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Breinonnuia: MapuHa,
MPOCTO XOPOIIUHN Ye



Case

« [leByLlIKa, 25 NET, apXUTEKTOP
YKanoosbi: [Npuwina BeiNnUCbIBAaTbLCA NO NOBOAY
OPBW.
B npouecce pasroBopa: [oroBHble 60 (8-9/10) B
1 NONOBUHE rofoBbI (MUTPUPYIOT), ONATCA 1-3 OHA
n bornee, NOYTU KXy Hedento;
CONPOBOXOalTCS TOLLUHOTOW U PBOTOMN,
doTodhobunen, doHodpoburen..
[1poBoLMPYOLLMA dPaKTOP: KpacHOE BUHO (peako),
(ocTanbHbIX HE HaLlna.)
[lepen NpUCTYNoM HMUKaKNX BU3yanbHbIX/
ohTanbmonnerny/ 6asmnapHbIX/reMunnern4eckmnx
HapyLUeHNN He UCMbITLIBAET.
[rans ey ldiMeeTvialdPi{fesepaniuioBan H@@euenus MTP, Ho
TPEBOMKF @;@mewgﬂm){_apcmewux ABMNEHNN




XpoHuyeckas

MurpeHb
(6e3 aypbl)

RSN NS

S HETT0f0Bb}




KnnHuka murpeHu (0bbI4HO):

Nno International Classification of Headache Disorders,
3rd edition (ICHD-3):
1. NOBTOPSOLLMECS NPUCTYMbI TONOBHOM 60K
YMEPEHHON NN CUINTbHOWU MHTEHCUBHOCTU 60NN, OT
4 no 72 4acos.
2. OHOCTOPOHHSASA, NyNbCUpYytoLLag,
obocTpsatowancs npn dmn3an4eckon Harpyske
3.[1ntocom mb: TOLLHOTA, pBOTA, CBETODOA3HL U
dooHopobuUS

npOBOLI.I/I_DyI-OLIJ ne nNpucTynbl MUrPEHN.

Hanpumep, cTpecc, HapyLLleHne cHa, onpeaerieHHble
NPOAYKTbI MUTAHUS, N OTKa3 OT eAbl

*-The New England Journal of Medicine Downloaded from nejm.org at CARLETON UNIVERSITY on November 4, 2020. For personal
use only. No other uses without permission. Copyright © 2020 Massachusetts Medical Society. All rights reserved.
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[TaToreHes

* TPOUHUYHBLIN HEPB
(AKCOHbI) BblOensaoT
Ba30aKTMBHbIE NeNTUAbI
(cybctaHumsa P, CGRP)-
pacluMpeHne cocyaos
TBepaon MO3roBou
000No4KN .
(BbICBODOXOEHME
rmctamnHa, bpagnkMHmMHa,
CEPOTOHUHA, PG)- 534 B
MeCTHble BocnarieHus-
pasgpa)eHme HeEUPOHOB 2
nopsaka B CTBOJ1e MO3ra,
a 3aTeM HeUpOHOB 3
nopsaka B Tanamyce —a
3aTEM COMATOCEHCOPHbIE

Py~ 1 .  FRARA /TN Y

BIFONOBEE BONMT! &

. ‘ | i \» »; ""
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=== RS,
Thalamus :

Sphenopalatine
“ganglion”

SpV ‘

cyclic adenosine monophosphate (cCAMP)
cyclic guanosine monophosphate (cGMP)
signaling molecules such as calcitonin gene—related peptide (CGRP)
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YTo nenatb?

* Buabl Tepanuu:
- KynnpoBaHue NpucTynos
-[podunakTnka
-KINT (KorHUWTUBHO - NoBeaeH4YecKas
Tepanus)



Freedom from Pain (% of patients)

100+
g Kyl'l NnpoBaHNE
c
2
® 754
-
s
&
=
& 50+
&
£
5§ 25 23.3 2z —
E 11.5 10.7 12.3
0 |
900 or Placebo 50 mg Placebo 400 mg Placebo
1000 mg
Acetylsalicylic Acid Diclofenac Potassium (soluble) Ibuprofen
100+
754
59.1
50+
32.1 325
27.5
25+
14.9 16.0
10.6 10.7 77
0
50 mg Placebo 100 mg Placebo 6 mg Placebo N  S50o0r S50o0r Placebo
500 mg 85mg 85 mg+
N 500 mg
Sumatriptan Sumatriptan Sumatriptan Sumatriptan (S) and Naproxen (N)

(subcutaneous)




