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Disclaimer

* Novartis employee
* No other disclosure

* Information provided in this presentation may contain recommendations outside the approved labeling of the drugs. It is
intended to provide you with pertinent scientific data to form your own conclusions and make your own decisions. This
information is not intended to promote or recommend any indication, dosage or other claim not covered in the licensed product
information.

*  This may contain information on products or indications currently under investigation and/or that have not been approved by
the regulatory authorities.

* These slides are not intended for wider distribution outside the intended purpose without presenter approval.

*  Novartis will not be responsible for any subsequent use outside the intended purpose or changes to the presentation by you
or any third party.

. This presentation is intended for non-promotional scientific purposes only and may contain information on products or
indications currently under investigation and/or that have not been approved by the regulatory authorities.

*  Novartis does not support the promotion of its products in a manner inconsistent with their approved labeling.

* This presentation is intended for educational, non-promotional scientific purposes only and is accurate at the time of
presentation.

. Any data about non-Novartis products are based on publicly available information at the time of presentation.



Aopn mapovoilaong

* TLELWVOL N NULKPAVLOL

* OEPATIEVTLKN TIPOOCEYYLON OTNV NULKpAvLa

* [EVIKEC apXEC MPOPUAOKTIKAC QYWYNG

* Qappaka TPoPUAAKTIKAC AYWYNC

* AltoTEAECMATIKOTNTO TWV BepaoTeLwy

* MNpoduAakTikn Bepameia TNC NUIKpOvVioG oTto HEANOV..
* O poAo¢ Tou PpappokomnoLou
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“Migraine is a debilitating condition characterized
by recurrent head pain accompanied by various
focal disturbances of the nervous system”



EI2AIQINH

= Y& MayKoouLo ninedo, o enMoAaopoc TtnC KepaAaAyiog eivar
47% Kol TNC nukpowviog eivat 10% ?

" H nuikpavia dtakpivetal og SU0 KUPLEC KATNyoplec pe Baon TN
oUXVOTNTA TWV NUEPWYV OEEWC TTOVOU2Z3
« EM: 1-14 nuépec nuIkpaviag/unva

* CM: 215 nuEPEC KEAAaAyiag ava unva yia TrePIccOTEPOUC ATTo 3
UNVEC, ME NUEPEC NUIKPAViIAg TOUAdxIoToV 8/unRva

CM, chronic migraine; EM, episodic migraine
1. Stovner et al. Cephalgia 2007, 27 193-210; 2. Headache Classification Subcommittee of the International Headache Society. Cephalalgia 2013;33:629-808; 3. Katsarava Z, et al. Cephalalgia
2011,;31:520-529;



H EMEIXOAIAKH KAI H XPONIA HMIKPANIA ©EQPEITAI OTI
ANHKOYN 2TO I1AIO QAZMA

Episodic Migraine (EM)

* Headaches (untreated or unsuccessfully * Headaches (tension-type and/or migraine)
treated) occur <15 days/month? occur 215 days/month for >3 months?

e Headache has features of migraine without
aura for 28 days/month?

Approximately 92% of migraineurs have EM (<15 HD/month) and
8% have CM (215 HD/month)?*

1. Katsarava Z et al. Curr Pain Headache Rep 2012; 16:86—-92; 2. The International Classification of Headache Disorders, 3rd edition (beta
version) Cephalalgia 2013; 33(9) 629-808. 3. Lipton RB, Headache 2015;55;S2:103-122; 4. Buse DC, et al. Headache 2012;52(10):1456-1470



Migraine: Classification (International Headache Society Diagnostic Criteria ICHD-

3b)?

Migraine without aura

N

Migraine with typical aura

Migraine with brainstem aura

Migraine with aura —

—

v v vV

Retinal migraine

Chronic migraine**

Probable migraine

Without aura

With headache |

Type 1

Without headache

Type 2

Type 3

>| Other loci

**As per ICHD2, chronic migraine can be
considered as a complication of episodic
migraine?

Episodic migraines occur on fewer than 15
days/month?

Chronic migraine is characterized by headaches
on 15 or more days/month for at least 3
months; with the features of migraine
headache on 28 days per month?

Recurrent gastrointestinal disturbance

Episodic syndromes that

may be associated with

Benign paroxysmal vertigo

migraine

Benign paroxysmal torticollis

Cyclical vomiting syndrome

Abdominal migraine

1. Headache Classification Committee of the International Headache Society. 3rd edition (beta version). Cephalalgia 2013;33:629-808; 2.

Lipton BR, et al. Headache 2015;55:103-122



Migraine is the 6t leading cause of years
lived with disability (YLD) worldwide

* The Global Burden of Disease study found that migraine affects
more than 10% of the world population and is a leading cause
of YLD?

