopaminergici (studiul ANDANTE)
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Rasagilina {4 MagnaPharm

Mecanism de actiune:

0% »inhibitor potent, ireversibil, selectival MAO-B

»produce o crestere a concentratiei de dopamina la nivelul corpilor striati, prin blocarea
degradarii dopaminei recaptate presinaptic din fanta sinaptica

* | »>creste disponibilitatea, transmisia sinaptica si timpul de actiune al dopaminei
»determina controlul/ameliorarea simptomelor motorii si non-motorii ale BP
»previne si controleaza complicatiile motorii si non-motorii

»ar putea influenta favorabil progresia bolii (declin functional mai lent, efect
neuroprotector)
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Efect neuroprotector

Studiile in vitro arata ca neuroprotectia asociata Rasagilinei pare a fi legata mai mult de
efectul antiapoptotic asociat radicalului propargil, decat de inhibitia MAO-B.

Dovezi convingatoare indica existenta unui
mecanism anti-apoptotic intrinsec.

Weinreb, O.; Amit, T.; Riederer, P.; Youdim, M.B.H.; Mandel, S.A., Neuroprotective profile of the multitarget drug rasagiline in Parkinson's disease, 100 () p.127-149,
International Review of Neurobiology 2011




-
= -

(e
o', MagnaPharm

STUDII CLINICE: Neuroprotectie

Rezultate: S-a observat imbunatatirea scorului UPDRS MOTOR la grupul tratat cu Rasagilina fata de

grupul de control. Fluxul sanguin cerebral regional (rCBF) in precuneus, in emisfera dreapta, a fost
redus in grupul de control fata de grupul Rasagilina, unde rCBF a ramas constant.

Concluzii: Rezultatele studiului evidentiaza ca introducerea rasagilinei in terapia antiparkinsoniana a

avut efecte benefice asupra perfuzarii in precuneus la pacientii cu BP, sugerand potentialul
neuroprotector.
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"Im, Jooyeon Jamie; Jeong, Hyeonseok; Chung, Yong-An; Park, Jong-Sik; Heo, Youngje; Oh, Jin Kyoung; Song, In-Uk, Neuroprotective Effects of Rasagiline in Parkinson's Disease: A
Regional Cerebral Blood Flow Study, Journal of Neuroimaging, J Neuroimaging 2019;00:1-5. DOI: 10.1111/jon.12661
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STUDII CLINICE: Simptome non-motorii  s: Magnapharm
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Hiposmia este un simptom comun, non-motor, al BP, cu o prevalenta raportata de 75-97% .

Intr-o cercetare clinicd, s-a ad3ugat Rasagilind la terapia dopaminergicd continud pentru pacientii cu BP (17
pacienti) pentru a imbunatati fluctuatiile motorii. S-a decis si evaluarea functiei olfactive la pacientii respectivi.
CONCLUZIE: S-a observat o imbunatatire semnificativa a scorului testului UPSIT (University of Pennsylvania Smell
|dentification Test) dupa 3 luni de tratament.’
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Tn cadrul unui studiu clinic pilot, randomizat, dublu orb, placebo controlat, s-a investigat efectul Rasagilinei
asupra fatigabilitatii asociate bolii Parkinson.

Treizeci de subiecti cu BP (16 barbati/14 femei), cu scorul fatigabilitatii MFIS de 67 * 15, au fost randomizati (16
primind rasagilina si 14 placebo). O imbunatatire semnificativa a fost remarcata in grupul Rasagilina (12 puncte),
comparativ cu placebo (8,5 puncte) de la momentul initial pana in saptamana 12 (P = 0,003).
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" Maria Victoria Alvarez MD ,Patrick Mark Grogan MD, Hyposmia in Parkinson's disease; c::;.';,':‘“* =
https://doi.org/10.1111/j.1440-1819.2012.02339.x

2 Lim, Thien & Kluger, Benzi & Rodriguez, Ramon & Malaty, Irene & Palacio, Rafael & Ojo, Oluwadamilola & Patel, Shnehal & Gujrati, Yogesh & Nutter, Benjamin & Swartz, Camille |
& Hennessy, Carol & Fernandez, Hubert. (2015). Rasagiline for the symptomatic treatment of fatigue in Parkinson's disease. Movement Disorders. 30. 1825-1830.
10.1002/mds.26429.
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https://onlinelibrary.wiley.com/action/doSearch?ContribAuthorStored=Alvarez%2C+Maria+Victoria
https://onlinelibrary.wiley.com/action/doSearch?ContribAuthorStored=Grogan%2C+Patrick+Mark
https://doi.org/10.1111/j.1440-1819.2012.02339.x

STUDII CLINICE - Monoterapie & Magnarham

STUDIUL ADAGIO STUDIUL TEMPO
= 1176 pacienti tratati 72 saptamani = 473 pacienti
= durata bolii Parkinson, luni (media, = durata bolii Parkinson 0,94 (1,10)-
SD) 4.5 (4.6) 1,15 (1,32) ani
= UPDRS total 20,4 (8,5) = UPDRS total 24,5 (11.6)-25,9 (9,5)
= UPDRS motor 14,2 (6,4) = UPDRS motor 17,6 (8,8)-18 (7,5)
= stadiul Hoehn & Yahr<1,5 = stadiul Hoehn & Yahr <3

Scala UPDRS (Unified Parkinson’s Disease Rating Scale)

Jesagiling ratiopharm 1 mg 7
compri 1 mg

Primate
fasagiling

Olanow CW, Hauser R, Jankovic J, et al. Mov Disord 2008. DOI: 10.1002/mds.22218 The Tempo Study - Arch Neurol. 2002;59:1937-1943