MexwayHapogHoe

Ne HEenaTeHTOBaHHOE
Toprosoe HaWMEHOBaHWE UAun
HauMeHoBaHue rPynNnUpoBoYHOEe
o (xuMunueckoe)
HavMeHOoBaHMe
1 [Crsepemzm CymarpunTas

JexT

' 2 CymarpunTan CymatpunTan

! 3 Cymarpuntar Cymarpuntad

‘ 4 Cymarpunran | CymarpunTan

- CyMaTpHnTaH - |
‘ BEPTEKC CymarpunTas
g |CypaazpanTan. CymarpunTan

|~ |Teea
|7 Cymatpunran | CymatpunTan

8 Cymamurper  Cymarpuntan
i9 ;C! ‘ % !ZT;TM | V‘C)-'.\iarplmran
10 Cymatpunran  CymarpunTas

dopma Bbinycka

‘ g

| TAOJIETKH IIOKPBITEIE IIEHOYHOH 060.;’10"{1(013;

'TAOIETKH, TTOKPEITEIE ILIEHOYHOH 00OITOUKOH;

'TAOIETKH, ITOKPEITEIE ILIEHOYHOH 000I0YKOMH;

TaOIeTKH, ITOKPEITHIE ITIEHOYHOH 000IOYKOMH;

TaOIeTKH, ITOKPEITHIE IIIEHOYHOH 000IOYKOH;

-

TaOJICTKH. ITIOKPEITEIC IITI€HOYHOH 060.710‘11(012;

'TadIeTKH:
(g
TAOIETKH,
\

\
TadIeTKH:
Jii

;Ta6:1en<n, IIOKPEBITEIC ILICHOYH

TIOKPEITHIE ILIEHOYHOH 000IOUKOH;

HauMeHOoBaHWe gepiartens unm
BRafensua perucrpayMoHHOro
YAOCTOBEpPEHMA
NeKapCcTEeHHOoro npenapara

AO "TTarent-®apn”

3A0 "Buoxom”
Axunoneproe OdmecTeo
"broxmvux” (AO
"BbroxmMuK")

CrTpaHa geparens unm
Bnagenbua permcrpaymoHHoro
YAOCTOBEPEHUA NEKAPCTBEHHOIO
npenapara

Poccua

Poccna

Poccua

'O01mecTEO ¢ OrpaHHYEHHOH

l0oTBeTCTEeHHOCTEK "AToa1"
(000 "Aroax")

AKUHOHEpHOE 0OIIECTED
"BEPTEKC" (AO
"BEPTEKC")

| Tera apvanerTHdecKHe

Mpeanpuares Jita

iéypo&m;to ®apma It
‘dapManeRTHIECKHIT 32BOT

"TIOJIb®APMA" AO
Axudapm EATT

NDC 0233201334

4mg.5mL for

—————————

tan Injection US]
Sumalrip! b
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Hszpanns

TToasma

;Bo:n'apux

I3 oaly

P (autoinjector)
ous use 0Ny
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Freedom from Pain (% of patients)

100+

754

504

33.8
213 21.2
10.9
50 mg 100 mg 200 mg Placebo 75 mg Placebo
Lasmiditan Rimegepant

(disintegrating)

118

50 mg 100 mg Placebo
Ubrogepant

21.8
143

50 mg Placebo

Ubrogepant




KynupoBaHue:

* Utoro:
1)HINBC->
2) TpunTaHbl (almotriptan, eletriptan(40mr),
frovatriptan, naratriptan, rizatriptan,
sumatriptan(50/100Mr), and zolmitriptan(2,5 mr))
*nayueHmam peKomeHO08aHO rnepexooums C
00HO20 mpurnmaHa Ha opyaou, ecrniu TPU
rnpucmyrna mMugpeHb He BbInu KyrnuposaHb!

ycriewHo
3)KombuHauyuu! TpunmaHsi+ HIBC.

o ****4)['enaHTbl (CGRP receptor antagonists) :

HBFREERALIPEEERE Mlepandolasmiditan8 PP
B4 @PFMEQypbI- Hefb3s

Bce nomHum o Aby3sycHou onosHou bonu (JTNB):
mpunmaHtel He 6oree 10 OHel/mec, He boriee 3 mec
HIBC- He 6oreee 15 OHel 8 mec