Rank of Migraine as a Cause of YLD* by Region in 2013:1

*YLD represents number of years of healthy life lost due to disability caused by
the non-fatal experience of disease or injury in a population?

ad _ AR\ Ai;,a East Asia,
Caribbean/ ‘ T i e _

Latin America:

1. Global Burden of Disease Study 2013 Collaborators. Lancet. 2013;386:743-800; 2. http://rd.springer.com/book/10.1007/978-1-4020-5614-7/page/191; Accessed 15/01/2016



H ENINTQ2H THZ HMIKPANIAX EINAI METAAYTEPH
2T12 TYNAIKE2

= HAwkia: 30 - 39 €tn, 1000 yla avtpeg (7.4%), 000 Kal yLo YUVOLKEC
(24.4%)1

" H eMUMTwon HELWVETAL O€ NALKIEC Avw TwV 60 ETWV TOOO YL TOUG Avtpeg (1.6%) 000 Kal yla TG YUVakeC (5.0%)1

u I'UVOLiKEC :20-40 years (1.5-to 2.9-fold higher vs. men)3

" H eMUMTWOoN TNC NUIKPAVIOC LELWVETOAL LLE TNV NALKLAL 2
» Xwplc Stadopa otnv snimtwon availoya pe duin/edBvikotnta 4

US, United States; vs.; versus

r
1. Lipton RB et al. Neurology. 2007;68:343—-349. 2. Bigal ME, et al. Neurology 2006;67:246—-251; 3. Victor TW, et al. Cephalalgia
2009;30:1065-1072; 4. Stewart WF, et al. Neurology1996;47:52-59



To IHS diaxwpilel TNV nuIKpavia oe U0 KaTnyopiect
Huikpavia xwpic aupa ~70% TwV ETTEICO0IWV
Huikpavia pe aupa ~30% TwV €TTEICODIWYV

Hutkpavio xwpig avpa (~70% 2
TOUAQXLOTOV 5 TtELOOOLA IOV
TTANPOUV TO MOPAKATW Kpttipla 3:
* Alapkela Tou enelcodiov 4-72 wpeg

wpic Oepancia | XwWpig anoteAsopatikn
EPAMEVUTIK OQVTILUETWILON)

* Eva amo: vautio/EpeTo

dwtodofLa/dwvodofLa

* AUO amO: |LOVOTIAEUPN EVTOTILON ,
Throbbing/pulsating, emibelvwon pe
TN 6paoTNPLOTNTA, LETPLAG N
coBapnc evrtaong

H abpa gival éva moAUmAoko
VEUPOAOYLKO CUUITTWLAL TIOU
SLapkel €wg ~ 60 min. Epdavileon
H LlLKpOLV'LOl. NPV, KATA TN SLApKELa TOU

TO UAXmGTO TIOVOU KOl OTTAVLAL META TV PAoh

I o 2
e Not T[)\I’]p,OUV'[ TOU TOVOU
NMLKPAVLOC XWPLY TUupdO

e TOL CUMTTTWHATA TNEC AUPOLC
nepltAapBavouv: dLatapoxee
OpoonC, aLoBNTIKOTNTAC Kol
AOyou

1. Lipton RB, et al. Neurology 2002;58:885-894
2. Lipton et al. 2002;58:885—-894; 3. The International Classification of Headache Disorders,
3. 3rd edition (beta version) Cephalalgia 2013;33(9):629-808



H HMIKPANIA EMOANIZETAI ME ZTAAIA 1MOY MIMOPOYN NA AIAPKEZOYN EQz KAl
HMEPEZ !!1]

~30%—-40% ~30% 100% ~70%

Associated
Features
Prodrome Aura Headache Postdrome
(Pre-Headache) (Post-Headache)
Few hours to >1 hour 1-72 hours Few hours to few
few days days

Figure based on information from American Headache Society 2015, Burstein et al. 2015, Ng-Mak et al. 2011, Charles et al. 2015.

1. American Headache Society, http://www.achenet.org/resources/migraine_attack_the_four_phases/ Accessed 30 Nov 2015; 2. Burstein R, et
al. J. Neurosci 2015;35:6619-6629; 3. Ng-Mak DS, et al. Headache 2011;51:105-117; 4. Charles A and Hansen JM. Curr Opin Neurol.
2015;28:255-260; 5. Lipton et al. Neurology 2002; 58:885-894



2YMINTQMATA HMIKPANIAZ 2THN QAZH TOY NMONOY

= During the most debilitating phase of migraine attack, pain ranges from mild to
severel
= Migraine can affect the entire body

Unilateral pain (may become bilateral)

Migraine pain may occur in eyes, sinuses, jaw

Pain lasts from 1 hour to 72 hours

Pain worsened by physical activity

Increased sensitivity to sound (phonophobia)

