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Trang nguén 2

T khéa
Hiép hoi Pau dau Quéc té, migraine, khuyén céo thwc hanh, diéu tri dw phong
Ngay nhan bai: 3 thang 5 nam 2024; stra dbi: 24 thang 6 nam 2024; chap nhan: 24 thang 6 nam 2024

Gidi thiéu

Phu hop v&i sir ménh cta Hiép hoi Dau dau Québc té (IHS) Ia cai thién viéc quan ly migraine trén toan thé
gidi, tai liéu nay tap trung vao viéc cung cap cac khuyén cao thuc té vé quan ly dw phong migraine bang
thudc. Do sw s8n c6 clia thubc khdng nhat quan & cac khu vuc khac nhau trén thé gidi, nhirng khuyén
cdo nay duoc phan loai thanh hai cp do: Téi wu va Can thiét. Mirc Tbi wu danh cho nhirtng co s& cé sdn
hau hét cac phwong phap diéu tri bang thudc. Cap d6 Thiét yéu tap trung vao cac québc gia chi cé cac loai
thubc dwoc liét ké trong Té chire Y té Thé gidi (WHO)

Danh sach mau thuéc thiét yéu (EML) c6 sén (1). Trong phan thr hai ctia nd lwc cta IHS, ching téi trinh
bay cac khuyén céo vé didu tri dw phong bang thudc déi véi migraine cung véi phwong phap va bang
ching dwoc st dung dé hd tro' ching. Bang 1 liét ké céac loai thubc cé bang chirng vé hiéu qua trong diéu
tri dw phong migraine dworc liét ké trong EML ciia WHO. Cac khuyén cao thwe hanh cta IHS dwa trén cac
hwéng dan diéu tri hién cé va sy dong thuan ctia chuyén gia. Ching nhdm muc dich tré thanh mot tai liéu
tham khao thuc té, nhanh chéng, cé thé ap dung & tat ca cac qubc gia trong cac co s& cham séc khac
nhau, bao gébm c& chdm séc ban dau. Do pham vi toan ciu cia nhitng khuyén céo nay, ching téi chwa
tuy chinh cac khuyén céo dwa trén dang ky qudc gia hodc ghi nhan cu thé & tirng quéc gia. Khéng coé noi
dung nao trong cac hwéng dan nay duoc thiét ké dé thay thé viéc ghi nhan va phé duyét cta dia phwong.

Nhirng khuyén céo nay 1a mot cong cu dé thac day va tao didu kién thuan loi cho nhirng thay déi chinh
sach. Muc tiéu clia chang toi 1a thiét 1ap cac tiéu chudn thiét yéu vé quan ly migraine & cang nhiéu quéc
gia cang tét. Cac tiéu chuan nay ciing sé déng vai tro 1a tai liéu tham khao dé thic day nhirng tién bd cla
dia phuong huéng téi dich vu chadm séc ti wu sau khi cac tiéu chuan cham séc thiét yéu dwoc dap ing.

Phwong phap dwoc sir dung dé phat trién cac cau hoi va khuyén cdo

Phwong phéap nay twong tw nhw phwong phap dwoc s dung trong khuyén cdo thwe hanh cia IHS dé
didu tri cit con migraine bang thuéc (2). Ban nhém lam viéc dwoc hdi ddng IHS dé ct, lwa chon céac
thanh vién dwa trén chuyén mén cu thé cta ho trong cac linh viec dau dau khac nhau, kinh nghiém phat
trién cac hwéng dan hodc khuyén céo trwéc day va dai dién cla cac khu vuc khac nhau trén thé gioi.
Nhém nay cé nén tadng chuyén mén va can bang vé gidi tinh bao gdm than kinh hoc, chuyén mén vé
phuwong phap luan, tdng hop bang chirng va théng ké. Mbi thanh vién cip cao da cong tac véi hai chuyén
gia vé chirng dau dau tré dén tlr nhivng ngudn gbc dia ly khac nhau dé& phan tich tai liéu va giai thich cac
khuyén cdo. AC d&c biét quan tam dén kién thirc chuyén mén cla éng vé phuwong phap tbng hop dua
trén bang chirng.

Chung t6i da st dung cach tiép can cta nhém phat trién ddng thuan, phéng theo phwong phap dwoc
Vién Y té Quéc gia Hoa Ky va WHO mé ta va st dung (3). Ban chi dao (HCD, MA, CT) da phat trién bo
cau héi 1am sang ban dau vao mua xuan ndm 2022 dya trén cac van dé chinh ma céac chuyen gia cham
séc strc khde co thé gap phai trong thwe hanh hang ngay khi diéu tri cho nhirng ngwdi méc migraine.
Danh sach cac cau hdi 1am sang ban dau 1an dau tién dwoc chia sé va thao luan véi cac diéu phdi vién
(SS va FP), sau d6 13 v&i toan bd nhdm lam viéc (gidu kinh nghiém va tré) dé thao luan twong tac va tbi
wu héa.

Sau nhiéu lan I1&p lai, bd cau héi 1am sang cudi cung da dwoc thdng nhat vao Mua thu nam 2022. AC da
nghi ra va thwe hién tim kiém céc tai liéu da xuét ban dé xac dinh Hwéng dan Quéc gia va Quéc té vé
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diéu tri migraine dé& s dung nham xay dwng cac khuyén cdo. Xem xét cac cau hadi rat cu thé va sé lwong
hd so twong ddi nhd vé didu tri phong ngtra, AC da chay va két hop hai tim kiém: Tim kiém 1 ("Réi loan
migraine" [Thuat nglr MeSH]) AND ("Phong ngtra thi cap" [Thuat nglr MeSH]) va Tim kiém 2 ("Tri liéu"
[Lwéi]) AND ("Réi loan migraine” [Luéi]) VA (phong ngira HOAC dw phong)).

Cac bb loc sau dwgc ap dung cho cac tim kiém: "Hoi nghi phat trién déng thuan", "Hwéng dan", "Huwéng
dan", "Phan tich téng hop", "NIH", "Hwéng dan thwe hanh", "DPanh gid", "Panh gia c6 hé théng". FP va SS
da danh gia két qua tim kiém va chon ra tdng céng 15 huéng dan va hwéng dan québc gia/quéc té.

Trang nguén 3

Puledda et dl. 3

Table I. Drugs recommended for the preventive treatment of migraine by international guidelines, and their availability in the WHO
model list of essential medicines, 23rd list (2023) (1).

On EML for On EML for  Available formulation Recommended formulation
migraine other uses and dose on EML and dose

Antiepileptics
Valproic acid® No Yes Oral liquid: 200 mg/5 mL; Oral 400-2000 mg /day
Tablet (crushable): 100 mg;
Tablet (enteric-coated): 200 mg, 500 mg;
Injection: 100 mg/mL in 3 mL, 4 mL, 10 mL
ampoule
Topiramate* No No Oral 25-200 mg /day
Lamotrigine No Yes Tablet: 25 mg, 50 mg, 100 mg, 200 mg; Oral 25-200 mg /day
Tablet (chewable, dispersible): 2 mg, 5 mg,
25 mg, 50 mg, 100 mg, 200 mg
Beta-blockers

Metoprolol No No Oral 25-200 mg /day

Propranolol Yes — Tablet: 20 mg, 40 mg (hydrochloride). Oral 120-240 mg /day

Atenolol No No Oral 50-200 mg /day

Bisoprolol No Yes Tablet: 1.25 mg; 5 mg Oral 5 mg /day

Timolol No No Oral 1060 mg /day

Nadolol No No Oral 40—160 mg /day
Angiotensin Receptor Blockers/ACE inhibitors

Candesartan No No Oral 8-16 mg /day

Lisinopril No No Oral 10-20 mg /day
Calcium Channel

Blockers

Flunarizine No No Oral 5-10 mg /day
Serotonin antagonists

Pizotifen No No Oral 0.5-4.5 mg /day
Antidepressants

Amitriptyline No Yes Tablet: 10 mg, 25 mg, 75 mg Oral 25-150 mg /day

Venlafaxine No No Oral 37.5-300 mg /day
Monoclonal antibodies targeting the CGRP

pathway

Erenumab No No Subcutaneous injection 70—

140 mg monthly
Fremanezumab No No Subcutaneous injection 225 mg
monthly, 675 mg quarterly
Galcanezumab No No Subcutaneous injection of

240 mg as a loading dose,
followed by 120 mg monthly

Eptinezumab No No Intravenous infusion 100—
300 mg quarterly
ChnabotulinumtoxinA Intramuscular injections 155—

195 U quarterly
Local anesthetics

Lidocaine No Yes Injection: 1%; 2% (hydrochloride) in vial Local intramuscular injection |-
2%
Bupivacaine No Yes Injection: 0.25%; 0.5% (hydrochloride) in vial Local intramuscular injection
0.5%
Steroids
Methylprednisclone No Yes Injection: 40 mg/mL (as sodium succinate) in Local intramuscular injection

| mL single-dose vial and 5 mL multi-dose vials; 40-80 mg
80 mg/mL (as sodium succinate) in | mL
single-dose vial
Dexamethasone No Yes Injection: 4 mg/mL (as disodium phosphate salt) Intravenous infusion or
in | mL ampoule; intramuscular injection 4-8 mg
Oral liquid: 2 mg/5 mL;
Tablet: 2 mg, 4 mg.

(continued)

Anh bang gbc dé déi chiéu hang va cot
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Bang 1. Cac loai thudc dwgc khuyén cdo dé diéu tri dw phong migraine theo huwéng dan quéc
té va tinh san c6 clia chiing trong danh sach mau thudc thiét yéu cia WHO, danh sach thir 23
(2023) (1).

V& EML cho migraine Trén EML cho cac muc dich s dung khac dang bao ché va liéu dung cé sén trén EML dang bao ché
va liéu dung khuyén céo Thubc chéng ddng kinh Axit Valproic* Khéng Cé Chét 1dng ubng: 200 mg/5 mL; Vién nén (nghién):
100 mg; Vién nén (bao tan trong rudt): 200 mg, 500 mg; Tiém: 100 mg/mL trong 3 mL, 4 mL, 10 mL éng Udng 400-2000 mg
Ingay T opiramate* Khéng Khong Udng 25 -200 mg /ngay Lamotrigine Khéng C6 Vién nén: 25 mg, 50 mg, 100 mg, 200 mg;
Vién nén (nhai, phan tan): 2 mg, 5 mg, 25 mg, 50 mg, 100 mg, 200 mg Ubng 25-200 mg /ngay Thubc chen beta Metoprolol
Khéng Khéng Udng 25 -200 mg /ngay Propranolol C6 - Vién nén: 20 mg, 40 mg (hydrochloride). Uéng 120 -240 mg /ngay
Atenolol Khéng Khéng Udng 50 -200 mg /ngay Bisoprolol Khéng C6 Vién nén: 1,25 mg; 5 mg Udng 5 mg /ngay Timolol
Khéng Khéng Uéng 10 -60 mg /ngay Nadolol Khéng Khéng Uéng 40 -160 mg /ngay Thudc chen thu thé angiotensin/Thubc
rc ché men chuyén Candesartan Khéng Khong Uéng 8 -16 mg /ngay Lisinopril Khéng Khéng Uéng 10 -20 mg /ngay Kénh
Canxi

Thubdc chen Flunarizine Khéong Khéng Ubng 5 -10 mg /ngay Thubc déi khang serotonin Pizotifen Khéng Khéng Uéng 0,5 -
4,5 mg /ngay Thubc chdng trAm cam Amitriptyline Khéng Cé Vién nén: 10 mg, 25 mg, 75 mg Bwdng ubng 25 -150 mg
Ingay Venlafaxine Khéng Khéng Bwdng ubng 37,5 -300 mg /ngay Khang thé don dong nham muc tiéu theo con dwdng
CGRP Erenumab Khéng Khong Tiém dwéi da 70 - 140 mg hang thang Fremanezumab Khéng Khdong Tiém dwéi da 225
mg hang thang, 675 mg méi quy Galcanezumab Khong Khéng Tiém dwéi da 240 mg nhw mét liéu con, tiép theo la 120 mg
méi thang Eptinezumab Khéng Khéng Truyén tinh mach 100 - 300 mg méi quy OnabotulinumtoxinA Tiém b&p 155 - 195 U
m&i quy Thubc gay té cuc b Lidocain Khéng C6 Tiém: 1%; 2% (hydrochloride) trong lo Tiém bap tai ché 1 - 2% Bupivacain
Khéng C6 Tiém: 0,25%; 0,5% (hydrochloride) trong lo Tiém bap tai chd 0,5% Steroid Methylprednisolone Khéng Cé Tiém:
40 mg/mL (dwéi dang natri succinate) trong

lo don liéu 1 mL va lo da liéu 5 mL; 80 mg/mL (dwoi dang natri succinate) trong lo don liéu 1 mL Tiém bap tai chd 40-80 mg
Dexamethasone Khéng Co Tiém: 4 mg/mL (dwéi dang mudi disodium phosphate) trong 1 mL ong; Nwéc udng: 2 mg/5 mL;
Vién nén: 2 mg, 4 mg.
Truyén tinh mach hoéc tiém bap 4 -8m g (tiép theo)

Trang nguén 4
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Cephalalgia 44(9)

Table 1. (continued)

On EMLfor On EML for

Available formulation

Recommended formulation

migraine other uses and dose on EML and dose
Gepants
Atogepant No No Oral 10, 30 twice daily or 60 mg
daily
Rimegepant No No Oral (dispersible tablet) 75 mg

every other day

*According to the European Medicines Agency these drugs must be avoided during pregnancy and in women of childbearing age who are not using highly

effective contraception.

guidance documents for elaborating the recommenda-
tions, based on: i) relevance of the paper; ii) publication
date of less than 15 years prior; iii) availability in the
English language. A further three guidelines (from
German, Korean and Taiwanese societies) were added
subsequently following either a translation to English
being made available or internal suggestions coming dir-
ectly from the working group (Online Supplemental file
#1) (4-21). In the kick—off meeting held virtually in
February 2023, each triad of experts, formed by a
senior and two juniors, undertook the task to elaborate
a first draft of recommendations for 2-3 clinical ques-
tions. Once all the triads had elaborated the assigned
recommendations, these were shared with the entire
working group for discussion and refinement. Several
runs of discussion via virtual meetings or e-mail
exchanges led to the final version agreed by all the com-
ponents in December 2023.

The final list of clinical questions and the corresponding
recommendations are summarized in Table 2.