First-Line Treatment Preventive Treatment

Antiemetic f If contra- . Initiat ti
e e nsap  fo-leontm o cetaminophen | I ey
vomiting CHS (Mapauetamon) At least 2 migraine
days/month and
. : adverse effects
=3 Consecutive attacks with de: irte thera
no or insufficient response fo?migrainepy
to one NSAID
l Frnoic Antihypertensives: Anticonvulsants:
) : Atenolol Sodium valproate
Triptan - - - -therapy is - -»- Add naproxen Bisoprolol Topiramate
insufficient Candpesartan P
_ | . Metoprolol Antidepressant:
=3 Consecutive attacks with Nadolol Amitriptyline
no or insufficient response to all Propranolol
available triptans (plus naproxen) Calci h |
alcium-channe
Monoclonal antibodies blocker:
against CGRP or its | | Flunarizine
receptor:
Erenumab Onabotulinum-
Biar 3 Fremanezumab toxinA (approved
Galf:anezumab only for chronic
Eptinezumab migraine)

B P® HeT noka 410 CyMMapHasi jo3a npenapara Hs

oJHYy npoueaypy CocTaBnsier
155-195 E/I.



[1110C, MOXKHO KynnpoBaTh
CUMMNTOMbI:

NPOTUBOPBOTHLIE cpeacTBa (AHTUBIMETUKN)

Jekapcersennoe Ho3za, mr Kommenrapuii
CPeacTBo
Meroxnonpamuy | 10-20 mr BHYTpb [To6ounsle ypdekTn: JAMCKHHE3Hs
obnajaaer TaKxKe aHa/IbI' eTHYECKHM

20 Mr pekTalibHO

10 Mr BHYTpPHMBIIIEYHO,
BHYTPHBEHHO, I10/IKOKHO

JeHCTBHEM

Homnepuion

20-30 Mr BHYTPB

[loGounble >¢drpexkTsl MeHee BblpaxkeHsl,
yeM y MeTOK/IoIpaMHu/ia




[IpopunakTmkal

* Llenb: yMEeHbLNTb YacToTy,
MPOOOIMKNTENbHOCTb UM TAXKECTb
MPUCTYNOB MUTPEHN, A HE BbINEYUTb

MUIrPEHb.
AHTVIWIne AHTmJ,en pec | AHTUKOHBY | briokatop |BoTtynuHo | Mabbl (targeting
PTEH3NBH | CaHTbI NbCaHTDbI bl Ca- Tepanus CGRP or its
ble KaHanos receptor)
bBerta- AMMTpMI‘ITMJ‘I Tonupamatr  nyHapuam boTtynuHo-  eptinezumab,
6r1okum Banbnpoato H TOKCUHA erenumab,
Kangecapt BeHnacbaKcm Ba K-Ta fremanezumab,

aH H galcanezumab



Ap)xoBu pactBop a/nogkox eeen.150 Mmr/mn
1,5 mn wnpwuy, 1 wr.

AIDKOBM Exrmm wkrkkk 1 or3biB ApT. 494651 lena 32 528 py6.

;r:u;.«u--t.
canen / CpOK rogHOCTH: [JNIUMHHbLIA CPOK
B—<= Kynutb
NMpoussogutens: Bettep ®apma-dDepturyHr MM6X v Ko.KIl, N'epmaHua y

[JencTteyoulee BeuwecTeso: ®peMmaHeaymab Do

@ TONbKO CAMOBbLIBO2 Q 3abpaTtb U3 anTekwu
CerofHa

1 pa3 B Mecsu/ 3 mecqaua
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Response Rate (%)
3 o
L 1

N
w
L

Figure 3. Response Rates in Phase 3 Randomized Trials of Monoclonal Antibodies against CGRP or Its Receptor for Prevention of Episodic Migraine.

The response rate was defined as the proportion of patients with at least a 50% reduction in the number of migraine days per month from baseline to the time of assessment. The
time of assessment for each trial was as follows: PROMISE-1 (Prevention of Migraine via Intravenous Eptinezumab Safety and Efficacy 1), weeks 1 through 12; STRIVE,* weeks 13
through 24; ARISE,” weeks 9 through 12; the fremanezumab trial,* weeks 1 through 12; and EVOLVE-1 (Evaluation of LY2951742 in the Prevention of Episodic Migraine 1)** and
EVOLVE-2,” months 1 through 6. In EVOLVE-1 and EVOLVE-2, patients received a loading dose of 240 mg of galcanezumab, followed by 120 mg per month.