Increased sensitivity to light (photophobia)

Increased sensitivity to odors (osmophobia)
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Depression or severe anxiety
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Nausea and vomiting

Hot flashes and chills

Dizziness and vertigo

Dehydration or fluid retention

1. American Headache Society, http://www.achenet.org/resources/migraine_attack_the_four_phases/ Accessed 30 Nov 2015



Personal impact of
Migraine in Europe

[ o= S S S > S R I P \r ___________________________

Migraine-attributed lost work, housework and
social days (in the past 3 months)

Proportion of patients (%) by number of days
lost in preceding 3 months
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= Personal impact of migraine is high with mean lost workdays of about 1 day/month in both
the genders and mean lost housework days of about 1 day/month in in males but
approaching 2 days/month in females personal impact

= Most measures indicate higher impact among females

= Lost useful time is substantial
* 7,8% of males and 12,2% of females with migraine lost >10% of days

1. Steiner TJ, et al. J Headache Pain 2014;15:31:1146-1158



ANOYZIA AIO THN EPTAZIA KAI
MEIQOMENH NAPAIQIr'iKOTHTA

e OL aoe EVE i,q TTOVv Absenteeism and reduced productivity by

ovVaTTUooUV Xpoviotnta :

. ope . 300
* Significantly more time

missed at work because of
headaches (RR = 6.56, 95%
Cl: 4.60-9.35)1

250 A

200 A

 More time where work
productivity was reduced
by 250% in the previous 3
months because of
headaches (RR =5.23, 95%

150 -

100 -

Mean no. of hours lost/person/year

50 A

Cl:4.10-6.67; p<0.01)!

Abbreviation: Cl, confidence interval; RR;relativerisk:
1. Munakata J, et al. Headache. 2009; 49(4) 498 508.

migraine status?

1 mChronic migraine B Episodic migraine

256

85,7

13,7

Absenteeism Reduced productivity

15



AIAQOPIKH AIATNQZH HMIKPANIAZ

= AEN umdpyel StaBeoun e€etaon N Blodeiktng yia va
1ebel n Stayvwon tTne nuikpaviog !

= H ddyvwon givat KAwviKA Kat €€ anokAswopou !

= CT R MRI scans tapoti dgv BEtouv TV dLtayvwaon tTne
NULKPAVLAC, XPNOLLLOTIOLOUVTOL YLOL OLTTOKAELOMO TWV
MLNTWV

= H dudyvwon tng nUKpaviac pe N xwplc avpa tiBetal pe
ICHD kpttripla -2

ICHD, International Classification of Headache Disorders

1. Katsarava Z, et al. Curr Pain Headache Rep 2012;16:86-92; 2. Headache Classification Committee of the International Headache Society. 3rd edition (beta version).
Cephalalgia 2013;33:629-808



Migraine Is under-diagnosed and under-treated

44% had never received a medical diagnosis of migraine
49% treated their attacks with OTC medication only

29% treated their attacks with both prescription and OTC acute
medications

26% had received preventative medication for migraine in the
past but discontinued

12% were current users of preventative medication for the
treatment of migraine

American Migraine Prevalence and Prevention (AMPP) study in 18,968 migraineurs

Diamond et al. Headache 2007;47:355-363.



OEPANEYTIKH MPO2EITI2ZH TH2
HMIKPANIA2



O&cia Bepartreia

ﬁ KataoTaATLkr i OUUMTWHOTLKY \

1n¢ €TMIKOYNG BepaTreia TOU
TTOVOU — avakou@ion

O ofelec Bepamneieg meplopilovral

o€ €va OTEVO DEPATIEVTIKO
napabupo, Aoyw:

METpia rj aouevTtTr) oQEAN
MpoBARuaTa avoxng
medication-overuse headache

/

NMpo@uAakTIKA BgpaTreia

<

"

[Mpo@uAakTIKr) BepaTTeEia

2TOXOG Va MEIWBEI: N ouxvoTnTa, N

Evraon Kai n OIAPKEIa TwWV

eTTelIo0diwy, Apa n avarrnpia Kai

TO KOOTOG ATTO TN BepaTreia

[MOAU Aiyeg TTpayuaTika
atToTeEAEOUATIKEG BeparTreieg!!!

e 2T0 OUVOAO TOUG Ol UTTAPXOUOEG

TIPOQUAAKTIKEG BepaTTEiEC

oxeTiCovTal e TTPoBARpaTa oTnV

avoxn...