STUDIUL ADAGIO
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— _ Superioritatea tratamentului precoce cu
Superioritatea tratamentului precoce Rasagilina vs. tratamentul intarziat

cu Rasagilina vs. placebo (modificarea scorului UPDRS intre baseline si
(saptaménile 12-36) sapt.72)
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e Non inferioritatea pantelor in timpul fazei active a
g_ tratatamentului precoce fata de cel intarziat .
£ (Sapt. 48-72)
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- = wma Delayed-start (placebo-rasagiline)

Early-start (rasagiline—rasagiline)
Adaptat dupa Olanow et al.- Mov Disord. 2008 Nov 15;23(15):2194-201
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STUDIUL TEMPO

4 — RASAGIlina 1 mg
. Placebo
3 4 *¥p<0.001
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In studiul TEMPO, Rasagilina 1 mg Tn monoterapie a ameliorat statusul general =
. . o . A . . a ilins .
evolutiv al bolii, masurat prin scorul UPDRS, inregistrat din c—s:_“"'“" ratiopharm 1 g ‘]
n o .- . . . . OMprimate e
momentul inrolarii (baseline), timp de 6 luni de zile!2 rsaging
1. Parkinson’s Study Group. A controlled trial of rasagiline in early Parkinson disease: the TEMPO Study. Arch Neurol 2002; 5 91:937-1943. ‘ e I
2. Stocchi. Int J Clin Pract 2006; 60: 215 —Pharpy ||
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= Posibil efect modificator al evolutiei bolii' pt tratamentul cu Rasagilina 1mg/zi
(neuroprotector si antiapoptotic)

= Efect simptomatic asupra bradikineziei, rigiditatii, tremorului'?, distoniei
matinale, starii de “off” matinal®
= Amelioreaza unele simptome non-dopaminergice (ex. fatigabilitate, apatie,

cognitie, instabilitate posturala, freezing, mers)®# atat in stadiile precoce cat si in
cele avansate ale BP

= Varsta are o influenta minora asupra farmacocineticii Rasagilinei (> 65 ani)?
= Poate intarzia momentul introducerii altor terapii dopaminergice

= Amelioreaza fluctuatiile motorii, fenomenele “wearing-off” si reduce si
perioadele "off” in formele avansate ale BP.#
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1 Bajenaru O.A. - Actualitati Tn diagnosticul si tratamentul bolii Parkinson, Media Med Publicis, 2010; 2 Rasagilina ratiopharm, Rezumatul Caracteristicilor Produsului

3 Rascol O. et al. A double-blind, delayed-start trial of rasagiline in Parkinson’s disease (the ADAGIO study): prespecified and post-hoc analyses of the need for additional therapies, changes ii i
non-motor outcomes; Lancet Neurol 2011; 10: 415-23 W i
4. Stocchi F et al — Rasagiline for the treatment of Parkinson’s Diaease: un update. Expert Opin. Pharmacoter 2015; 16: 14 Sy |
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Profil de siguranta

= Tolerabilitate buna’

= Rasagilina intarzie initierea terapiei cu L-Dopa, scade necesarul de L-Dopa3 prin
inhibarea MAO si disponibilizarea unei cantitati mai mari de L-Dopa.

= |nteractiuni medicamentoase minime cu inhibitorii CYP1A2 (ex. ciprofloxacin),
simpatomimetice (decongestionante nazale si orale utilizate in infectii
respiratorii superioare) si inductorii CYP1A2 (ex. fumatul).

= Precautie la asocierea cu SSRI, SNRI, antidepresive tri- si tetraciclice? in doze
mari. Sunt permise Amitriptilina £ 50mg/zi, Trazodona < 100mg/zi, Citalopram
< 20mg/zi, Sertralina <100mg/zi, Paroxetina < 30mg/zi (la aceste doze riscul de
sindrom serotoninergic fiind mic)
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1 Chen JJ. Formulary 2006; 41 (Suppl): 18-24 ‘ g
2 Rasagilina ratiopharmRezumatul Caracteristicilor Produsului . % il

3 Olivier Rascol et al. A double-blind, delayed-start trial of rasagiline in Parkinson’s disease (the ADAGIO study): prespecifi ed and post-hoc analyses of the need for additional therapies, changes in UPDRS scores, and non-
motor outcomes; Lancet Neurol 2011; 10: 415-23
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RASAGILINA RATIOPHARM AVANTAIE

Sustinere co-plata prin card Infotreat,
cost ZERO RON pentru pacient!

Tolerabilitate buna’.

Complianta crescuta: O singura administrare 1mg/zi fara
legatura cu alimentatia®. Nu necesita titrare.

Eficacitate ca monoterapie la pacienti de novo sau in
combinatie cu orice alta terapie antiparkinsonianain
formele avansate ale BP.

Interactiuni medicamentoase minime?.

Nu induce insomnie, nu are efecte negative cardiologice,
nefiind metabolizat ca si selegilina, la amfetamine.

Se pastreaza la temperaturi <30 grade Celsius.

1 Chen JJ. Formulary 2006; 41 (Suppl): 18-24
2 Rasagilina ratiopharm, Rezumatul Caracteristicilor Produsului

~+¢ MagnaPharm
Q*‘f One Team. One Solution
o'_:\"_'.'---'

aduce _
expertiza

Azilect

< catre
pacientul
dumneavoastra

Rasagilina ratj
2oz 10pharm m
mmwimm 7

fasaglling

Mh‘""ﬂ Oraly




“Nu putem directiona vantul, dar putem ajusta panzele.”
Autor necunoscut

Salvador Dali
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