First-Line Treatment Preventive Treatment

Antiemetic f If contra- . Initiat ti
e e nsap  fo-leontm o cetaminophen | I ey
vomiting CHS (Mapauetamon) At least 2 migraine
days/month and
. : adverse effects
=3 Consecutive attacks with de: irte thera
no or insufficient response fo?migrainepy
to one NSAID
l Frnoic Antihypertensives: Anticonvulsants:
) : Atenolol Sodium valproate
Triptan - - - -therapy is - -»- Add naproxen Bisoprolol Topiramate
insufficient Candpesartan P
_ | . Metoprolol Antidepressant:
=3 Consecutive attacks with Nadolol Amitriptyline
no or insufficient response to all Propranolol
available triptans (plus naproxen) Calci h |
alcium-channe
Monoclonal antibodies blocker:
against CGRP or its | | Flunarizine
receptor:
Erenumab Onabotulinum-
Biar 3 Fremanezumab toxinA (approved
Galf:anezumab only for chronic
Eptinezumab migraine)

B P® HeT noka 410 CyMMapHasi jo3a npenapara Hs

oJHYy npoueaypy CocTaBnsier
155-195 E/I.



Tabauua 9. JlekapcreeHnbie CpeAcTBa, PEKOMEH/I0BAHHBIE LIS NPOPHIAKTHKH MHIPEHH

JlekapcTBeHHbBIE CpeACTBA

CyTrounasn n03a, Mr

JlekapcTBeHHBIC CPEICTBA NEPBOTO BuIGOpa

PO

Ba30OKOHCTPUKLUNA

Bnok Ha-kaHanos,+
MNoBbiweHne TAMK —
TOPMOXEeHWe nepegaym

*Tonbko s JICUEHHA
XPOHHYECKOH MHTPEHH

Bema-onoxamopui
MeTtonponon 50-200, nepopasibHO, eXEAHEBHO B TeueHHe 6-12 Mecsles
[Iponpanonon 80-240, nepopankHo, exeHEBHO B TeueHHE 6-12 mecsalen
Anmukoneyascanmsi
Banenpoesas kuciora 500-2000, nepopaabHO, €XKEAHEBHO B TeUeHHE 6 MecAlleB
Tonupamar

50-200, nepopanbHoO, eXeIHEBHO B TeueHHe 6-12 Mecsien
Bomyaunuueckuit mokcun | 155-195 E]1, no nporokony PREEMPT! kaxasie 12 Henens
muna A-2emazzniomunun
Komnaekc*

HEePBHbIX UMIMYITbCOB

MonokonanbHble  anmumena
MAT) k KICcll wuau  e2o
peuenmopam*

OpemaHe3zymad

Dpenymab

*npu 4 u Oonee aHeit ¢ M B
MecA1

noAKokHo 225 mr | pa3 B Mecan uimu 675 Mr 1 pas B 3 mecsana
noakosxkHo 70 mMr wau 140 Mr 1 paz B Mecan

CBs3blBaeTCs C HOLUMLENTUBHbLIMU
peuenTopamu, 6nok. Nepegaun
HEPBHbIX MMMNYIIbCOB

JlekapcTBeHHBIE CPECTBA BTOPOro Bhibopa

Bema-onokamopui

ATeHo1011 50-200. nepopankHo, exe/JHEBHO B TedeHHe 6-12 Mecsnen
Anmuodenpeccanmeui

AMHTPHIITHIIHH 50-150, nepopaiibHO, exeAHEBHO B TeueHHe 6-12 Mecsnes
Beunnadaxcuu 75-225, nepopalibHo, eXeHEBHO B TeueHHe 6-12 Mecsier
Anmazonucmul  peyenmopoe

anzuomenzuna Il

Kangecapran 16-32, nepopanbHo, exeJAHEBHO B TeueHHe 6-12 Mecsler

'PREEMPT - anen. Phaselll REsearch Evaluating Migraine Prophylaxis Therapy - knuau4eckas

[porpamMMa Hec/leZloBaHus 110 oleHKe npoduiakruyeckoit repanuu M 3-it dasbl.



Hawa nauneHTka?

AHTMaenpeccaHThl: (I'TP)
 BeHnadpakcuH (37.5 mg/ 150 mg once daily),

* aMuUTPUNTUANH(10 mg /25 to 150 mg once daily)-
MHOro nodoyek! 2

* napokceTnH(CNOIC)?- He nccriegoBanu

beTtTa-6rnoku : NponpaHonon, metanponon ( ¢
HU3KUX 003)

* B Vipeane: boTynuHoTepanusa, HO ECTb HEKOTOpPbLIE
TPYOAHOCTMN...