In the next sections we will illustrate in detail each clin-
ical question, associated recommendations for the Optimal
and Essential level, background for the question and evi-
dence used for the elaboration.

QI - Which individuals with migraine are
candidates for preventive pharmacologic
treatment?

Recommendations
Optimal.

‘We suggest starting a migraine preventive treatment
with drugs when one or more of the following conditions
is present:

- the person has 4 or more monthly headache days;

- migraine has an impact on personal, social, and profes-
sional life according to personal patient perception;

- optimized acute treatment is ineffective in providing
migraine relief;

- acute medications are used frequently to treat the
attacks.

Essential.
As described in the optimal recommendations.

Comment: Due to the debilitating nature of migraine attacks
and the potential risk of negative sequelae, preventive treat-
ment can be considered with a lower threshold of monthly
headache days in people with migraine with aura, especially
hemiplegic migraine and migraine with prolonged aura.

Background. Migraine is a multifactorial disorder with a signifi-
cant impact on patients’ lives. The prevalence of migraine is the
highest between 20 and 50 years of age. but people of all ages
are affected (22). According to the latest assessment of the
Global Burden of Disease, migraine is the first leading cause
of disability due to a disorder of the nervous system worldwide
in older children and adolescents aged 5-19 years and the
second in people aged 2039 years (23). Women are three
times more affected than men (22). One of the pillars of treat-
ment consists of preventive therapies to reduce the negative
impact of migraine on everyday life by reducing the frequency
of days with migraine. There are several different medication
classes available for migraine prevention (e.g., anti-
hypertensive, anti-epileptic, anti-depressant, treatments target-
ing the calcitonin gene-related peptide pathway). The decision
to start a preventive migraine medication should take into con-
sideration several factors, including frequency, severity, dur-
ation of migraine attacks, presence of other headaches (e.g.
tension-type headache), magnitude of the impact that the
migraine attacks have on daily functioning, effectiveness of
acute medication, frequency of administration, and patient pref-
erence (24).

Evidence. Multiple headache expert groups and organizations
have developed guidelines that provide recommendations on
when preventive treatments should be considered for persons
with migraine (summarized in Online Supplemental Table 1).

These guidelines consistently suggest that migraine fre-
quency and migraine-associated disability are important
factors when deciding to offer migraine preventive treatment

Anh bang gbc dé déi chiéu hang va cot

Ban dich ndi dung bang

tai lieu hwéng dan xay dung céac khuyén cao, dwa trén: i) tinh phi hop clia bai viét; i) ngay xuét ban duéi 15 ndm trudc
hodc; iii) s8n c6 bdng tiéng Anh. Ba hwéng dan niva (tlr cac hiép hdi Bic, Han Quéc va Dai Loan) da dugc bd sung sau d6
sau khi c6 ban dich sang tiéng Anh hodc cé dé& xuat ndi bd tryc tiép tlr hew or k i n gg o up(T4p tin bd sung tryc tuyén sé 1)
(4 -21). Trong cudc hop khéi ddng dwoc tb chirc trwc tuyén vao thang 2 ndm 2023, mdi bd ba chuyén gia, do mét cép trén
va hai tré thanh Iap, ddm nhan nhiém vu xay dwng ban thao khuyén cdo dau tién cho 2 -3 cau hdi lam sang. Sau khi tat ca
cac bod ba da xay dwng xong cac khuyén cao duoc giao, ching sé dwoc chia sé véi toan bé nhém lam viéc dé thao luan va
hoan thién. Mot sé cudc thdo luan théng qua cac cudc hop do hodc trao déi e-mail da dan dén phién ban cubi cling dwoc
tat ca cac thanh phan ddng y vao thang 12 ndm 2023.
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Danh sach cudi cling cac cau héi 1am sang va cac khuyén céo twong (rng dwoc tom tat trong Bang 2. Trong cac phan tiép
theo, ching t6i s&€ minh hoa chi tiét ttrng cau héi 1am sang, cac khuyén cao lién quan cho m&c d6 Toi wu va Thiét yéu, nén
tang cho cau héi va béng chirng dwgc s dung dé xay dung.

Q1 Nhirng ngudi nao mac migraine 1a doi twong can diéu tri dw phong bang
thudc

Khuyén céo

Téi wu.

Chuing t6i khuyén céo bat dau didu tri dw phong migraine bang thubc khi c6 mét hodc nhiéu tinh trang sau: - ngwoi dé bi
dau dau hang thang tir 4 ngay trd 1&n; - migraine c6 anh hwéng dén doi séng ca nhan, xa hdi va nghé nghiép theo nhan
thirc ca nhan cla bénh nhan; - diéu tri ct con dwoc ti wu héa khéng cé hiéu qua trong viéc gidam migraine; - Thubc cap
tinh dwoc str dung thwérng xuyén dé diéu tri cac con.

Thiét yéu.

Nhw dwoc mé ta trong cac khuyén cao tbi wu.

Binh luan: Do tinh chat suy nhwoc clia cac con migraine

va nguy co tiém &n cac di chirng tiéu cuc, c6 thé can nhéc diéu tri dw phong véi nguwdng sé ngay dau ddu mdi thang thap
hon & nhirng nguwoi bi migraine co6 triéu chirng, dac biét la migraine liét nlra ngwdi va migraine co triéu chirng kéo dai.

B&i canh. migraine 1a mot réi loan da yéu td c6 anh hwdng dang ké dén cudc séng clia bénh nhan. Ty &
mac migraine la

cao nhét & do tudi tw 20 dén 50, nhwng moi ngudi & moi Ia tudi dé&u bi anh hwéng (22). Theo dénh gia moi nhét cia Ganh
nang bénh tat toan cau, migraine la nguyén nhan hang dau gay ra tinh trang khuyét tat do roi loan hé than kinh trén toan
thé gi&i & tré Ion va thanh thiéu nién tir 5 -19 tudi va 1a nguyén nhan th& hai & nhL"Png nguwoi tu 20 -59 tudi (23). Phu ni bi
anh huéng nhiéu gap ba lan so véi nam glm (22). Mot trong nhirng tru cot cla diéu tri bao gom phong ngtra benh hiép dam
dé giam tac dong tiéu cuc clia migraine ddi voi cude sbng hang ngay bang cach gidm tan suét nhirng ngay mac mlgralne
C6 mét sb nhém thude khac nhau c6 sdn d& dw phong migraine (vi du: ha huyét ap, chéng dong kinh, chéng trdm cam, cac
phwong phép diéu tri nham vao con dwong peptide lién quan gen calcitonin). Quyét dinh bat dau dung thudc dy phong

migraine nén xem xét mét sb yéu t6, bao gébm tan suét, mirc d6 nghiém trong, thoi gian clia cac con migraine, sw xuét hién
clia cac con dau ddu khac (vi du nhu migraine).

dau dAu kiéu cing thang), mrc d6 anh hwéng clia con migraine dbi véi hoat ddng hang ngay, hiéu qua cla thudc cat con,
tan suét dung thubc va s thich clia bénh nhan (24).

Bang chirng. Nhiéu nhém va té chirc chuyén gia dau dau

da phat trién cac hwdng dan dwa ra cac khuyén céo vé thoi diém nén xem xét diéu tri phong ngira cho nhirng ngudi méac
migraine (dwoc tom tat trong Bang 1 bd sung trwc tuyén). Nhitng hwéng dan nay ludn dé xuét ring tan suat migraine va
tinh trang khuyét tat lién quan dén migraine Ia nhitng yéu t6 quan trong khi quyét dinh dwa ra phwong phap diéu tri dy
phong migraine.

Bang 1. (tiép theo) Vé EML cho migraine Trén EML cho cac muc dich sir dung khac dang bao
ché va liéu dung c6 san trén EML dang bao ché va liéu dung khuyén cdo Gepants Atogepant
Khoéng Khong Udng 10, 30 hai Ian mbi ngay hoidc 60 mg moi ngay Rimegepant Khong Khong
Udng (vién phan tan) 75 mg moi ngay *Theo Co quan Y t& Chau Au, nhirng loai thudc nay phai
tranh khi mang thai va & nhirng phu nit trong do6 tudi sinh dé khong st dung bién phap tranh
thai hiéu qua cao.

4 Pau dau 44(9)
Trang nguén 5
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Puledda et al.

Table 2. Summary table illustrating the clinical questions for the pharmacological preventive treatment of migraine and the
corresponding optimal and essential level recommendations.

Question Number

Optimal level

Essential Level

| —Which individuals with migraine are
candidates for preventive
pharmacologic treatment?

2 — When should the effectiveness of a
migraine preventive treatment be
assessed?

3 — If an initial migraine preventive drug
is ineffective or not well tolerated,
should alternative drug options be
considered?

4 — If a migraine preventive drug is
ineffective, is it appropriate to use a
combination therapy with two
migraine preventive drugs?

5 —How long should effective migraine
prevention be continued?

We suggest starting a migraine preventive
treatment with drugs when one or more of
the following conditions is present:

- the person has four or more monthly
headache days;

- migraine has an impact on personal, social,
and professional life according to personal
patient perception;

- optimized acute treatment is ineffective in
providing migraine relief;

- acute medications are used frequently to
treat the attacks.

In individuals initiating a new migraine oral
preventive treatment, we suggest evaluating
effectiveness after three months at the
target dose. We recommend a minimum of
three months for injectable drugs taken on a
monthly basis, and a minimum of six months
for injectable drugs administered quarterly.

If an initial migraine preventive drug is
ineffective or not well tolerated, we suggest
switching to a different class of medication.
In individuals with multiple drug failures, a
further option may be switching to a
different preventive treatment in the same
therapeutic class or to drugs such as
onabotulinumtoxinA, monoclonal
antibodies targeting CGRP and gepants,
which have demonstrated efficacy in
individuals who did not benefit from
multiple previous preventive treatments.

We suggest combination therapy with two
migraine preventive agents in individuals
who do not have enough benefit from any
single migraine preventive treatment, or if
the combination of two agents represents an
advantage on the management of
comorbidities.

Drugs targeting the CGRP pathway and
onabotulinumtoxinA have very low/absent
drug-to-drug interactions and they can
therefore be easily combined with oral
preventive treatment.

An effective preventive treatment should be
continued for at least six months for oral
drugs and 12 months for non-oral
treatments before considering
discontinuation.

For people with chronic migraine, longer
treatment periods should be considered.
The decision to stop a migraine preventive
drug should be based on having less than
four monthly migraine days over a period of

As described in the recommendations for the
optimal level.

In individuals initiating a new oral preventive
treatment, we suggest evaluating
effectiveness after three months of
treatment at target dose.

If an initial migraine preventive drug is
ineffective or not well tolerated, we suggest
switching to a different class.

In individuals with multiple drug failures, a
further option may be switching to a
different preventive treatment in the same
class.

We suggest a combination therapy with two
migraine preventive agents in individuals
who do not have enough benefit from any
single migraine preventive treatment, or if
the combination of two agents represents
an advantage on the management of
comorbidities.

Oral preventive treatments have several
drug-to-drug interactions, therefore
caution is suggested when combining them.
On the other hand, some combinations may
improve the tolerability of individual drugs.

An effective preventive treatment with
available oral drugs should be continued for
at least six months.

For chronic migraine longer treatment
periods should be considered.

The decision to stop a migraine preventive
drug should be based on having less than
four monthly migraine days over a period of
three consecutive months or based on the

(continued)

Anh bang gbc dé déi chiéu hang va cot

Ban dich ndi dung bang

Bang 2. Bang tém tat minh hoa cac cau hoi lam sang vé diéu tri dw phong bang thuéc ddi v&i
migraine va cac khuyén cdo vé mrc dd t6i wu va thiét yéu twong trng.

Sé cau héi Mrc d6 ti wu Co ban Cap do 1 - Nhirng ngwéi mac migraine co thé diéu tri dw phong bang thuéc? Ching toi
khuyén céo bat dau diéu tri dw phong migraine bang thuéc khi cé mét hodc nhiéu tinh trang sau: - ngudi d6 bi dau dau twr
bdn ngay tré 1&n hang thang; - migraine cé anh hudng dén doi séng ca nhan, xa hoi va nghé nghiép theo nhan thirc ca
nhan cla bénh nhan; - didu tri cat con dwoc téi wu hda khéng cé hiéu qua trong viéc gidm migraine; - Thudc cép tinh dwoc