\

/

Giamberardino MA, et al. Expert Opin Emerging Drugs 2015;20:137-147



Acute migraine is initially treated with analgesics or triptans; if

unsuccessful, prophylaxis is considered

Key recommendations from treatment guidelines AHS/AAN 20122, EFNS 20092
Local recommendations by different organizations differ between countries

Diagnosed migraine (+/- aura)

Y

Acute treatment

(Evidence Level)

.

Analgesics
B (A-EFNS)
Triptans
B (A-EFNS)
Antiemetics
B (B-EFNS)
Ergot alkaloids (B-
) EFNS/ASH
L Some combinations
(EFNS)
(Goal for Acute treatment 2: \

To abort migraine attacks

Pain relief and improvement after
2 hours

Sustained pain relief within 24h
and consistent efficacy in 2-3

»
L

Episodic migraine

Beta blockers: metoprolol,
propanolol (A-EFNS/AHS/AAN),
timilol (A-AHS/AAN)

Chronic Migraine

Onabotulinum toxin A
(ineffective in EM but
approved for CM3)

attacks )

» To reduce the frequency and severity of

~

Reduction by 50% of migraine attacks within 3

Prophylaxis should be considered when?:

QoL, work or school attendance severely

Frequency of attacks =2 per month
Migraine attacks do not respond to acute Tx

Frequent, very long or uncomfortable auras

o v
[ Anti-epileptics: Valproic ac. (A- )
> EFNS), topiramate (A- 4 . .
. EFNS/AHS/AAN) ) Goal for Prophylaxis treatment?:
> ki
1 Calcium Channel blocker: Flunarizine . attacks
L) months
Antidepressant: Amitriptyline (B- .
EFNS/AHS/AAN) impaired
. . . N\
Candersartan, lisinopril (C- °
EFNS/AHS/AAN), methysergide (C- * No response to Acute treatment
EFNS), gabapentin (C-EFNS, U- °
\ ASH/AAN) )y occur

* Choice of prophylaxis is largely made patient-by-
\patient considering comorbidities and side effecy

Evidence level: A: first choice with evidence of efficacy; B: second choice, less efficacy or more side effects; C: possible efficacy; U:
inadequate evidence. QoL, quality of life.
1. Loder E, et al. Headache 2012; 52:930-945; 2. Evers S, et al. Eur J Neurol 2009;16:968-981; 3. Simpson et al Neurology 2016 ; 86:19,
1818-1826



Oepamnela otelac daonc

e Regular analgesics

* NSAIDs

* Triptans / \
* Antiemetics-Prokinetics 5TOXOI OZEIAS OEPAMEIAS :

* Ergot alkaloids * Not KataotelAouV TLC «eTOECELCY
 Combinations NHKpaviag

* AvakoUdLon armo Tov TOVo Kal Ta Asud
OUUTITWHLOTO LETA aTto U0 WPEC

MPOZOXH!!!MEDICASION OVERUSE * JUVEXNC avakoUdlon amo Tov Tovo evtoc 24

WPWV KoL 0TaOEP AMOTEAECUATIKOTNTO O

\ 2-3 eTBEOELC /




Are acute phase treatments keeping their promise?
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[Mpodulaktikn Beparneia

AcOeveig pe auénuévng Evtaong, ocuxva p cofoapd |

enewoodia l — !
Episodic

Torupapadtn kot oplwopévol beta blockers €xouv migraine

Chronic Migraine

KAAUTEPO TEKUNPLWHEV ATTOTEAECUATIKOTNTA 2

Beta blockers: metoprolol,
propanolol (A-EFNS/AHS/AAN),
N timilol (A-AHS/AAN) )
MNEPIOPIZMOI Onabotulinum toxin A
* Taneploootepa Gpapuaka yla mPoUAAKTIKH [ Anti-epileptics: Valproic ac. (A- (ineffective in EM but
, , . . —> EFNS), topiramate (A- approved for CM3)
Bepaneia mpogpyovtal anod AAEC BEPATEUTIKEC EFNS/AHS/AAN)
Katnyoplec voowy, apa ta erdnuioloyikd dedopeva
v p, S o P , i v H Calcium Channel blocker:
TIOU UTTAPYOUV (VO EUTTELPLKA Flunarizine (A-EFNS)
* Houuuoppwon o€ autd Ta cevaopata elval mtwyn,
-
AOYW HETPLAC aTTOSESELYLEVNC ATIOTEAECUATIKOTNTA
YW i ,p f YHEVNG H ntas Antidepressant: Amitriptyline (B-
KoL avoxng —> EFNS/AHS/AAN)
.
(
Candersartan, lisinopril (C-
EFNS/AHS/AAN), methysergide (C-
EFNS), gabapentin (C-EFNS, U-
ASH/AAN)
\_