Clinical Pearls for Drug Therapy of Migraine Prevention

Beta blockers
(e.g., proprano-
lol, metoprolol)

Amitriptyline

Venlafaxine

Divalproex
(Depakote)

Topiramate
(Topamax)

Good option for patients with hypertension, angina, or ischemic heart disease; the most commonly used drug
class for migraine prevention.

Adverse effects: Depression, erectile dysfunction, fatigue, lethargy, nightmares; monitor for bradycardia and
hypotension.

Avoid use in patients with asthma, atrioventricular conduction defects, bradycardia, and chronic obstructive pul-
monary disease.

Dosing: Start low and monitor heart rate and blood pressure.

Good option for patients with depression or insomnia; an effective drug class, but it has the highest risk of adverse
effects.

Adverse effects: Sedation and dose-related anticholinergic adverse effects are most common (blurry vision, con-
stipation, dry mouth, palpitations, tachycardia, urinary retention); cardiac conduction abnormalities, orthostatic
hypotension, QT prolongation, and weight gain can also occur.

Avoid use in older patients or in patients with benign prostatic hypertrophy, glaucoma, or seizure disorder (lowers
seizure threshold); use caution when prescribing to patients with cardiac disease.

Dosing: Start with low dose at bedtime; patients with comorbid depression may eventually require higher doses to
treat the depression.

Good option for patients with comorbid depression or anxiety.

Adverse effects: Nausea and vomiting are common.

Avoid use in patients with uncontrolled hypertension because it may increase blood pressure.
Dosing: When discontinuing, taper slowly to avoid withdrawal symptoms.

Good option for patients with seizure disorder or bipolar disorder.

Adverse effects: Gastrointestinal distress, nausea, somnolence, and vomiting are most common. Tremors and
alopecia can occur later in course of therapy. Risk for liver failure, pancreatitis, and thrombocytopenia warrants
periodic laboratory monitoring. Consider monitoring valproic acid levels if nonadherence is suspected.

Avoid use in patients who are pregnant (risk for neural tube defects) or who have liver disease.
Dosing: Start at 250 to 500 mg per day; monitor valproic acid levels if adherence is a concern.

Good option for patients with seizure disorder.

Adverse effects: Paresthesia is most common. Abdominal pain, fatigue, impaired memory and concentration, kid-
ney stones, nausea, taste changes, vomiting, and weight loss are also common. Although rare, because of risk for
acute myopia and angle-closure glaucoma, monitor for eye pain. Risk for hepatotoxicity and metabolic acidosis
warrants periodic laboratory monitoring.

Avoid use in patients who are pregnant (risk for oral clefts) or who have glaucoma, kidney stones, or liver disease.

Dosing: Increase 15 to 25 mg per week to reach 50 to 100 mg. May increase further if needed. Doses > 200 mg
may reduce the effectiveness of oral contraceptives.



KMT

» [IHEBHWK rofTOBHbIX boneun



A Takxe!

* [lcuxornoru, pa3bACHEHME NaUUEHTY YTO K
4yemMy 1 novyemy

* )XUTb 300p0OBO 1 C MUTPEHBLIO U BCE
BO3MOXHO



OrpaHunyeHus

» CrioXkHo nogaepxmBaTb KOMIMIaeHc
naymeHTa ( Hy Kak Bcerga, B ooLiem)

* CrnoXKHO noaaepknBaTb CBSI3b C
naLuneHToM
(moTepsiH B becenax B WatsAppe cpeau
OCTanbHbIX OOMBHbLIX U YMUPAKOLLMX)

 [10BONbHO CITOXHO NoabupaTb Tepanuio
BBMOY NOOOYHbIX N LEHbI



[lnckyccus

bbinn nny Bac B
NpaKkTunke
naymeHTbl/apy3bsa/ nogu
c murpeHsio? JINIb?




Cnacunbo 3a Bce!

A Qc;;a gcr o %" ﬁaxya
KCTaTI/I ,u,pyrme n0TeH|_|,|/|aanb|e TEMbI:
-OpdekT nnauedo, HY>KHO N Ha3Ha4yaTb PyPIOMULNHBI
naumneHtam?

-[unepxonecrtepuHemMns B MOSIo4oM BO3pacTe, Kakme eNCTBUS
Bpaya?
-XOHOPOMPOTEKTOPLI: MOMOratoT UIN HET?

- 0431/ 6onu B cnuHe, YTO Aenartb U Kak O6‘bF|CHI/ITb nau,vleHTy,
& —qﬁfvﬁgr.\?mbtﬁrmma-ﬁe-r cﬂrjwe 4-4z=— Nl

N L

—
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