st dung thudng xuyén dé didu tri cac con.
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Nhw dwoc mé ta trong cac khuyén cao cho mirc Téi wu. 2 - Khi ndo nén danh gia hiéu qua cla viéc diéu tri dw phong
migraine? &’ nhitng ngudi bt ddu didu tri dw phong migraine béng dwéng udng maéi, chiing t6i khuyén céo danh gia hiéu
qué sau ba thang véi liéu muc tiéu. Chung t6i khuyén cao téi thiéu ba thang ddi voi thude tiém dugc dung hang thang va toi
thiéu sau thang déi vai thube tiém dwoc dung hang quy.
O nhirng ngudi bat dau diéu tri dw phong bang duong ubng méi, chang toi khuyén cao danh gia hiéu qua sau ba thang
diéu tri & lieu muc tiéu. 3 - Néu thudc dw phong migraine ban dau khong hiéu qua hodc khéng dwoc dung nap tot, c6 nén
xem xét lwa chon thudc thay thé khéng?
Néu thudc dy phong migraine ban dau khong hiéu qua hoac khong dwoc dung nap tét, ching toi khuyén céo chuyén sang
loai thude khac. O' nhirng ¢ nhan thét bai vi nhiéu loai thue, mot Iwa chon khac c6 thé 1a chuyén sang mét phuong phap
didu tri phong ngtra khac trong ciing nhém diéu tri hodc chuyén sang cac loai thubc nhu onabotulinumtoxinA, khang thé .
don dong tac dong Ién CGRP va gepants, da chirng minh dwgc hiéu qua & nhirng ca nhan khéng dwoc hwdng lgi tlr nhiéu
phwong phap diéu tri phong ngtra trwée do.
Néu loai thudc du phong migraine ban dau khong hiéu qua hoac khong dwoc dung nap tét, ching t6i khuyén céo chuyén
sang loai thudc khac. O’ nhirng ngudi thét bai véi nhiéu loai thude, mét wa chon khac co thé 1a chuyén sang mét phuong
phap diéu trj dw phéng khac trong cung [ncf)t nhom. 4 - Néu mot loai thudc dw phong migraine khong cé hiéu qua thi st
dung liéu phap phdi hop véi hai loai thudc dyw phong migraine cé phu hop khéng?
Chting t6i dé xuat liéu phap két hop véi hai thudc dy phong migraine & nhirng ngudi khong ¢ du loi ich tr nhiéu phwong
phap diéu tri dyw phong migraine don &, hodc néu sy két hop cta hai thuéc mang lai lgi ich trong viéc kiém soat cac bénh
di kém. Céc thudc nham vao con duong CGRP va onabotulinumtoxinA c6 twong tac thudce véi thude rat thap/khong co va
do d6 chung cé thé dé dang két hop véi didu tri dw phong bang dweng ubng.
Chting t6i dé xuat mot liéu phap két hop véi hai thude dy phong migraine & nhitng ngudi khong nhan duoc du loi ich tir
bét ky phwong phap diéu tri dw phong migraine don 1é nao hodc néu su két hcp cla hai thuoc mang lai lgi thé trong viéc
kiém soat cac bénh di kem. Cac phwong phap didu tri dw phong bang dudng udng cé mét sé twong tac gitra thube voi
thudc, do dé can than trong khi két hop chung.
Mat khac, mot s6 sw két hop co thé cai thién kha nang dung nap clia tirng loai thudc. 5 - Nén tiép tuc dw phong migraine
hiéu qua trong bao lau? Can tiép tuc diéu tri dw phong hiéu qua trong it nhat 6 thang déi véi thuée uéng va 12 thang déi voi
diéu tri khong ding dwéng udng trde khi can nhac ngirng thude.
BOi v&i nhitng ngwoi bi migraine man tinh, nén can nhac thoi gian diéu tri 1au hon. Quyét dinh ngrng thudc dy phong
migraine phai dl_,l"a trén viéc cp it hon bon ngay migraine hang thang trong khoang thoi gian. Nén tiép tuc diéu tri phong
nglra hiéu qua bang thubc udng c6 sén trong it nhat sau thang.
Déi v&i migraine man tinh, thoi gian diéu tri dai hon nén dwoc xem xét. Quyét dinh ngirng thgc")c dw phong migraine phai
dwa trén viéc cé it hon bon ngay migraine hang thang trong khoang th&i gian ba thang lién tiép hodc dwa trén (tiép theo)
Trang ngudn 6
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Table 2. (continued)

Question Number

Optimal level

Essential Level

6 — What are the success criteria to
rate preventive therapy as effective?

7 — In individuals who have
discontinued a migraine preventive
after a successful period, what are the
criteria for restarting preventive
treatment!

8 — Should the choice of migraine
preventive drugs be determined by
the presence of comorbidities?

9 — Which preventive medication is
suggested for people with chronic
migraine?

three consecutive months or based on the
patient’s satisfaction with the reduction of
disease burden achieved.

The success criteria that determine whether
preventive therapy is effective and should be
continued according to the
recommendations provided in Q5 are any
one or more of the following:

- a2 50% decrease in monthly migraine days
or moderate-to-severe headache days,
optimally based on the use of a headache
diary;

- a clinically meaningful subjective
improvement as reported by the subject or
evaluated by Patient Global Impression
scales;

- a clinically meaningful improvement in
MIDAS or HIT-6 questionnaire scores.

For subjects with chrenic migraine whe have
not achieved a > 50% decrease in monthly
migraine days or moderate-to-severe
headache days with multiple preventive
options (including oral drugs,
onabotulinumtoxinA and drugs targeting the
CGRP pathway), a > 30% decrease in monthly
migraine days or moderate-to-severe
headache days is acceptable for treatment
continuation beyond three months.

In individuals who have discontinued migraine
prevention after a successful period of
treatment, we suggest waiting at least one
month before considering restarting
treatment, provided they still satisfy the
criteria for prevention (refer to QI).
Monitoring of headache frequency with a
headache diary or a monthly calendar is
recommended after stopping a migraine
preventive treatment.

The first treatment option should always be a
migraine-specific drug.

In individuals with migraine and an ongoing
comorbid condition, it is possible to use
agents that can provide benefit on both the
migraine and the existing comorbidity. This
applies specifically to oral preventive
treatments (see Table 4).

We suggest atogepant, erenumab,
eptinezumab, fremanezumab, galcanezumab,
onabotulinumtoxinA and topiramate for
people with chronic migraine.

Of note, topiramate should be avoided
during pregnancy and in women of
childbearing age who are not using highly
effective contraception methods.

patient’s satisfaction with the reduction of
disease burden achieved.

Given the limited number of options available,
it is recommended to continue treatment in
all subjects that report a meaningful
subjective improvement and who do not
have tolerability issues or unwanted side
effects.

As described in the optimal
recommendations.

When migraine-specific treatments are not
available, the choice of oral preventive
treatment should be guided by the presence
of comorbidities. We therefore suggest
using agents that can provide benefit on
both migraine and the existing comorbidity
as first line preventive therapy.

We suggest topiramate, which however must
be avoided during pregnancy and in women
of childbearing age who are not using highly
effective contraception methods.

If topiramate is not effective, not tolerated
or not indicated, amitriptyline,
beta-blockers, valproate can be used.
Combination of two drugs may be

(continued)

Anh bang gbc dé déi chiéu hang va cot

Ban dich ndi dung bang

s

Bang 2. (ti€p theo) S cdu héi Mirc t6i wu Murc thiét yéu ba thang lién tuc hodc dya trén sy hai
Iong chia bénh nhan ddi véi viéc gidm ganh ning bénh tat dat dworc.

sw héi‘lc‘)ng cta bénh nhan v&i viéc gidm ganh nang bénh tg?at dat dwoc. 6 - Tiéu chi thanh cong nao dé dénh gia hiéu qua
cua dieu tri dw phong? Tiéu chi thanh cong xac dinh liéu dieu tri dw phong co6 hiéu qua hay khdng va nén tiép tuc theo cac
khuyén céo dugc cung cép trong Cau héi 5 1a bat ky mot hodc nhidu tiéu chi ndo sau day: -a Gidm = 50% s ngay migraine
mdi thang hodc sb ngay dau dau tir trung binh dén nang, dwa trén viéc st dung nhat ky dau dau mot cach t6i wu; - sw cai
thién chi quan cé y nghia lam sang do dé[tu’ang b;éo c4o hodc duwoc danh gia theo thang An twong Toan ciu ctia Bénh
nhan; - sy cai thién cé y nghta lam sang vé diém sé trong bang cau hdi MIDAS hodc HIT -6.
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DPéi voi nhwng déi twong méc migraine man tinh chwa dat dwoc mirc giam = 50% s6 ngay migraine méi thang ho&c sé
ngay dau dau tir trung binh dén nang véi nhidu Iua chon phong ngua (bao gébm thuoc udng, onabotulinumtoxinA va thudc
nham vao con dwéng CGRP) murc glam > 30% sb ngay migraine méi thang ho&c sé ngay dau dau tir trung binh dén nang
c6 thé duoc chap nhan dé tiép tuc diéu tri sau ba thang.

Do s6 lwgng lwa chon c6 s&n con han ché, nén tiép tuc didu tri & tt ca cac dbi twong bao cdo sy cai thién chi quan cé y
nghia va nhirng nguwoi khong cé van dé vé dung nap hodc tac dung phu khéng mong muén. 7 - O nhitng ngwdi da ngiing
ap dung bién phap dw phong migraine sau mét thdi gian thanh cong, tiéu chi dé bat dau lai didu tri phong ngtra 1a gi?

O nhi*ng ca nhan da ngung dw phong migraine sau mot thoi gian diéu tri thanh coéng, ching t6i khuyén céo doi it nhat mot
thang trudc khi xem xeét bat dau lai diéu tri, mién la ho vAn dap rng cac tiéu chi phong ngira (tham khdo Q1). Nén theo dbi
tan suét dau diu bang nhat ky dau dau hoéc lich hang thang sau khi ngivng didu tri dw phong migraine.

Nhw dwoc mé ta trong cac khuyén cao tbi wu. 8 - Vlec‘lua chon thuéc dy phqng migraine c6 nén dwoc quyét dinh béi sw
hién dién cta bénh di kém khong? Lwa chon diéu tri dau tién phai ludn la thuéc danh riéng cho migraine. (o] nhirng ngudi bj
migraine va tinh trang bénh di kém dang dién) ra, c6 thé str dung céc tac nhan c6 thé mang lai lgi ich cho c& migraine va
bénh di kém hién co. Diéu nay &p dung cu thé cho cac phwong phap diéu tri phong nglra bang dwdng ubng (xem Bang 4).
Khi khéng cé phuong phap didu tri d&c hiéu cho migraine, viéc lwa chon didu tri dw phong béng dwong udng phai dwa trén
sw hién dién cla cac bénh di k‘ém. Do do, chUng t6i d& nghi st dung cac tac nhan cé thé mang lai lgi ich cho ca migraine
va bénh di kém hién c6 lam diéu tri dw phong dau tién.
9 - thudc dw phong nao duoc khuyén dung cho nguwdi bi migraine man tinh? Chung téi & xuét atogepant, erenumab,
eptinezumab, fremanezumab, galcanezumab, onabotulinumtoxinA va topiramate cho nhirng ngwoi mac migraine man tinh.
Lwu y, nén tranh diing topiramate trong th&i ky mang thai va & phu niv trong dé tudi sinh dé khong str dung cac bién phap
tranh thai hiéu qua cao.
Tuy nhién, chung téi khuyén dung topiramate, tuy nhién phai tranh str dung trong thoi ky mang thai va & nhirng phu ni
trong dd tudi sinh dé khong str dung cac bién phap tranh thai hiéu qua cao. Néu topiramate khong hiéu qua, khéng dung
nap hoéc khéng dwoc chi dinh, cé thé str dung amitriptyline, thubc chen beta, valproate.
C6 thé két hop hai loai thudc (tiép theo) 6 Dau dau 44(9)

Trang nguén 7

10
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Puledda et al.

Table 2. (continued)

Question Number

Optimal level

Essential Level

10 — If a monoclonal antibody targeting
the CGRP pathway is not effective, is
it beneficial to switch to another
anti-CGRP monoclonal antibody?

Il — What are the possible preventive
options for people with migraine who
have a positive response to a
monoclonal antibody targeting the
CGRP pathway, but still have a
clinically meaningful residual migraine
burden?

12 — Do greater occipital nerve blocks
have a place in migraine prevention?

13 — What are the suggested drugs for
migraine prevention in children and
adolescents?

14 — Which migraine preventive drugs
can be used during pregnancy and
lactation?

If a monoclonal antibody targeting the CGRP
pathway (anti-CGRP mAb) is ineffective, we
suggest switching to another anti-CGRP
mAb in individuals who have no other viable
therapeutic options among other migraine
preventive drug classes due to
ineffectiveness, contraindications or
tolerability issues.

In people with migraine who have a positive
response to one monoclonal antibody
targeting CGRP but still have a clinically
meaningful residual migraine burden, we
suggest adding a traditional oral preventive
drug or, if the person has chronic migraine,
onabotulinumtoxinA.

Greater occipital nerve blocks with local
anesthetics, with or without
corticosteroids, have limited evidence of
efficacy, but may represent an option for
migraine prevention.

They can also be used in pregnant women.

In children and adolescents with migraine who
need pharmacological migraine prevention,
beta-blockers or flunarizine, at doses
adapted to body weight, can be used,
although evidence of efficacy is very limited.
In case of ineffectiveness, low dose
topiramate or amitriptyline represent
possible alternatives.

Pregnancy We suggest non-pharmacologic
treatments or peripheral nerve blocks (see
Q12) as first line options in pregnant or
breastfeeding women. If
non-pharmacological treatment is not
possible or effective, we suggest propranolol
or amitriptyline, after balancing risks and
benefits and informing the person on
potential secondary effects and associated
risks. Propranolol should be discontinued in
the last part of the third trimester to avoid
the risk of adverse events to the fetus and
necnate.

For women with chronic migraine,
onabotulinumtoxinA, may represent an
option after balancing risks and benefits
given the limited systemic effects.

We strongly recommend avoiding valproate
and topiramate during pregnancy due to
their teratogenic effects. Similarly,
candesartan and lisinopril should be avoided
during pregnancy because of the risk of
harm and malformation to the fetus.
Breastfeeding During breastfeeding, non

necessary, following recommendations
provided in Q4.
Not applicable.

Not applicable.

As described in the optimal
recommendations.

In children and adolescents with migraine
who need pharmacologic migraine
prevention, beta-blockers, at doses adapted
to body weight, can be used, although
evidence of efficacy is very limited.

In case of ineffectiveness, low dose
topiramate or amitriptyline represent
possible alternatives.

Pregnancy We suggest non-pharmacologic
treatments or peripheral nerve blocks (see
Q12) as first line options in pregnant or
breastfeeding women. If
non-pharmacological treatment is not
possible or effective, we suggest
propranolol or amitriptyline, after balancing
risks and benefits and informing the patient
on potential secondary effects and
associated risks, we suggest propranolol or
amitriptyline, after balancing risks and
benefits and informing the individual on
potential secondary effects and associated
risks. Propranolol should be discontinued in
the last part of the third trimester to avoid
the risk of adverse events to the fetus and
neonate.

We strongly recommend avoiding valproate
and topiramate during pregnancy due to
their teratogenic effects. Breastfeeding Non
pharmacologic treatment or peripheral
nerve blocks should be considered first line.
If non-pharmacological treatment is not
possible or effective, we suggest

(continued)

Anh bang gbc dé déi chiéu hang va cot

Ban dich ndi dung bang

Bang 2. (ti€p theo) S cdu héi Mirc t6i wu Mirc co ban can thiét, theo cac khuyén cdo duwoc
cung cap trong Q4.

10 - Néu mot khang thé don dong tac dong Ién con duong CGRP khong hiéu qua, viéc chuyén sang mét khang thé don
dong khang CGRP khac c6 mang lai lgi ich khong? Néu mét khang thé don dong tac déng lén con dudng CGRP (khang
CGRP mAb) khong hiéu qua, chiing téi khuyén céo chuyén sang mét khang thé khang CGRP mAb khac & nhitng ngudi
khéng co lwa chon diéu tri kha thi nao khac trong sé cac nhém thudc dw phong migraine khac do khéng hiéu qua, chéng chi
dinh ho&c cac van dé vé kha nang dung nap.