1. Worthington |, et al. Can J Neurol Sci 2013;40:S1-S80; 2. Silberstein DS, et al. Continuum (Minneap Minn) 2015;21:973-989;
3. Simpson et al. Neurology 2016;86(19):1818-1826; 4. Evans RW, et al. Headache 2009;49:1054-1058



2ToXoL MpoduAaénc otnV nULKpavia

BeAtiwon TNC AETOUPYLKOTNTOC KAl TNC mototntac {wnc/ pelwon e
ovannpLlog

* Meilwon tou aplBuol Twv NUEPpWV NULKpaviac(>50%)

* LElwon TNC ooPfapoTnTtac Kol TNC £VIAOoNC ToOU TOVOoU

e BeAtlwon TNG avtamnmokplong otnv oéela Beparmeia

e tpopuAaén amo TNV Kataxpnon GapUAaKwyY KoL TNV Xpoviotnta
e BeAtlwon TN CUMHOPPWONC

Evers et al. EFNS task force, Eur J Neurol 2009;16:968—981.
Giamberardino et al. Expert Opin Emerging Drugs 2015;20(1):137-147.
Stemalik et al. Neuropsychiatr Dis Treat 2013;9:709-720



Commonly used drugs
(CATEGORY  |DRUG _ |DOSE_ |SIDEEFFECTS

BETA-BLOCKERS

ANTICONVULSANTS

CALCIUM CHANNEL
BLOCKERS

ACEI-ARB

Propranolol

Metoprolol

Valproate

Topiramate

Flunarazine

Lisinopril

Candesartan

40-120 mg twice daily

25-75 mg twice daily

250-500 mg twice daily

25-100 mg twice daily

5-10 mg daily

5-20 mg daily
4-32 mg daily

Reduced energy, tiredness, postural
symptoms
Contra-indicated in asthma, heart block

Reduced energy, tiredness, postural
symptoms
Contra-indicated in asthma, heart block

Weight gain, Tremor, Hair loss, Liver
abnormalities, Fetal malformations

Paresthesias, Weight loss, Renal stones,
Cognitive dysfunction, Glaucoma

Weight gain, Pedal edema, Parkinsonism

Hypotension, Angioedema

Hypotension, Low back pain, Flu



Other Commonly Used Drugs Nutraceuticals

>Rl ? Riboflavin
SNRI Duloxetine
Butterbur
TCA Amitryptiline
Nortiptyline Feverfew
Doxepin

Melatonin Co-Enzyme Q-10



B-blockers

Ye pla avaAlvon Cochrane touv 2004 n mpomPovoAOAN UTIEPLOYXUEL TOU
£LKOVLKOU PpapuaKoU (26 epyacileg pe cuykpLon) aAAd oxL Twv AAAwV
géeta(OpEVWV TIPOANTITIKWY PapUAKwY (47 EpYAOLEC CUYKPLONG UE

aAAouc B-avaoTtoAeic ) aywvioTteC acfeotiov)

Linde K, Rossnagel K. Cochrane Database Syst Rev. 2004, Propranolol for migraine prophylaxis



ANTIEMIAHMTIKA

Meta-avaAuon 43 epyaclwv e cUVOAO 15 avtlermAnmrtikd otnv mpoAnyn tng nuikpaviag (Mulleners et al., Cephalalgia 2015):

To BAATTPOLKO KoL N TOTILPOALUALTN LELWVOUV TNV CUXVOTNTA TWV NULKPOAVIKWY KpLloewv Katd 4,3 kat 1,2 NUEPEC
avtiotola o€ oxeon Ue to placebo

OL aoBeveig €xouv TNV SutAdoLa mBavotnta va €Xouv Helwon TouAdxLlotov katd 50% tng ouxvotntag tou

NTOVOU O€ oXEon Ue To placebo

H torupapdtn BeAtiwoe TI¢ LETPOELG OE oXEoN ME TV towotnta {wn¢ (disease—specific MSQ, generic SF-36)
TOUAQXLOTOV OE TPELC TTAPOAHETPOUG
Awakomi dpappakou Aoyw AE:

- torupopatn (100 mg): 8 -29%

- BaAmpoiko: 8-19%

H 66on twv 50 mg tompapatng eAadpwc urneploxVel tng 66on¢ twv 400 mg BaAmpolkou



ANTIKATAGAHITIKA

* TO HOVO QVTIKATOOALTTTLKO PpApUOKO HE oTAOEPN Kol armtodedELYUEVN
QTTOTEAECHATLKOTNTA OTNV MPOANTITIKN Bepameia TNC NUIKpAviog elval

n oputpuntiAivn oe 6ocoloyia 10-150 mg.