11
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Khéng ap dung dwoc. 11 - Cac lwa chon phong ngira kha thi cho nhivng ngwdi méc migraine c¢é phan t&ng tich cuwc véi
khang thé don dong tac dong Ién con dwdng CGRP, nhung van con ganh néng migraine con sét lai cé y nghia lam sang?
O nhirng ngwoi bi migraine cé phan tng tich cwe véi mot khang thé don dong tac dong Ién CGRP nhwng van con ganh
nang migraine con sét lai cé y nghia 1am sang, chuiing t6i khuyén cdo bé sung thém mét loai thudc dw phong béng dwéng
udng truyén théng hoéc, néu ngwdi dé bi migraine man tinh, onabotulinumtoxinA.
Khoéng ap dung dugc. 12 - Phong bé day than kinh chdm I&n hon ¢ vai tro gi trong viéc dw phong migraine khéng? Phong
bé day than kinh chdm I&n hon bang thudc gay té cuc bd, ¢é hodc khdng cé corticosteroid, co bang chirng han ché vé hiéu
qua nhung c6 thé la mot Iwa chon dé dw phong migraine.
Chuing ciing cé thé dwoc str dung & phu ni¥ mang thai. Nhw dwoc md ta trong cac khuyén céo téi wu. 13 - Nhirng loai
thudc dwoc khuyén ding dé dy phong migraine & tré em va thanh thiéu nién 1a gi? O tré em va thanh thiéu nién bi
migraine can dy phong migraine béng thubc, thubc chen beta ho&c flunarizine, véi lidu lweng phu hep véi trong lweng co
thé, c6 thé dwoc st dung, méc du bang chirng v& hiéu qua rat han ché.
Trong trwdng hop khong hiéu qua, topiramate hodc amitriptyline lidu thap cé thé Ia lwa chon thay thé. O tré em va thanh
thiéu nién bi migraine can dw phong migraine bang thudc, c6 thé str dung thudc chen beta véi liéu lwgng phi hop véi trong
lwong co th&, mac du bang chirng v& hiéu qua rat han ché.
Trong trwérng hop khdng hiéu qua, topiramate hodc amitriptyline li&u thdp cé thé 1a lwa chon thay thé. 14 - Thudc dw phong
migraine nao cé th& duwgc st dung trong thdi ky mang thai va cho con bu? Mang thai Chuing toi dé& xuét cac phwong phap
diéu tri khong dung thudc hodc phong bé day than kinh ngoai bién (xem Q12) Ia lwa chon dau tién & phu ni cé thai hoac
dang cho con bu. Néu phwong phéap diéu tri khong dung thudc khéng thé thuc hién dwoc hodc khéng hiéu qua, chang toi
khuyén duing propranolol hodc amitriptyline, sau khi can nhac gitra ri ro va lgi ich ciing nhw théng bao cho ngudi d6 vé
céc tac dung phu tiém an va rai ro lién quan. Nén ngirng st dung propranolol vao phan cubi clia tam ca nguyét thi ba dé
tranh nguy co tac dung phu di véi thai nhi va tré so sinh.
Déi v&i phu nir méc migraine man tinh, onabotulinumtoxinA cé thé 1a mét Iwa chon sau khi can béng gitra rai ro va lgi ich
do tac dung toan than han ché. Chung t6i thuc sw khuyén cdo tranh dung valproate va topiramate trong thoi ky mang thai
do tac dung gay quai thai cia ching. Twong tw, nén tranh st¢ dung candesartan va lisinopril trong th&i ky mang thai vi nguy
co gay hai va di tat cho thai nhi.
Cho con bu Trong théi gian cho con bu, khéng mang thai Ching téi dé& xuét cac phwong phap diéu tri khéng ding thubc
hodc phong bé than kinh ngoai bién (xem Q12) 1a lwa chon dau tién & phu ni¥ c6 thai ho&c dang cho con bi. Néu phuong
phap diéu tri khong dung thudc khong thé thuye hién dwoc hodc khéng hiéu qua, ching téi khuyén dung propranolol hodc
amitriptyline, sau khi can bang ri ro va lgi ich cling nhw théng bao cho bénh nhan vé cac tac dung phu tiém an va rdi ro
lién quan, ching tdi khuyén cao propranolol hodc amitriptyline, sau khi can bang gitra rdi ro va lgi ich cling nhw théng béo
cho ca nhan vé céc tac dung phu ti&m &n va rdi ro lién quan. Nén ngirng st dung propranolol vao phan cudi ctia tam ca
nguyét thir ba dé tranh nguy co tac dung phu déi véi thai nhi va tré so sinh.
Chuing t6i thwe sw khuyén cdo tranh dung valproate va topiramate trong théi ky mang thai do tac dung gay quai thai cia
chiing. Nudi con bang siva me Diéu tri khdng diing thudc hodc phong bé than kinh ngoai bién nén dwoc coi la lwa chon dau
tién. Néu phwong phép diéu tri khdng dung thubc khéng thé thwe hién dwoc hodc khéng hiéu qua, ching t6i khuyén céo
(tiép theo)

Trang nguén 8
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Table 2. (continued)

Question Number

Optimal level

Essential Level

I5 — Which migraine preventive drugs
can be used in people with migraine
over 65 years of age?

16 — What is the recommended
approach to people with migraine and
medication overuse?

pharmacologic treatment or peripheral
nerve blocks should be considered first line.
If non-pharmacologic treatment is not
possible or effective, we suggest propranolol
or amitriptyline, after informing the
individuals of the potential secondary effects
and associated risks, or
onabotulinumtoxinA for people with
chronic migraine. Candesartan can be used
with caution. Lisinopril should be avoided.
Moneclonal antibodies targeting CGRP can
be used with caution after at least two
weeks postpartum.

We suggest selecting the drug for migraine
prevention in people with migraine over 65
years after considering possible
comorbidities and the needs of dose
adjustments, for all treatments.

We suggest careful clinical monitoring to
allow for early detection of adverse effects,
as well as the potential need to modify the
course of treatment.

Some drugs targeting the CGRP pathway
have been tested in populations up to 80
years old without safety issues and can
therefore represent an option.

For people with chronic migraine,
onabotulinumtoxinA may represent an
option given the limited, if any, systemic
effect.

In people with migraine and medication
overuse the following appreoaches are
recommended:

- reduced intake of overused drug(s)
simultaneous with the initiation of
preventive treatment;

- reduced intake of overused drug(s) followed
by initiation of preventive treatment;

- interruption of overused drug(s) followed by
initiation of preventive treatment.

The selection of the preventive treatment

must be based on evidence of therapeutic

efficacy, patient history and comorbidities.

Monoclonal antibedies targeting the CGRP

pathway, topiramate and onabotulinumtoxinA

have proven effective regardless of the
presence of medication overuse, therefore
the immediate withdrawal or reduction of the
overused drug might not be necessary in
subjects who are initiating such a treatment.

Individuals overusing opioids or barbiturate

containing drugs may require hospitalization

to manage drug discontinuation safely and
successfully.

propranolol or amitriptyline, after
informing the individuals of potential
secondary effects and associated risks.

We suggest selecting the drug for migraine
prevention in people with migraine over 65
years after considering possible
comorbidities and the needs of dose
adjustments, for all treatments.

‘We suggest careful clinical monitoring to
allow for early detection of adverse effects,
as well as the potential need to modify the
course of treatment.

In people with migraine and medication
overuse the following approaches are
recommended:

- reduced intake of overused drug(s)
simultaneous with the initiation of
preventive treatment;

- reduced intake of overused drug(s) followed
by initiation of preventive treatment;

- abrupt interruption of overused drug(s)
followed by initiation of preventive
treatment.

The selection of the preventive treatment

must be based on evidence of therapeutic

efficacy, patient history and comorbidities.

Topiramate has proven effective regardless of

the presence of medicaticn overuse,

therefore the immediate withdrawal or
reduction of the overused drug might not be

necessary in subjects who are initiating such a

treatment.

Individuals overusing opioids or barbiturate

containing drugs may require careful

monitoring to manage drug discontinuation
safely and successfully.

CGRP: calcitonin gene-related peptide.

Anh bang gbc dé déi chiéu hang va cot

Ban dich ndi dung bang

Bang 2. (tiép theo) S6 cau hoéi Mrc do toi wu Piéu tri bang thudc hodc phong bé than kinh
ngoai bién nén dwoc coi la lwa chon dau tién.

Néu phuong phap diéu tri khong dung thudc khong thé thye hién duoc hodc khong hiéu qua, chiing t6i khuyén ding
propranolol hodc amitriptyline, sau khi théng bao cho cac ca nhan vé tac dung phu tiém an va céc rii ro lién quan, hoéc

onabotulinumtoxinA cho nhirng ngudi mac migraine man tinh. Candesartan cé thé dwoc s dung than trong. Nén tranh
dung lisinopril.
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C6 thé than trong khi str dung khang thé don dong tac dong Ién CGRP sau it nhat hai tuan sau khi sinh. propranolol hoc
amitriptyline, sau khi théng bao cho cac ca nhan vé tac dung phu ti&m &n va rdi ro lién quan. 15 - Nhirng loai thubc dw
phong migraine nao co thé dwoc str dung & ngwdi bi migraine trén 65 tudi?

Chung t6i khuyén céo chon loai thug‘Sc dé dy phbng migrair!e & nhirng nguwoi bj migrgine trén 65 tudi sau khi xem xét cac
bénh di kém cé thé xay ra va nhu ciu diéu chinh liéu cho tat ca cac phwong phap dieu tri. ChUng t6i dé nghij theo ddi [am
sang can than dé phat hién sém céc tac dung phu ciling nhw nhu cau diéu chinh qua trinh diéu tri.

M6t s6 loai thudc nham vao con dwong CGRP da duoc thir nghiém trén cac nhom dan s6 dén 80 tudi ma khong gap véan
dé gi vé an toan va do d6 c6 thé 1a mot Iwa chon. Déi v nhirng nguwdi bi migraine man tinh, onabotulinumtoxinA c6 thé 1a
mot lwa chon do tac dung toan than bi han ché, néu co.

Chung t6i khuyén géo chon loai thug‘Sc dé dy phbng migrair!e & nhirng nguwoi bj migr@ine trén 65 tudi sau khi xem xét cac
bénh di kém c6 thé xay ra va nhu cau diéu chinh lieu cho tat ca cac phwong phap dieu tri. Ching t6i dé nghi theo doi lam
sang cén than dé phat hién sém céc tac dung phu ciling nhw nhu cau diéu chinh qua trinh diéu tri.

16 - Cach tiép can duoc khuyén cao cho nhitng nguoi bi migraine va lam dung thuée Ia gi? O’ nhitng nguoi bi migraine va
lam dung thudc, nén ap qUng cac phwong phap sau: - gié!m lwong thudce bi lam dung dong thc‘yi’ \Yej viéq bat déy di‘éu tri‘du’
phong; - gidm lwong thudc bi lam dung sau dé bat dau diéu tri dw phong; - ngtrng st dung thudc qua lieu va bat dau diéu tri
dy phong.

Viéc lwa chon phwong phap diéu tri dw phong phai dwa trén bang chivrng vé hiéu qua didu tri, tién s& bénh nhan va cac
bénh di kem. Cac khépg thé don dong tac dﬁ)ng Ién con dwdng CGRP, topiramate va onabotulinu’mtoxinA da dwoc chirng
minh 1a c6 hiéu qué} bat k'é c6 lam dung thudc hay khdng, do d6 viéc ngirng hoac gidm lwong thude bj lam dung ngay 1ap
tirc c6 thé khdng can thiét & nhivng déi twong dang bat dau diéu tri nhw vay.

Nhirng nguoi lam dung thudc opioid hoac thube co chiva barbiturat co thé phai nhap vién dé quan Iy viéc ngirng thubc mét
céach an toan va thanh cong. O’ nhixng ngudi bi migraine va lam dung thuéc, nén ap dung cac phwong phap sau: - gidm
lwong thube bi lam dung

ddng thoi voi viéc bt dau diéu tri dw phong; - giam lwgng thudc bi lam dung sau d6 bét ddu diéu tri dw phong; - nglring dot
ngdt cac loai thudc da st dung qua mirc va bét dau diéu tri dw phong. Viéc Iwa chon phuong phép dieu tri dy phong phai
dwa trén bang chirng vé hiéu qua diéu tri, tién st bénh nhan va cac bénh di kém.

Top opiramate d& dwoc ching minh 1a c6 hiéu qua bét chap viéc lam dung thudc, do d6 viéc ngirng hoac gidm lwong thude
bi lam dung ngay lap tlc c6 thé khéng can thiet & nhirng doi tweng dang bat dau diéu tri nhw vay. Nhing ngwoi lam dung
opioid hodc thubc cé chira barbiturate cé thé cin dwoc theo ddi can than dé quan ly viéc ngirng thuoc mét cach an toan va
thanh cong.

CGRP: peptide lién quan gen calcitonin. 8 Dau dau 44(9)

Trang nguén 9
véi ma tly. Hau hét cac hwéng dan déu dé xuét rdng nén cung cép thudc duw phong migraine néu bénh
nhan bi migraine tbi thiéu tr hai dén bdn ngay méi thang. Diéu nay dac biét dung néu cac con migraine
gay ra tinh trang tan tat va khéng phan (rng nhanh véi cac loai thudc tri con migraine cip. Nhitng ngudi
bi migraine v&i cac con dau lién quan dén cac con dau kéo dai va/hodc nghiém trong co thé dwoc cung
cap thudc dw phong migraine, bat ké tan suét con dau nhw thé ndo. Néu viéc diéu tri cat con migraine
khéng hiéu qua hoadc dbi twong cé chdng chi dinh véi viéc st dung ching thi nén dwa ra phuong phap
didu tri phong ngtra. TAt cd nhirng ngwdi bi migraine do lam dung thudc cét con ciing nhw nhivng ngudi
c6 nguy co lam dung thudc nén dwoc didu tri dw phong. Céac chi sb khac dé bat dau diéu tri phong nglra
la nghi lam ho&c nghi hoc do migraine va tac déng tiéu cwc dang ké dén thoi quen hang ngay.

Quyét dinh b4t dau diéu trj dw phong phai dwoc dwa ra véi sy ddng y ctia bénh nhan, ap dung quy trinh
ra quyét dinh dwoc ca nhan héa va chia sé. Nhirng loi ich tiém 4&n, tac dung phu va rui ro lién quan dén
viéc st dung thuéc dw phong can dwoc thdo luan va xem xét can than. Qua trinh thao luan va ra quyét
dinh nay phai bao gébm cac yéu td cu thé cla bénh nhan nhw tudi tac, kha nang sinh con, tinh trang strc
khde khac, kha nang twong tac thubc va kha nang tuan tha lich dung thude, cuing nhiéu yéu té khac.

14
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Q2 Khi nao nén danh gia hiéu qua cha diéu tri dw phong migraine
Khuyén cao

Téi wu.

O nhirng ngudi bat diu didu tri dw phong migraine bang dwéng ubng maéi, ching t6i khuyén céo danh gia
hiéu qua* sau ba thang véi liéu muc tiéu. Chung téi khuyén cdo tdi thiéu ba thang dbi véi thube tiém duoc
dung hang thang va téi thiéu sau thang dbi véi thube tiém dwoc dung hang quy.

Thiét yéu.

O nhitng ngwdi bat dau didu tri dw phong bing dwdng udng méi, chiing tdi khuyén cao danh gia hiéu
qua* sau ba thang diéu tri & liéu muc tiéu. *Xem Q6 dé biét cac tiéu chi danh gia hiéu quéa cla diéu trj dw
phong.

Nhan xét: Mot sb bang chirng cho thay rang moét ty 1& nho

nhi*ng ngwdi mac migraine man tinh dwoc diéu tri bang onabotulinumtoxinA c6 thé tré thanh ngudi dap
&ng sau do (sau chu ky thir hai hodc thir ba). O’ nhirtng ngudi khéng dap (ng véi onabotulinumtoxinA sau
chu ky d4u tién, nén tang liéu tr 155 U [én 195 U trong chu ky tiép theo (25,26).

Béi canh. Sé tuan can thiét dé phong ngira

Viéc diéu tri d& dat dwoc hiéu qua tbi da sé khac nhau gitra cac loai thubc va dbi twong va cé thé can vai
tuan. Nguoc lai, tac dung phu thwéng xay ra sém. Trong trwdng hop diéu tri bang dwéng ubng, tac dung
phu c6 thé dwoc gidm thiéu bang cach diéu chinh liéu dan dan.

Bang chirng. thubc dw phong cé thé cho thdy sw khéi phat nhanh chéng clia bénh

loi ich. Didu nay cé thé xay ra trong vong mét tudn trong trwéng hop onabotulinumtoxinA, erenumab,
galcanezumab, fremanezumab, eptinezumab va atogepant; hoac tham chi trong vong vai gi¢ nhuw dwoc
mo t& déi voi eptinezumab va dbi véi rimegepant cling da dwoc chirng minh 1a c6 hiéu qua trong diéu tri
cat con migraine (27-35). Tuy nhién, hau hét cac loai thubc déu can téi thiéu 4 dén 6 tudn sau khi dat
duoc liéu diéu tri d& phat huy dwoc loi ich diéu tri tbi da (2 9-37). Ngoai ra, hiéu qua c6 thé phu thudc vao
lidu lwong, dac biét déi véi cac thubc phong bénh truyén théng bang dwdng ubng. Trong trwdng hop
khéng dl hiéu qué nhwng kha ndng dung nap tét, co thé tang liéu cla nhirng thubc nay cho dén khi dat
dén lidu dung nap t6i da ho&c liéu khuyén céo (36-39).

Diéu tri dw phong bang duweng ubng nén dwoc bt dau va diéu chinh dan dan dé gidm thiéu tac dung phu.
Viéc diéu chinh dan dan loai thubc da chon cé thé 1am gidm kha nang xay ra tac dung phu va mét s triéu
chirng bét loi c6 thé bién mét sau vai ngay s dung (34 -37). Nhiéu tac dung phu xuét hién trong qua
trinh diéu trj la dac hiéu cia thubc va thuwdng xuét hién sém trong qua trinh diéu tri (40-43). Phan (ng voi
thubc dw phong rat khong dong nhat & nhitng ngudi mac migraine. Ngoai ra, m|gra|ne la mot can bénh
di&n bién bat thwdng va tan suat cac con migraine thay ddi tiy thudc vao mot sé yéu td khac nhau (44).

Khoéng c6 sy déng thuan vé thdi diém tdi wu dé danh gia hiéu qua diéu tri, tuy nhién, hiu hét cac thir
nghiém ngau nhién cé déi chirng (RCT) va nghién ctru thyc té déu danh gia hiéu qua sau ba thang st
dung, v&i mét sé trwérng hop ngoai 18. Hau hét cac hwdng dan gan day déu khuyén céo thoi gian diéu tri
tbi thidu la 4 -12 tuan (Bang bd sung trwc tuyén 2). Tuy nhién, phdn (ng cham da duwoc bao céo trong
mot sb trwérng hop va can duwoc xem xét (45,46).
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Q3 Néu thudc dy phong migraine ban dau khéng hiéu qua hodc dung nap kém
c6 nén can nhac thudc khac khong

Khuyén céo

Téi wu.

Néu thudc dw phong migraine ban dau khéng hiéu quéd* hoac khéng dwoc dung nap tét, ching téi khuyén
cao chuyén sang loai thudc khac. O’ nhitng ngwdi that bai véi nhidu loai thude, mot lwa chon khac cé thé
la chuyén sang mot phwong phap diéu tri phong ngira khac trong cling nhém diéu tri hodc chuyén sang
céc loai thubc nhw onabotulinumtoxinA, khang thé don dong tac déng Ién peptide lién quan gen calcitonin
(CGRP) va gepants, cé

Trang ngudn 10
da chirng minh tinh hiéu qua & nhivng nguwdi khéng dwoc hudng loi tir nhidu phwong phap diéu tri phong
ngwa trudc do.

Thiét yéu.

Néu loai thubc dw phong migraine ban dau khong hiéu qua* hodc khéng duwoc dung nap tét, chung toi
khuyén cdo chuyén sang loai thudc khac. O’ nhitng ngudi that bai véi nhiéu loai thubc, mét lwa chon khac
c6 thé 1a chuyén sang mét phwong phép diéu tri dw phong khéc trong cing mét nhém. *Gidm it hon 30%
s6 ngay migraine mdi thang hodc nhitng ngay dau dau ti trung binh dén nang hodc dwoc ngudi bi
migraine danh gia nhw vay sau mot khoang thdi gian thich hop (xem Q2) véi lidu lwong thich hop.

Béi canh. Thubc du phong migraine c6 pham vi réng

vé hiéu qua va tac dung phu. Trong mét sb trweng hop, thube dw phong ban dau khong cé hiéu qué hodc
khéng duoc dung nap va do dé phai ngirng st dung. Khi xac dinh rang thubc dw phong migraine khéng
c6 hiéu qua hodc néu né khéng dwoc dung nap, viéc chuyén sang loai thubc dw phong migraine khac 1a
bwéc hop ly tiép theo (15,18,19).

Bang chirng. C6 bang chirng manh mé cho thay viéc tuan tha ché do ubng

Thubc dw phong migraine c6 ham lwgng thap, chd yéu la do thiéu hiéu qua lau dai va tac dung phu. Mét
phan tich héi clru ndm 2017 & Hoa Ky cho thay chi 25% sb ngwdi mac migraine man tinh bat dau dung
thubc dw phong va kién tri diéu tri sau sau thang (45). Trong s6 nhitng ngudi tham gia da nging st
dung, 23% chuyén sang loai thubc dw phong khac. Sw ton tai tbng hop tr 19 RCT trén propranolol,
amitriptyline va topiramate cho thay ty 1& 1an lwot 14 77%, 55% va 57% sau 16-26 tuan (47). Céac tac dung
phu la ly do phd bién nhat dan dén viéc ngirng thube.

Nghién cru nay da tryc tiép diéu tra cac phwong phap chuyén dbi thuéc dw phong migraine va cac két
qua lién quan. Tuy nhién, c6 mot sé thtr nghiém 1am sang da hoan thanh gan day, chirng minh réng
nhing ngwdi méc migraine khéng dap (ing hodc khéng dung nap céc loai thubc dw phong migraine truéc
do co6 thé dap rng véi cac lwa chon duworc ly khac. Vi du, cac khang thé don dong tac déng lén con dudng
lién quan dén gen calcitonin (anti-CGRP mAbs), da dwoc nghién ctru dé diéu tri migraine tirng dot va
man tinh & nhitng ngudi tham gia da that bai trong diéu tri phong ngwra truéc d6 (48 -50).
OnabotulinumtoxinA da chirng minh hiéu qua & nhirng ngwdi bi migraine man tinh va thét bai trong diéu
tri dw phong tredc do (51-53).

H&u hét cac hwdng dan dé nghi chuyén dbi phwong phap diéu tri phong nglra trong trwérng hop khéng
hiéu qua sau mot thtr nghiém day da, mac du thoi gian 'day dd' cé thé khac nhau va nén danh gia lai dinh
ky. Bang bd sung truc tuyén 3 tém tat hwéng dan vé thoi gian danh gia két qua véi cac thube dy phong
migraine va chuyén ddi cac loai thubc d6 dwoc bao cdo trong cac hwéng dan va tai liéu hwong dan duoc
danh gia.
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Q4 Néu mot thudc duw phong migraine khéng hiéu qua c6 nén phdi hop hai
thudc dy phong khéng

Khuyén céo

Téi wu.

Chung téi dé xuét liéu phap két hop véi hai thuéc dw phong migraine & nhirng ngudi khéng nhan duoc
da loi ich tir bat ky phwong phap diéu tri dw phong migraine don 1& nao hodc néu sy két hop cda hai
thudc mang lai loi ich trong viéc kiém soat cac bénh di kém. Cac thudéc nhdm vao con duéng CGRP va
onabotulinumtoxinA cé twong tac thudc véi thudc rat thap/khdng cé va do dé chiang co thé dé dang két
hop véi didu tri dw phong bang duweng ubng.

Thiét yéu.

Chung toi d& xuat mot lieu phap két hop véi hai thubc dw phong migraine & nhirng ngwdi khdng nhan
dwoc da loi ich tir bat ky phwong phap diéu tri dw phong migraine don 18 ndo hodc néu sw két hop cla
hai thuéc mang lai loi thé trong viéc kiém soat cac bénh di kém. Cac phwong phap diéu tri dw phong bang
dwdng ubng cé mot sb twong tac gitra thude véi thude, do d6 can than trong khi két hop ching. Mét khéac,
mot s6 sw két hop c6 thé cai thién khd nang dung nap clia ting loai thube.

Béi canh. Cac lwa chon dw phong migraine bao gém moét sé

cac can thiép dwoc phdm dwa trén bang chirng ciing nhw cac phwong phap diéu tri khdng dung thubc
bao gdm thay déi 16i séng va phwong phap tiép can hanh vi. Cac bién phap dw phong migraine duoc
khuyén céo bao gdm thuéc chen beta, topiramate, valproate, flunarizine, amitriptyline va thubc trc ché thu
thé angiotensin, cing nhuw cac thuéc chéng migraine dac hiéu méi hon 1a mAbs va gepants chéng CGRP.
Viéc tiém onabotulinumtoxinA ciing dwoc chap thuan & mot sé quéc gia, méc du chi danh cho migraine
man tinh. Hiéu qua cua viéc dy phong bang thubéc dwoc xac dinh la giam 50% sb ngay migraine moi
thang dbi véi migraine tirng dot va 30% déi véi migraine man tinh. Dw phong bang thubc d6i khi khéng
hiéu qua (ho&c chi mét phan) va viéc tuan tha diéu tri cé thé bi han ché do kha n&ng dung nap.

Bang chirng. Khéng c6 bang chirng chinh thire t6n tai, dwdi hinh thire kiém soat

nghién ciru vé liéu phap két hop hai bién phap phong ngtra (54). Trong mét nghién ciru, sw két hop cu
thé gilra topiramate va propranolol khéng mang lai loi ich b sung so v&i viéc chi st dung topiramate
ho&c gia dwoc (55). Twong tw, viéc st dung thudc chdng trdm cadm ba vong két hop véi propranolol ciing
khong tét hon liéu phap don tri liéu béng propranolol (54). Sy két hop propranolol véi nortriptyline khéng
mang lai hiéu qua 10 Pau dau 44(9)

Trang nguén 11
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Puledda et al.

Table 3. Possible combinations of preventive drugs for migraine based on mechanisms of action of the drugs or their drug-to-drug

interaction profile.

Drug classes

Drugs

Beta-blockers + anticonvulsants

Beta-blockers + tricyclic
antidepressants

Anticonvulsants + tricyclic
antidepressants

CGRP targeting monoclonal
antibodies + botulinum toxins

CGRP targeting monoclonal
antibodies + gepants

CGRP targeting monoclonal
antibodies + oral migraine
preventive medications

CGRP receptor inhibitors + oral

Propranclol + divalproex sodium;
propranolol + topiramate

Propranolol + nortriptyline
Propranolol + amitriptyline

Topiramate + nortriptyline or
amitriptyline

Erenumab, galcanezumab or
fremanezumab +
onabotulinumtoxinA

Galcanezumab + rimegepant
Erenumab + topiramate;
fremanezumab + propranolol

Rimegepant or atogepant +
topiramate or propranolol or

Limited evidence is available.
The classes have a different mechanism of action.
Beta-blockers have limited side effects, although their
chronic intake may worsen an existing depression

No reliable evidence is available, but the two classes
have a different mechanism of action and tricyclic
antidepressant may prevent/improve depression

Evidence of efficacy is lacking although a small
randomized controlled trial suggests the safety of the
combination of propranclol with nortriptyline.
Sedation may worsen with the use of both drugs, but
topiramate may counteract amitriptyline—induced
weight gain

Preclinical and clinical data suggest potential for synergy
due to distinct mechanisms of action.
Multiple small studies have shown a greater reduction
in mean headache/migraine days with this combination
(57-59).
The two classes have limited drug-to-drug interaction

The two classes have a shared mechanisms of action,
which may therefore potentiate the effect, but
evidence of efficacy and safety is needed

The classes have a different mechanism of action and
CGRP targeting monaclonal antibedies have a proven
good tolerability profile without central side effects

The classes have a different mechanism of action and
CGRP antagonists have a proven good tolerability

migraine preventive medications
amitriptyline
Other possible combinations
Preventive drugs and biobehavioral therapy
Non-invasive neurostimulation device and preventive drugs

profile without central side effects

CGRP: calcitonin gene-related peptide.

better results than propranolol alone (56). Anecdotal evidence
exists that the addition of anti-CGRP mAbs to
onabotulinumtoxinA may lead to a further reduction in
headache frequency in some persons with chronic migraine
(57-59). An open trial showed that combining a beta-
blocker and sodium valproate could lead to an advantage
in efficacy in participants with migraine previously resist-
ant to the two medications in monotherapy (60). Similar
benefits were found for combining beta-blocker and topir-
amate (59) as well as topiramate and nortriptyline (61) in
individuals resistant to both respective monotherapies.
Examples of viable combinations with preventive drugs
for migraine are provided in Table 3.