Gomersall JD, Stuart A. J Neurol Neurosurg Psychchiatry 1973
Couch JR, Hassanein RS. Arch Neurol 1979

Ziegler DK et al. Arch Neurol 1987 & 1993



AANNANTIKH TOzINH

e A6 1o 2012 £yKpLOT YO TNV ETUTAOKN
NUKPOVING = Ypovia NuLKpoavio

* YUYKEKPLUUEVO TIPWTOKOAAO £yyvong o€ 31-37 onuela 0To
LETWTIO, OTOV KPOTOPLTT UV KOL GTOUG HVEG TOV QUYEV

e AmoteAeopatikotnta ~ 60%
o Emavainym kdaBe 3 unveg apyika



[EVIKEC aPXEC TPOPUAAKTLKAC AYWYNC

“*Evapén tnc aywync Ke tnv Beparmeia ya tTnv omoia uTtapxeL N KAAUTEPN
TEKUNPLWON ATTOTEAECUATIKOTNTOLG

“*Evapén pe xapunAn doon, apyn TtitAonoinon
“*E€aodaAilon emapkouC XPOVIKA SOKLUNG YLa To KABe dpdppako (~2 HLAVEC)

“*H xpnotlpomnoinon evog Bpadewe SpwVToC OKEUACHATOC UITOPEL vaL BEATIWOEL TN
CUHHOpPWON



0 acBevi|C TTPETEL VA EVI|LEPWOEL YL TOUC GKOTIOVS TNG
Oepamelag, TNV AVAYKY YIX CUXVEC EMAVEEETATELS, TLC TOQVEC
QVETILOUUNTEC EVEPYELEG.....

H eviuépwon tov asBevovg BEATIOVEL TNV GURNOPEPKGT) TOV
o T Oepamelo KoL EVVOEL TNV KAAAMEPYELX KALPATOC
EUTILGTOGUVTI)C



>uvoyilovtac....

* H mpodulaktikn aywyn Bewpeital AMOTEAEGUOTLKN OV ETILITUYXAVETOLL
HELWON TNC oUXVOTNTOC TWV TPooBoAwv mavw arno 50% kal peiwon
NG €vtaong mavw amo 50% duo PAVEC LETA TNV Evapén TNC.

* UTIOPEL VO LELWOEL TNV SLapKeLa Twv MPooPoAwv Kal eviote kaBlota
TN CUMTTTWHOTLKA oywyn TTo Spaotiki.

* H dtapketa tnC mpopUAAKTIKNC aywync Ba mmpemeL va eival
TOUAQXLOTOV 6 UNVEC KOL LETA UITOPEL VA Yivel culnTnon HE ToV
aoBevn av emBu el va cuvexloel




[T000 ouxVA EVOC NUKPAVLIKOC AOUPAVEL TIPOANTTTLKI QYWYN;

* Modvo 1o 3-13% twv acBevwv pe dtayvwon nuikpaviog Aappavouv npodpuAaén
(Clarke CE et al. 1996, Edmeads et al. 1993, Lipton et al. 2007, Mehuys et al. 2012)

e JUpudwva pe peyadn emdnuioloyikn peAEtn (AMPP) Ba énpeme 1o 38,8% twv acBevwy pe tnv Sldyvwon va
v AapPavet!

* 11 £€tn mapakoAoVBNoNC armo eBVIKO NAEKTPOVIKO apxelo yevikwv ylatpwv otnv OAAavdia:

- 5134 acBeveig pue nuikpavia, 684 (13,3%) EAapav podUAAKTIKr aywyn

- To xpoviko dtaotnpa mov pecoAofoloe amo TNV MPWTN CUMMTWHOTIKA — OVTILETWTILON UEXPL TNV Evapén

npodpUAAKTIKNG aywync ntav 4,3 €tn/ 38,1 stwv ol avdpec kai 42,3 (!!) eTtwv ot yuvaikeg



AoyoL amotuyiog

" Napevepyeleg, xapnAn avoxri , pn cuppopdwaon

= Altdyvwon AavBaopevn r ateAnc
- AavBaopevn dtayvwon npwtornabouc kedaaAyiog
- AdLayvwotn deutepomnadnc kedaAaAyla
- 2 (A meploootepol) TuToL KepaAaAyiag

Avemapknc doooloyia 1 dtapkela Beparmeiag

ALEduyav mapAayovteg mouv avalwnupwvouVv tTh VOoo

Katayxpnon avaAyntikwv-kadeivng, otepnon umvou, dapuaka

2 UVUTTAPYOV VEVLKO N PuxLlaTpLlko voonua

KataBAupn, ayxwdnc dtatapayxr, cuvaloOnUATLKES SLATAPAXEC, AYYELOLKO VOO

AA\OL TTALPAYOVTEC
- Mn peaAloTikég mpoodokieg, AE, mtwyn cuppopdwon

- Non- responders



[MpodulakTikn Bepameia onuepa....