We suggest monotherapy as a goal in addition to lifestyle
modification and other non-medical therapies when pos-
sible. In cases of partial (or no) effectiveness, the adherence
to treatment, adequate trial of at least eight weeks at the
target dose, and any potential medication overuse should
be reviewed. In people with migraine with unmet needs

despite monotherapy plus lifestyle changes and behavioral
support, combinations can be considered. To select the
drugs to be combined it is necessary to consider the individ-
ual patient, their medical and other co-morbidities. personal
preferences, side effect profiles, and route of administration.
The statements on the combination of two preventives
reported in the guidelines reviewed and the guidance documents
assessed are summarized in Online Supplemental Table 4.

Q5 - How long should effective migraine
prevention be continued?
Recommendations
Optimal.
An effective preventive treatment should be continued for at

least six months for oral drugs and 12 months for non-oral
treatments before considering discontinuation. For people

Anh bang gbc dé déi chiéu hang va cot

Ban dich ndi dung bang

két qua t6t hon so v&i dung propranolol don thuan (56). Cé bdng chirng giai thoai cho thay viéc bd sung mAbs khang
CGRP vao onabotulinumtoxinA c6 thé 1am gidm thém tan suét dau dau & mot sé ngudi méc migraine man tinh (57-59). Mot
thtr nghiém mé cho thay réng viéc két hop thudc chen beta va natri valproate cé thé mang lai loi thé vé hiéu qua & nhirng
ngwdi tham gia bi migraine trwéc day da khang hai loai thubc nay trong don tri liéu (60). Nhivng lgi ich twong tw ciing dwoc
tim thay khi két hop thudc chen beta va topiramate (59) ciing nhu topiramate va nortriptyline (61) & nhitng ca nhan khang
cd hai liéu phap don tri liéu twong rng.

Vi du vé sw két hop kha thi véi thube dw phong migraine dwoc cung cép trong Bang 3. Chuing t6i dé& xuét don trj liéu 1a muc
tiéu bén canh viéc didu chinh 16i sbng va cac liéu phap phi y t& khac khi c6 thé. Trong trdng hop hiéu qua mét phan (hodc
khong cd), can xem xét lai viéc tuan tha diu tri, thtr nghiém day dua trong it nhat 8 tuan véi liéu muc tiéu va bat ky kha nang
lam dung thu6c nao. & nhirng ngwdi bi migraine véi nhu cau chwa dwoc dap trng mac du da dung don tri liéu cdng v&i

18



GL-DD-2024-02 Ban dich tiéng Viét

thay dbi 16i séng va hé tro hanh vi, cé thé xem xét két hop. D& Iwa chon céac loai thudc dwoc két hop, cin phai xem xét
tteng bénh nhan, tinh trang bénh ly va cac bénh di kem khac, s& thich ca nhan, ho so tac dung phu va dwdng dung.
Céac tuyén bo vé su két hop clia hai bién phap phong nglra dwoc béo céo trong cac hudng dan dwoc xem xét va cac tai
liéu hwéng dan dwoc danh gia dwoc tom tat trong Bang 4 bo sung triyec tuyén.

Q5 Nén duy tri diéu tri dw phéng migraine cé hiéu qua trong bao lau
Khuyén céo

T6i wu.

Can tiép tuc diéu tri dw phong hiéu qua trong it nhat 6 thang déi véi thube ubng va 12 thang déi vai diéu tri khéng diing
dwong ubng trwde khi can nhac ngirng thude. Danh cho moi ngudi

Bang 3. Suw két hop c6 thé cé cha cac loai thudc du phong migraine dwa trén co’ ché tac dung
cla thuéc hodc dic diém twong tac giira thuéc véi thudc.

Nhom thudc Thude chen beta + thude chong co giat Propranolol + divalproex natri; propranolol + topiramate C9 it bang
chirng. Céac |‘(')'p c6 co ché hoat déng khéc nhau. Thudc cher) beta c6 tac dung phu h’an ch‘é, mac du viéc st dung lau dai
c6 thé 1am trdm trong thém tinh trang trdm cam hién cé Thudc chen beta + thuéc chéng trdm cadm ba vong Propranolol +
nortriptyline Propranolol + amitriptyline Khong co b&ng chirng dang tin cay, nhwng hai nhém nay c6 co ché tac dung khac
nhau va thudc chéng trAm cam ba véng cé thé ngan ngtra/cai thién tram cam Thudc chong co giat + thuoc chong tram cam
ba vong T opiramate + nortriptyline hoac amitriptyline Thiéu bang chirng vé hiéu qué mac du mét thir nghiém ngau nhién
c6 dbi chirng nhd cho thay sw an toan cla sw két hop propranolol véi nortriptyline.

Cam giac an than c6 thé tr& nén trdm trong hon khi s&r dung ca hai loai thudc, nhung topiramate c6 thé chéng lai sw téng
can do amitriptyline gay ra CGRP nham vao khang thé don dong + doc t6 botulinum Erenumab, galcanezumab hoac
fre[nanezumab + onabotulinumtoxinA D{¥ liéu tién 1dm sang va Idm sang cho thay tiém nang tac dung hiép lwc do cac co
ché tac dung riéng biét.

Nhiéu nghién ctru nho da cho thay s6 ngay dau dau/migraine trung binh gidm nhiéu hon khi st dung su két hop nay (57-
59). Hai nhém nay c6 twong tac thudc véi thube han ché. CGRP nhdm vao khang thé don dong + thubc gepants
Galcanezumab + rimegepant. Hai nhom c6 co ché hoat dong chung, do d6 c6 thé lam téng tac dung, nhung can c6 béng
chirng vé hiéu qua va do an toan. CGRP nham vao khang thé don dong + thubc dw phong migraine dwéng ubng
Erenumab + topiramate; fremanezumab + propranolol Cac nhém cé co ché hoat dong khac nhau va khang thé don dong
tac dong 1&én CGRP c6 kha ndng dung nap t6t da dwoc chirng minh ma khéng c6 tac dung phu trung tdm Thubc trc ché thu
thé CGRP + thuéc dy phong mig’raine dwong ubng Rimegepar]t ho’éc atogepant + topiramate hoac propre}nolol hoac
amitriptyline Cac nhédm c6 co ché hoat déng khac nhau va thudc doi khang CGRP c¢é dac tinh dung nap tot da dwgc chirng
minh ma khéng cé tac dung phu trung tdm

Cac két hop co thé khac thubc dw phong va liéu phap hanh vi sinh hoc Thiét bj kich thich than kinh khéng xam 14n va thubc
dy phong CGRP: peptide lién quan gen calcitonin.

Trang ngudn 12
véi migraine man tinh, nén xem xét th&i gian diéu tri lau hon. Quyét dinh ngirng thubdc dw phong migraine
phai dwa trén viéc co it hon bdn ngay migraine hang thang trong khoang thdi gian ba thang lién tiép hoac
dwa trén sw hai long clia bénh nhan véi viéc gidm ganh nang bénh tat dat dworc.

Thiét yéu.

Viéc diéu tri dw phong hiéu qua bang cac loai thuéc udng sén cé nén dwoc tiép tuc trong it nhat sau
thang. D4i véi migraine man tinh, thoi gian diéu tri dai hon nén dwoc xem xét. Quyét dinh ngirng thube
dw phong migraine phai dua trén viéc cé it hon bdn ngay migraine hang thang trong khoang thdi gian ba
thang lién tiép hodc dwa trén sy hai ldng clia bénh nhan véi viéc gidm ganh nang bénh tat dat dwoc.

Béi canh. M6t s6 loai thubc da cho thay hiéu qua trong viéc diéu tri dw phong migraine. LAm sang ngau
nhién nhat

cac thtr nghiém danh gia hiéu qua cta thuéc dy phong sau ba dén sau thang. Hwéng dan caa IHS dbi
véi cac thtr nghiém coé kiém soat vé didu tri dw phong migraine man tinh va tirng dot dé& xuét st dung giai
doan diéu tri mu d6i kéo dai it nhat 12 tuan (62,63). Nhirtng hwéng dan nay goi y rdng cac thir nghiém

19



GL-DD-2024-02 Ban dich tiéng Viét

kéo dai 24 tuan hodc lau hon c6 thé hiru ich trong viéc danh gia loi ich tich Idy, tinh bén virng cta hiéu
qua, sw tuan tha diéu tri, d6 an toan va kha nang dung nap.

Bang chirng. Hau hét cac RCT va nghién ctu bang chirng thuc té

(RWE) danh gia hiéu qua diéu tri sau ba hodc sau thang (64-66). Mét s6 nghién ctru nhan mé va mot sé
RCT da bao céo hiéu qua lau dai cia mot sé phwong phap diéu tri trong thoi gian diéu tri dai hon (51,67-
70). Dwa trén bang chirng nay, hau hét cac huwéng dan déu khuyén cdo str dung phwong phéap diéu tri dw
phong trong 6 -12 thang (Bang bd sung trwc tuyén 5) (71,72). Tuy nhién, phan I&n cac nghién ctu RCT
va RWE tap trung vao hiéu qué ctia viéc diéu tri migraine trong giai doan diéu tri va théng tin vé& giai doan
ngrng thuéc con han ché. Viéc quan séat giai doan sau diéu tri nay sé rat co loi d& xac dinh hién twong
doi ngwoc co thé xay ra, nhwng diéu nay khong phai ltc nao ciing dwoc danh gia hodc bao céo trong cac
th&r nghiém lam sang (62,63).

Cho dén nay, moét RCT mu déi da danh gia két qué & nhitng ngudi tham gia tiép tuc dung topiramate
nhan mé thém sau thang, sau thdi gian diéu tri sau thang so v&i gid dwoc. Cac dbi twong dwoc diéu tri
bang gid dwoc cho thay sb ngay migraine téng cao hon va cho biét chat lwong cudc sdng thap hon so voi
nhirng ngwoi tham gia tiép tuc dung topiramate (73). Cac nghién ciru nhan mé da béo céo loi ich lau dai
sau khi ngirng s dung céac thubc duw phong bang dwdrng udng khéac, onabotulinumtoxinA va CGRP mAbs
(74-79). Tuy nhién, phan ng bén virng khéng mang tinh phd quat. &' mét s déi twong, loi ich diéu tri chi
kéo dai trong thoi gian ngén va ho sé quay tré lai mirc co ban trwde khi diéu tri (80). & nhitng dbi twong
nay, nén bat dau lai diéu tri (81). Hau hét cac huwéng dan québc t& déu khuyén cao sir dung cac phwong
phap diéu tri phong ngtra trong th&i gian 6 hodc 12 thang (Bang bd sung truc tuyén 5).

Q6 Tiéu chi nao xac dinh diéu tri dw phong cé hiéu qua
Khuyén cao

T6i wu.

Tiéu chi thanh cong xac dinh liéu diéu tri dw phong cé hiéu quéd hay khéng va nén tiép tuc theo cac
khuyén céo dwoc cung cap trong Cau héi 5 Ia bat ky mot hodc nhiéu tiéu chi ndo sau day: -a Gidm = 50%
s6 ngay migraine mdi thang hoac sé ngay dau dau tir trung binh dén nang, dwa trén viéc st dung nhat ky
dau d&u mét cach tbi wu; - sw cai thién chd quan cd y nghia 1am sang theo bao cdo clia ngudi bi migraine
ho&dc dwoc danh gia theo thang An twong Toan ciu ctia Bénh nhan - sy cai thién c6 y nghia 1am sang vé
diém sb trong bang cau héi MIDAS hodc HIT-6. Bbi vé&i nhivng bénh nhan méc migraine man tinh chua
dat dwoc mire gidm = 50% s6 ngay migraine méi thang hodc sé ngay dau dau tir trung binh dén nang véi
nhiéu lwa chon phong ngtra (bao gdm thudc ubng, onabotulinumtoxinA va thubéc nham vao con dwdng
CGRP), mirc gidm = 30% sb ngay migraine mbi thang ho&c sb ngay dau dau ti trung binh dén ndng cé
thé dwoc chap nhan dé tiép tuc diéu tri sau ba thang.

Thiét yéu.

Do sb lwong lwa chon ¢6 s&n con han ché, nén tiép tuc diéu tri & tat ca nhirtng ngudi bi migraine bao céo
sy cai thién chd quan cé y nghia va nhirng ngudi khdng c6 van dé vé kha nang dung nap hodc tac dung
phu khéng mong muén.

Béi canh. Khuyén céo cla chuyén gia goi y réng hai dén

Khodng th&i gian danh gia ba thang (bat dau sau khi dat dwoc liéu dung nap téi da) 1a khodng thoi gian ly
twéng dé danh gia xem mot loai thudc dw phong nhét dinh cé hiéu qua hay khong (82). Dwa trén cac thr
nghiém 1am sang va di liéu thye té, hau hét cac hwéng dan va khuyén cdo déu cho thay gidam 50% tan
suat cac con migraine hodc sb ngay migraine méi thang (MMD) hodc sé ngay dau dau méi thang.

Trang nguén 13
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(MHD) nhv mét thwéc do thanh cong coé thé chap nhan dwoc (Bang bd sung trwc tuyén 6) (5,7,8,18).
Mirc gidm 30% c6 thé chdp nhan dwoc déi véi migraine man tinh. Tuy nhién, cac thir nghiém lam sang
duoc thiét ké dé danh gia hiéu qua diéu tri trong cac diéu kién 'dwoc kiém soat' va do dé viéc gidm 50%
tan suat migraine hang thang hoéc chirng MMD c¢6 thé khéng mé ta chinh xac hiéu qua diéu tri trong thuc
hanh |am sang hang ngay. Do dé, ngoai tan suat dau dau va dap (rng cudng do, cac két qua lay bénh
nhan 1am trung tdm (nhw khuyét tat, chat lwong cudc sbng, st dung thudc diéu tri cac con con migraine
cép va tac dung)

nén duwgc xem xét (9,14,16).