 ANOTEAEZMATIKOTHTA: Awyotepol amno 1/2 acBeveilc emLTuyXavouv tnv
Lelwon tov 50% Twv NUEPWV NULKPAVLOLG

* AZOAAEIA : 1 otoug 5 nuikpavikoUg aoBevelc Sltakomtouv tnv Beparmeia
AOYw oupfopatwy aodaleloc/ovoxnc

* ZYMMOP®QZH : 1/4 pts cuppopdpwvetol o 6 TPodPUAAKTIKAC aywync and
1/5 otouc 12 pnveg

Mitsikostas et al. BMC Med 2015;10;13:279.



Mn PapUOKOAOYLKEC TPOCEYYLOELC YLl TNV MpodUAaEN amo tnv
nUKpavia

*  AA\ayr tou Tpomou {wng !

e JUMTEPLPOPLKEG TIpooEYyioeLG: relaxation techniques, stress management,
cognitive behavioral therapy, and biofeedback?

* |locopomnuévn Stotpodn, LE KOVOVIKA CUXVA YEUOTO?

* Anoduyn tpodwv Mou Urnopolv va. TIPOKAAECOUV NULKPAVIiO: COKOAATA, KLTPLVO
TUpL, KOKKLVO Kpaol , Enpol kaprmot 2

* [epPLOPLOUOC TOU AAKOOA KOl TOU KOTtvoU 2
* Alatripnon otabepou kUkAou Umvou?

e Alaxelplon tou ayxoug 2

1. Marcus DA, et al. Expert Rev. Neurotherapeutics 2008;8:385-395; 2. Rockett FC, et al. Nutrition Reviews
2012;70:337-356



TLveoTtepo uTtapxEL oTnV BeparmeuTikn
MPOCEYYLON TNC NUIKPavVioC?




mAbs anti-CGRP IN MIGRAINE PREVENTION

KEY POINTS

mAbs against CGRP or its receptor (CGRP mAbs)
represent the unique disease-specific and mechanism-
based migraine prevention treatment.

Four CGRP mAbs have been almost similarly effective,
tolerable and safe in phase 2 studies and are being
studied in phase 3 trials for episodic and chronic
migraine prevention.

CGRP mAbs share comparable efficacy with currently
available oral agents for migraine prevention but they
may improve adherence, tolerability and safety in
migraine prevention significantly.

Some CGRP mAbs eliminate migraines in a proportion
of patients, raising new horizons in migraine
management.

Mitsikostas & Reuter 2017



MmAbs anti-CGRP IN MIGRAINE PREVENTION

~

il
2.

GALCANEZUMAB LY2951 742 (El Lilly) anti-CGRP

EPTINEZUMAB ALD403 (Alder Biopharmaceuticals) anti-
CGRP

. ERENUMAB AMG334 (Amgen) anti-CGRPr (Novartis)
. FREMANEZUMAB TEVA 48125 anti-CGRP




MAs anti-CGRP IN MIGRAIN

Table 2. Phase 3 RCTs of calcitonin gene-related peptide mabs for migraine prevention

PR

\/

NTION

Study Hxe Mean baseline Active wE.
Dptimum Route arnd population MHD/28 days placebo Estimatad
Srudy ClinicalTrinls.gawv dnza frequancy of [merive Inzlusion (active ws. Prim ary primary study cam-
Antibody names identifier (mg) odministra tion ve, placeha) criterin placebo) endpoint endpoint Common AEs plerion
ALDADE PROAMISE 1T WNCTOZ2550895 1 dase iv., once [=Lala] Freguent episadic [N Reapeader rote ar [ JF-N L Y June 20717
[epfinezumak) rmigraine weeks 1-12
FROMISE 2 MMCTOZFF4153 Z dases i.w., once 1050 Chronic migraine i, Decrease of MHD  BS i Fo June 2078
28 days at 1-
12 weaks
ARG 344 ARISE NCTOZAZ3IS585 0 s, moathh: For 5FF A—14 WMHD 28 8 MHDA 28 days at 2P ws. 1.8 tlosophoneagitis; Com plerad
[erenvmaobl] 3 meonths days F—12 weesks respirciory
infecticn;
injection site
pPain
[=4] 1.1 dows
difference
STRIVE MNCTOZ2 455740 #0 and s.z., monthhy Far w54 4- 14 MHD 2B 8.3 Decrecse of MHD,S (A0 mg] 3.7 Mlosophoinyngitis; Complenad
140 & rmonths days 28 doys at 1= ws, | respinEsory
24 weeks infacticn;
sinusitis
[35] 1.2 dows
difference
Y225 1742 EVCILWVE 1 HRCTO2414183 2 doses s.2., meathly For B25 Episcdic migraine Py, Decrease of MHDS  HA it F1 June 2017
[galeanezumakb| & rentha 28 days ot wesk
24
EWEOLWE 2 MNOCTOZ2E 14 1%S Z dases 5.2, monathhy for B25 Cpisedic migraine 4 Decregse of MHDY  BA i o Juby 2017
months 28 days at weak
24
RECAIR NMCTOZA 14287 1 dasze s.e., meathly For 825 Chronic migraine Pl Crecreacwze of MHD/  MA Y May 2018
3 months 28 doys at wask
12
TEW-4B125 NCTOZ&E3B 103 Z dasas s.c., moathly For 184Z Episcdic or chronic [l % of Participants It W Octobear
(frema nezumak) 18 months migroine with #Es 2018
MNCTOZAEZ2PHS 1 2 dasas a.z., meonthhye Far FB& Episcdic migraine Pl Decrecue of MHDY RS w2 Ocrober
3 meanths 28 doys at weesk 2007
12 and %% af
participants with
A3
MCTO2421231 2 doses s.c., monthly For 1020 Chronic migraine =L, Decreose of MHDS RA o PN Cictober
3 months 28 doys at wesk 2017