Bang chirng. M&c du dwoc st dung trong nhiéu thir nghiém 1am sang, 50%

Phan (rng trong viéc giam sb ngay migraine médi thang c6 thé qua manh mé trong thwc hanh Iam sang va
vuot qua ngudng hai long clia ngwdi mac migraine (14,18). Viéc gidm cudng d6 dau dau dueng nhu cé
y nghia quan trong dbi vé&i nhivng ngwoi bi migraine ciing nhw viéc gidm tan suét dau dau (83,84). Cac
coéng cu danh gia Két qua do Bénh nhan Bao cdo (PRO) chang han nhw bang cau héi Chat lwgng Cudc
séng Cu thé vé migraine (MSQ) va An twong Toan ciu vé Thay déi ciia Bénh nhan (PGIC) cling co thé
duoc xem xét (85) va cd lién quan dén viéc tiép tuc didu tri trong mot nghién clru bang chiing thuc té
(86).

Sw cai thién c6 y nghia lam sang vé diém MIDAS dwoc AHS xac dinh 14 i) gidm =5 diém dbi véi diém co
ban 11-20 hoac ii) gidm =30% dbi v&i diém co ban =20. Sy cai thién ¢ y nghia |am sang vé diém HIT-6
la gidm = 5 diém (9).

Q7 Sau khi ngirng diéu trij du phéong thanh cdng tiéu chi nao cho phép khéi
déng lai diéu tri

Khuyén cao

Toi wu.

O nhirng ca nhan da ngrng dw phong migraine sau mét thoi gian diéu tri thanh coéng, ching t6i khuyén
cdo doi it nhat mot thang trwde khi xem xét bat dau lai didu tri, mién 1a ho van dap ng cac tiéu chi phong
ngtra (tham khdo Q1). Nén theo d&i tAn suét dau dau bang nhat ky dau dau hoéc lich hang thang sau khi
ngrng diéu tri dw phong migraine.

Thiét yéu.
Nhw dwoc mo ta trong cac khuyén céo tdi wu.

Béi canh. Nhirng ngay nghi diéu tri dw phong cé thé dwoc khuyén cdo & nhirng dbi twong dang trai qua
mot dot gidm dang ké

trong nhirng ngay migraine méi thang khong bi khuyét tat nghiém trong, dé xac dinh xem liéu cé con can
mot bién phap phong ngira nhat dinh hay khong va dé tranh tiép xdc véi thube khong can thiét (72,82,87).
Nghién ctru cho thay réng cé thé cé tac dung duy tri sau khi ngirng diéu tri dw phong migraine nhat dinh
(73,77,79), tuy nhién, van con thiéu cac thuat toan theo déi dwa trén bdng chirng cho nhirng déi twong
nay.

Bang chirng. Chi mét phan tw s6 ngudi bi migraine

dap wng day da véi viéc phong nglra bang flunarizine hodc thuéc chen beta cho thdy phan &ng kéo dai
18 thang sau khi ngirng diéu tri. Hau hét (75%) déi twong déu trai qua sw gia tdng tAn suét migraine sau
mot khodng thoi gian thay ddi sau khi ngirng thudc trong khodng tir 1 dén 28 thang (v&i thdi gian trung
binh 1an lwot 14 7,2 va 4,4 thang & nhém theflunarizine va betablockers) (79). Tan suét con cao hon &
murc co ban, tién st lam dung thudc trvdc d6 va phan (ng kém véi cac bién phap phong ngira trwdc dé
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la nhirng yéu tb dw bao tai phat dau dau, gidm hiéu qua cla viéc diéu tri dw phong sau dé va mic dd san
sang nhan thuéc méi thap hon (79). Mot nghién clru twong tw kéo dai sau thang so sanh flunarizine véi
nimodipine da bao cdo sw gidm dang ké vé tan suat con, m&c dd nghiém trong va thdi gian sau khi
ngrng thudc kéo dai 8,4 thang v&i loai trwde va 4,9 thang véi loai sau (75). Phong ngira bang topiramate
trong thdi gian sau thang bd sung sau sau thang diéu tri nhan mé cho thay nhirng cai thién bén virng

so v&i ban dau va hiéu qua dwoc cai thién dang ké so véi gia duwoc (73). Nguoc lai, natri valproate chi
gilp gidm dau kéo dai & 40% dbi twong, méc du nghién cleu nay chi bao gém nhitng ngudi tham gia bi
dau dau do lam dung thubc va giai doan diéu tri kéo dai khdng quéa ba thang (88). D liéu hién tai khéng
tdt hon cho phwong phap diéu tri bang tiém. Mét nghién ctu thwc té cho thdy 31% sb ngwdi tham gia
dworc diéu tri bAng erenumab da bat dau diéu tri lai do bénh hdi phuc vé& mirc co ban & tuan thi 4 sau khi
hoan thanh diéu tri (87).

Hon ni*a, mot phan tich tbng hop cla hai thir nghlem giai doan Il vé thubéc khang CGRP mAb
galcanezumab cho thay chat lwgng cudc séng vao cudi thoi gian 4 thang sau diéu tri khong cé sy khac
biét gitra bénh nhan duoc diéu tri bang galcanezumab va nhirng bénh nhan dung gia dwoc (89). Trong
mot nhém déi twong mac migraine dwoc diéu tri bang erenumab hodc galcanezumab, ty 1& dap ng =
50% da giadm tir 73,3% xudng 27,6% & nhirng ngwoi tham gia méc migraine tirng dot tan suét cao va twr
60,6% xubng 35,5% & nhitng ngwdi tham gia méc migraine man tinh vao cubi thang tam dirng tht ba
(90). Trong mét nghién ctru khac, gan 90% sb ngwdi tham gia da ngirng diéu tri dw phong bang CGRP
mAbs da bét du lai diéu tri (91).

Bang chirng bd sung cho thay réng, khi so sanh, trang thai migraine tr& nén trdm trong hon sau khi
ngrng st dung erenumab so v&i galcanezumab ho&c fremanezumab huyén phu (78). Tuy nhién, sy khac
biét nay chi 1a tam th&i va cudi cung tat cd cac nhém diéu tri déu tré vé gia tri ban dau (78). Vé
onabotulinumtoxinA, phan (ng kéo dai sau 6 thang da dwoc bao cdo & nhirng ngwdi mac bénh man tinh.

Trang ngudn 14
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14

Cephalalgia 44(9)

migraine who attained a reduction in headache days to less
than five per month, and of migraine-related disability to
mild or less, representing around 40% of the total number
of treated subjects (74).

Online Supplemental Table 7 reports the statements
regarding monitoring of people with migraine after discon-
tinuation of the preventive treatment in the guidelines
reviewed and the guidance documents assessed.

Q8 - Should the choice of migraine
preventive drugs be determined by the
presence of comorbidities?

Recommendations
Optimal.

The first treatment option should always be a migraine-
specific drug.

In individuals with migraine and an ongoing comorbid con-
dition, it is possible to use agents that can provide benefit
on both the migraine and the existing comorbidity. This
applies specifically to oral preventive treatments (see
Table 4).

Essential.

‘When migraine-specific treatments are not available, the
choice of oral preventive treatment should be guided by
the presence of comorbidities. We therefore suggest using
agents that can provide benefit on both migraine and the
existing comorbidity as first line preventive therapy.

Background. Migraine can be associated with several comorbid
conditions. Some comorbidities, such as anxiety, depression,
acute medication overuse, obesity or insomnia, may also
represent a risk factor for the development of chronic migraine
(92). Comorbidity is defined as an illness that occurs more fre-
quently in association with a specific disorder than that would
be found as a coincidental association in the general population.

Given the numerous drug options available for
migraine prevention and the range of existing comorbid-
ities, it can be difficult to predict which drug will a) be
safe, b) be tolerable, and c) achieve the highest efficacy.
In subjects with comorbidities, oral drugs can offer the
opportunity to improve both migraine and the comorbid
condition. Examples of this include the use of topiramate
for migraine with comorbid obesity or essential tremor,
amitriptyline for comorbid insomnia or depression, val-
proate for bipolar mood disorder or venlafaxine for
comorbid depression or generalized anxiety. In certain
comorbidities, however, there are drugs that should be
avoided, such as valproate in obesity or propranolol in
asthma or Raynaud’s syndrome. Issues regarding dosing
and selection of agents should always be considered.
Doses of amitriptyline for depression, for example, are
much higher than doses needed for migraine prevention.
These higher doses of amitriptyline typically cause
more adverse events than lower doses.

The option to treat two conditions with one drug is not
typically possible with migraine-specific drugs, although
their reduction of migraine symptoms may have an
impact on other comorbidities; examples include improving
low mood or insomnia when these are caused by migraine
pain itself (93). It has also been suggested that the efficacy
of anti-CGRP mAbs appears to be independent from
comorbidities such as depression.

Table 4. Medications preferred or avoided for preventive treatment of migraine depending on comorbidities.

Class/drug May be preferred in patient with

Avoid or use with caution in patient with

Tricyclic antidepressants Insomnia, depression, anxiety,

Heart block, significant cardiovascular disease, urinary

(amitriptyline, nortriptyline) neuropathic pain, comorbid tension-  retention, uncentrolled glaucoma (especially angle

type headache

SNRiIs (e.g., venlafaxine) Depression, anxiety

closure type), prostate disease, mania
Hypertension, kidney failure

Valproate Epilepsy, mania, anxiety, comorbid Liver disease, bleeding disorders, alcoholism, obesity,
depression pregnancy (human teratogen)
Topiramate Epilepsy, obesity, mania, anxiety, Kidney stones, kidney failure, angle closure glaucoma,
essential tremor, alcohol dependence  depression, patients with cognitive concerns, pregnancy
Beta-blockers (propranolol, Hypertension, angina, comorbid Asthma, heart block, congestive heart failure, hypotension,
metoprolol) anxiety bradycardia, Raynaud’s, peripheral vascular disease,
insulin-dependent diabetes, sexual dysfunction
Calcium Channel Blockers Dizziness, vertigo Depression, Parkinson’s disease
(flunarizine)
ACEIs/ARBs (candesartan) Hypertension Hypotension, pregnancy
OnabotulinumtoxinA Chronic migraine Pre-existing dysphagia, breathing difficulties or muscle

weakness, myasthenia gravis

ACEs: angiotensin-converting enzyme (ACE) inhibitors; ARBs: Angiotensin Il receptor blockers; SNRIs: Serctanin—norepinephrine reuptake inhibitors.

Anh bang gbc dé déi chiéu hang va cot

Ban dich ndi dung bang

migraine da giam sb ngay dau dau xudng dwéi 5 ngay mdi thang va tinh trang khuyét tat lién quan dé&n migraine & mirc do

nhe hoéc it hon, chiém khoang 40% téng s déi twong duoc diéu tri (74). Bang bd sung tryc tuyén 7 bao céo cac tuyén b
lién quan dén viéc theo ddi nhirng ngudi mac migraine sau khi ngirng diéu tri dw phong trong cac hwéng dan da dwoc xem
xét va céc tai lieu hwéng dan duwoc danh gia.
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Q8 C6 nén lwa chon thudc dw phong migraine dwa trén bénh déng mac khong
Khuyén cao

T6i wu.

Lwa chon diég tri dau tien phai luén la thué’c dac tri migraine. 0] nhirng nguwdi bi migraine va tinh trang bénh di kém dang
dién ra, c6 thé s dung cac t?c nhan cé thé mang lai lgi ich cljo ca migraine va bénh di kém hién cé. Diéu nay ap dung cu
thé cho cac phuwong phép diéu tri phong ngtra bang dwérng ubng (xem

Thiét yéu.

Khi khdng c6 phwong phép diéu tri déc hiéu cho migraine, viéc Iwa chon phuwong phép diéu tri dw phong bang duong uong
phai dwa trén sy hién dién clia cac bénh di kém. Do dé, ching t6i khuyén cdo str dung cac tac nhan co thé mang lai lgi ich
cho c& migraine va bénh di kem hién c6 lam diéu tri dw phong dau tién.

Béi canh. migraine co thé lién quan dén nhiéu bénh Iy di kém

didu kién. M6t s6 bénh di kém, chdng han nhw lo lang, trAm cam, lam dung thubc cat con, béo phi hodc mét ngd, ciing c6
thé 1a yéu t6 nguy co phat trién migraine man tinh (92). Bénh di kém dwoc dinh nghia l1a mét c&n bénh xay ra thwéng xuyén
hon lién quan dén mét réi loan cu thé hon 14 bénh xay ra ngau nhién trong dan sé néi chung.

Vi vo sb lwa chon thudc c6 sdn dé dw phong migraine va nhiéu bénh di kém hién c6, c6 thé khé dy doan loai thudc nao sé
a) an toan, b) cé thé dung nap duoc va c) dat dwoc hiéu qua cao nhat. O nhirng ddi twong mac bénh di kém, thudc udng
c6 thé mang lai co hoi cai thién ca migraine va tinh trang bénh di kém. Vi du vé diéu nay bao gém viéc str dung topiramate
cho migraine kém theo bénh béo phi hodc run vé can, amitriptyline cho chirng mét ngti hodc trdm cam kém theo, valproate
cho rbi loan tam trang lwéng cwe hodc venlafaxine cho chirng trAm cdm kém theo ho&c lo 4u tbng quéat. Tuy nhién, trong
mot s& bénh di kém, cé nhivng loai thubc nén tranh, chang han nhw valproate trong bénh béo phi hoac propranolol trong
bénh hen suyé&n hodc hoi chirng Raynaud. Cac van dé lién quan dén lidu lwong va lwa chon thudc phai ludn dwoc xem xét.
Vi dy, liéu amitriptyline cho bénh trAm cdm cao hon nhiéu so v&i liéu can thiét @& dw phong migraine. Nhirng lidu
amitriptyline cao hon nay thwéng gay ra nhiéu tac dung phu hon so véi lidu thap hon. Lwa chon diéu tri hai tinh trang béng
mot loai thubc thudng khéng thé thue hién dwoc bang cac thube dic tri migraine, méc du viéc gidm céc triéu chirng
migraine cla chuiing co thé cé tac dong dén cac bénh di kém khac; cac vi du bao gém cai thién tam trang chan nan hoac
mét ngl khi nhirng diéu nay la do chinh con migraine gay ra (93). Ngudi ta cling d& xuét rdng hiéu qua cia mAbs chéng
CGRP duéng nhw khéng phu thudc vao cac bénh di kém nhw trdm cam.

Bang 4. Cac loai thudc dwoc wu tién hodc tranh dung dé diéu tri dw phéng migraine tuy thudc
vao bénh di kem.