12 and % of
participants with
AEs

AE, adverse event; MHD, migraine headoche doys; BA, nat availoble.

|

Mitsikostas & Reuter 201 /



2 U UTTEPALOLOTLKAL

* H armoteAeopatikn dtaxeiplon tng nUkpaviag sivat duvatn os
ONUOVTLKO aplBuo acBevwy

* H pappakeutikn Bepareia e€akoAouBel va amoteAel Tov muAwva TG
Oeparmeiog pe nUIKpovia

v MpoBAApata otnv Staxeiplon tTNC XpOVIOC NHLKpOvioG

v'H Beparneia otnv ofsla paon Sev tpomomnolel to poptio TNE vOoou

v Mapatnpeitol Hkpr avoxr Kot cURHOPdwon OTLC TPEXOUOEC TIPOPUAAKTLIKEC Beparteiec

* H véa mpoogyylon elval N avamntuén Bepamelwyv avIlOWUATWY TIOU
otoxevouv to CGRP ) tov urtodoxea tou



Migraine Is under-diagnosed and under-treated

44% had never received a medical diagnosis of migraine
49% treated their attacks with OTC medication only

29% treated their attacks with both prescription and OTC acute
medications

26% had received preventative medication for migraine in the
past but discontinued

12% were current users of preventative medication for the
treatment of migraine

American Migraine Prevalence and Prevention (AMPP) study in 18,968 migraineurs

Diamond et al. Headache 2007;47:355-363.
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O poAocg Tou
dappaKornoLlol oto TacidL
TOU NULKPOVLKOU
a0Bevouc



v' AvoyvwpLon Twv aocBevwy mou TtaoXouV
Qo NUKpovia

v' Avayvwplon aocBevwyv HE nULKpovia TTou
KAVOUV Kotaxpnon papuakwy:
aVOAYNTIKWY — TPLTTOVWVY

v' KaBoplotikdc o poAoC oTtnV EVNUEPWON
TOU NULKPOVLKOU al0BeVOUC OXETLKA LE
TNV PO PUAAKTLKN oywyn

v’ Taxelo maparnopn otov NeupoAoyo




Euxaplotw yia tnv npocoyxn ocog!



. The aura phase precedes a migraine attack in some patients?

Diagnostic Criteria? Aura symptoms (visual)?3

A. At least two attacks fulfilling criteria B and * Partial loss of sight

C e Blurred vision

B. One or more of the following fully * Flashing lights

reversible aura symptoms: « Wavy lines, spots
7

» Visual, sensory, speech and/or language, « Monocular blindness
motor, brainstem, retinal

C. Atleast two of the following four Aura symptoms (other)>3

characteristics:  Allodynia

 Atleast one aura symptom spreads .
gradually over =5 minutes, and/or two
or more symptoms occur in succession

Hemiplegia or motor weakness

* Auditory hallucinations, olfactory hallucinations

*  Each individual aura symptom lasts 5-60 Paresthesia
minutes * Dizziness

*  Atleast one aura symptom is unilateral Partial paralysis (in hemiplegic migraine)

*  The aurais accompanied, or followed Reduced sensation

within 60 minutes, by headache « Decrease or loss in hearing
* Neck stiffness/pain

* Confusion

1. The International Classification of Headache Disorders. Cephalalgia 2013;33:629-808; 2. American Headache Society,
http://www.achenet.org/resources/migraine_attack_the_four_phases/ Accessed 30 Nov 2015; 3. Charles A and Hansen JM. Curr Opin Neurol.
2015;28:255-260