Loai/thuéc C6 thé dwoc wu tién & bénh nhan Tranh dung hodc s dung than trong & bénh nhan diing thuéc chéng trdm
cém ba vong (amitriptyline, nortriptyline) Mét ngd, trém cam, lo au, dau than kinh, dau dau do cang thang kém theo Block
tim, bé&nh tim mach nang, bi tiéu, tdng nhan ap khéng kidm soat (dac biét 1a loai déng géc), bénh tuyen tién liet, hung cam
SNRI (vi du venlafaxme) Trdm cam, lo l&ng Tang huyét ap, suy than Dong kinh Valproate, hung cam, lo lang, trAm cam
ddng thdi Bénh gan, réi loan chay mau, nghién reou, béo phi, mang thai (gay quai thai & ngudi)

Thubc opiramate Bong kinh, béo phi, hwng cam, lo Iéng, run vO can, nghién regu Séi than, suy than, tdng nhan ap géc
doéng, trAm cam, bénh nhan cé van dé vé& nhan thirc, mang thai Thudc chen beta (propranolol, metoprolol) Tang huyét ap,
dau that nguc, lo Idng kém theo Hen suyén, block tim, suy tim sung huyét, ha huyét ap, nhip tim cham, bénh Raynaud,
bé&nh mach mau ngoai bién, tiéu dwéng phu thudc insulin, réi loan chirc ndng tinh duc Thudc chen kénh canxi (flunarizine)

Chéng mat, chéng mat TrAm cadm, bénh Parkinson ACEI/ARB (candesartan) Tang huyét ap Ha huyét ap, mang thai
OnabotulinumtoxinA migraine man tinh Ba c6 chung kho nubt, khé thd hodc yeu co, nhwgc co ACEI: thudc (rc ché men
chuyén angiotensin (ACE); ARB: Thudc chen thu thé Angiotensin Il; SNRI: Thudc (e ché tai hap thu serotonin -
norepinephrine.

14 Dau dau 44(9)

Trang nguén 15
Bang chirng. migraine c6 lién quan dén ca bénh kém theo va
cac bénh di kém c6 chién lwoc didu tri tréi chay (92). Nhiéu loai thubc khac nhau khéng chi ¢é tac dung
dw phong migraine ma con nhdm dén cac tinh trang bénh di kém thwdng xuyén xay ra (93,94). Danh
sach day di cac loai thubc dwoc wu tién hodc tranh dung trong diéu tri dw phong migraine tuy thudc vao
bénh di kém cé thé dwoc tim thay trong Bang 4. Cach tiép can s dung mét loai thubc dé didu tri hai tinh
trang ddng thdi cling cé thé cé nhirng han ché. M6t loai thuéc duy nhét cé thé khong diéu tri dwoc hai
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tinh trang khac nhau mét cach tdi wu, déi khi can phai c6 hai hodc nhiéu loai thudc véi liéu lwong tdi wu.
Viéc theo déi chat ché sau khi bat du st dung mét (hodc nhiéu) loai thudc trong dw phong migraine va
diéu tri bénh di kém thudng 1a can thiét va cé thé can phai gidi thiéu dén bac si chuyén khoa thich hop.
Cac hwéng dan hién co vé chi dé nay dwoc tédm tét trong Bang bd sung truc tuyén 8. Piéu dang ndi 1a
mot s6 hwéng dan da dwoc phat trién trwde khi co cac phwong phap diéu tri dac hiéu cho migraine.

Q9 Thudc dvw phong nao dwoc khuyén cdo cho ngwdi mac migraine man tinh
Khuyén cao

T6i wu.

Chung t6i dé xuét atogepant, erenumab, eptinezumab, fremanezumab, galcanezumab,
onabotulinumtoxinA va topiramate cho nhirng ngwdi méc migraine man tinh. Lwu y, nén tranh ding
topiramate trong thdi ky mang thai va & phu nir trong d6 tudi sinh d& khéng str dung cac bién phap tranh
thai hiéu qua cao.

Thiét yéu.

Tuy nhién, chung t6i khuyén dung topiramate, tuy nhién phai tranh s&r dung trong th&i ky mang thai va &
nhitng phu ni trong dd tudi sinh d& khéng s dung cac bién phap tranh thai hiéu quad cao. Néu
topiramate khong hiéu qua, khéng dung nap hodc khéng dwoc chi dinh, cé thé st dung amitriptyline,
thudc chen beta, valproate. C6 thé can phai két hop hai loai thubc theo cac khuyén céo dwoc cung cap
trong Q4.

B&i canh. Khai niém hién nay vé& migraine man tinh 1a

twong dbéi gan day (95). M6t sb loai thudc duwoc phé duyét dé diéu tri dw phong migraine da dwoc nghién
ctru trwde khi migraine man tinh dwoc chinh thirc dwa vao ICHD va chwa dwgc thir nghiém cu thé trong
phan nhém dbi twong nay. Khi so sanh v&i migraine tirng con, cé it loai thuéc dwoc chinh thic thir
nghiém va phé duyét danh riéng cho bénh nhan migraine man tinh. Tuy nhién, hau hét cac huwéng dan
déu cho réng céc loai thubc dw phong cé bang chirng tét cho viéc diéu tri migraine tirng dot ciing c6 thé
dwoc st dung dé diéu tri migraine man tinh ma khéng dwa ra bang chirng cho khuyén céo (B sung truc
tuyén).

Bang chirng. Hb tro hai nghién clru mu d6i ngau nhién

viéc st dung topiramate dé diéu tri migraine man tinh (36,96). OnabotulinumtoxinA dwoc chap thuan &
mot s nwéc dé didu tri migraine man tinh. Bang chiing chi yéu dwa trén mét nghién clru tich cuc
(PREEMPT 2) va phan tich téng hop cdia hai nghién ctu (PREEMPT 1 va PREEMPT 2) (97,98). CGRP
mAbs d& dwoc nghién clru dé diéu tri migraine va da chirng minh dwoc hiéu qua mét cach nhat quan
(49,50,99 -102). Trong sb cac chat déi khang phan tr nhé cla thu thé CGRP, atogepant cé hiéu qua
trong diéu tri migraine man tinh (103). Th&r nghiém nay da dwoc xuat ban gan day va chwa dugc dwa vao
cac huwdng dan hién cé. Cac loai thubc khac cé6 mot sbé bang chirng vé hiéu qua trong diéu tri migraine
man tinh bao gém valproate va propranolol (104 -106). Flunarizine dwoc s&v dung & moét sd nwdc chau Au
véi lidu khuyén céo la 5 -10 mg, tuy nhién cac thtr nghiém dwoc cong bd cho thdy bang chirng vé hiéu
qua cla né hau hét d3 I6i thoi va chat lwong con han ché (107).
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Q10 Néu mdot khang thé don dong tac déng I1én con dwdng CGRP khdng hiéu
qua c6 nén chuyén sang khang thé khang CGRP khac khdng

Khuyén céo

Téi wu.

Néu mét khang thé don dong tac dong 1én con duwdng CGRP (khang CGRP mAb) khoéng hiéu qua, ching
t6i khuyén cao chuyén sang mot khang thé khang CGRP mAb khac & nhirng ngwdi khéng cé lwa chon
didu tri kha thi ndo khac trong sé cac nhém thuéc dw phong migraine khac do khéng hiéu qua, chéng chi
dinh hodc céc van dé vé kha nang dung nap.

Thiét yéu.
Khoéng ap dung duorc.
Béi canh. Cac liéu phap nhdm muc tiéu CGRP c¢6 hiéu qua ddi voi
dw phong migraine. Ty |& dap ng 50% dao ddng tir 30% dén 60%. Do d6, 40 -70% sb ngudi bi migraine
khéng dap (ng day du véi CGRP mAbs (108). Hién tai, cé t&i bén mAbs CGRP ¢ sdn & cac qudc gia
khac nhau. Chung c6 cac dac diém khac nhau vé muc tiéu (peptide CGRP so véi thu thé), dwéng dung
(titm dwéi da so vé&i tiém tinh mach), tinh linh hoat cla viéc tang liéu (70 dén 140 mg dbi véi erenumab
va 100 dén 300 mg).

Trang nguén 16
dbi voi eptinezumab) va lich tiém (hang thang so véi hang quy dbi véi fremanezumab) (108).
Bang chirng. Khong co nghién ciru dbi dau cé kiém soat nao dworc kiém tra
hiéu qua so sanh cuia cac khang thé don dong tac dong Ién con dwdng CGRP. Cac phan tich téng hop
da cho thay hiéu qua, do an toan va kha nang dung nap twong dwong gitra bén khang thé (42,66). Mot s6
nghién ciru thuc t& da bao cdo két qua cha viéc chuyén tir khang thé don dong nay sang khang thé don
dong khac & nhirng ngwoi tham gia khéng cé du dap ng véi lan diéu tri dau tién. Mot nghién ctu hoi
ctru da trung tam & Dlrc da danh gia ty 1& dap rng >30% vao thang thi ba sau khi chuyén t&» erenumab
sang mot khang thé khac (galcanezumab hodc fremanezumab). Viéc chuyén tir st dung erenumab da
dan dén phan &ng = 30% & mot phan ba (32%) sb ngudi tham gia sau ba thang diéu tri. Dap ng = 50%
dat dwoc & 12% sb ngudi tham gia (109). Mot nghién clru khéc tir Tay Ban Nha da béo céo ty 1& dap tng
la 30% & 50% ngudi tham gia va ty 1& dap ing 1a 50% & 27% trong sb ho khi dung galcanezumab cho 15
nguwoi khéng dap wng voi erenumab (110).

Mac du hién tai cé it bang chirng vé hiéu qua cla viéc chuyén déi khang thé, mot sé huwdng dan dé xuét
chuyén déi nhu mét lwa chon tiém nang (Bb sung trwc tuyén Hwéng dan cla Lién doan Dau dau Chau Au
néu rd rang khoéng coé da bang chirng khoa hoc vé lgi ich tiém tang clia viéc chuyén ddi khang thé, nhung
viéc chuyén dbi khang thé co thé 1a mét lwa chon (19). Huwéng dan clta Hiép hoi Dau dau Hoa Ky nhan
manh rang hiéu qué va kha nang dung nap nén dwoc danh gia va xac dinh riéng 1& va viéc ra quyét dinh
lam sang vé viéc chuyén sang moét phwong phap diéu tri thay thé nén dwoc thwe hién theo cach 14y bénh
nhan lam trung tdm (16).

26



GL-DD-2024-02 Ban dich tiéng Viét

Q11 C6 nhirng Iwa chon du phong nao khi dap rng véi khang thé don dong téc
dong Ién con duwdng CGRP nhwng gdnh ndng migraine con dang ké

Khuyén céo

Toi wu.

O nhirng nguwdi bi migraine cé phan tng tich cwc véi mot khang thé don dong tac dong lén CGRP nhung
van con ganh nang migraine con sét lai 6 y nghia lam sang, ching tdi khuyén céo bd sung thém mét loai
thubc dy phong bang duwdng udng truyén théng hodc, néu ngwdi dé bi migraine man tinh,
onabotulinumtoxinA.

Thiét yéu.

Khoéng ap dung duorc.

Béi canh. Cac liéu phap nhdm muc tiéu CGRP gilp gidm 50% bénh MMD & mét ty 1& ngudi mac
migraine

dao déng tir 30 dén 60% (111). Do dd, & nhitng ngwdi mac migraine man tinh véi tan suét cao, ganh
nang bénh tat con lai c6 thé van con cao.

Bang chirng. Cac nghién ctvu tién 1am sang cho thdy onabotulinumtoxinA

va cac khang thé don dong tac dong Ién CGRP tao ra tac dung hiép dong trong hé théng mach mau sinh
ba, do d6 Gng ho sy két hop nay (112). Tuy nhién, van chwa cé RCT vé hiéu qué va dd an toan cua liéu
phap kép nay dé& dw phong migraine. Cho dén nay, mét sé it nghién ctru thye té da bao céo rang nhirng
ngudi dap ’ng mdt phan véi onabotulinumtoxinA cé thé dwoc hudng loi tir liéu phap kép véi khang thé
khang CGRP nhuw mét chat bd sung. Ciing khéng cé bang chirng ndo cho thay sw két hop nay sé cé hai.
M6t phan tich tbng hop diéu tra bang chirng thuc té cho thay sb ngay migraine gidm & nhirng déi twong
mac migraine dwoc diéu tri bang liéu phap két hop so véi chi st dung onabotulinumtoxinA (113). Nhirng
nghién ctru d6 bi han ché do tinh chat quan sat ciia bang chirng. Ngoai ra, van chwa rd liéu cé thé thu
dwoc lgi ich twong tw chi vdi khang thé khang CGRP hay khéng.

V& liéu phap kép v6i cac lieu phap nhdm muc tiéu CGRP, hwéng dan cta Lién doan Dau dau Chau Au
tuyén bd réng khong cé di bang chirng dé dwa ra goi y rang suw két hop gitta CGRP mAbs véi cac bién
phap phong ngtra khéc gitp cai thién két qua 1am sang migraine (19). Tai liéu hwéng dan clta Hiép hoi
DPau dau Hoa Ky dé& xuat bé sung mAbs CGRP vao cac loai thuéc dw phong hién cé ma khong dwa ra
nhirng thay d6i khac cho dén khi quan sat thay hiéu qua cla liéu phap chéng CGRP (16). Xem xét dac
diém dung nap thuan lgi cta thubc dbi khang thu thé CGRP mAbs va CGRP, cé thé su két hop cla
chiing c6 thé cai thién hiéu qua ma khéng anh hwéng dén kha nang dung nap, nhwng can cé di liéu dwa
trén bang chirng dé co céi nhin rd rang hon vé lwa chon nay.

Céc tuyén bé lién quan cla Lién doan Pau dau Chau Au va Hiép hoi Dau dau Hoa Ky duoc bao céo
trong Bang bd sung trwc tuyén 11.

Q12 Phong bé than kinh chdm Ién cé vai trd trong dw phong migraine khéng
Khuyén céo

Téi wu.

Phong bé day than kinh chdm Ién hon bang thubc gay té cuc bd, cé hodc khdng cé corticosteroid, co
bang chirng han ché vé hiéu qué nhwng cé thé 1a mot lwa chon dé& dy phong migraine. Hoy can s ob eu
sedinpregnantwoomen.
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Thiét yéu.
Nhuw dwoc mé ta trong cac khuyén cdo téi wu. 16 Dau dau 44(9)

Trang nguén 17
Binh luan: Video cach thuc hién than kinh ngoai bién
khéi gay mé/steroid cd s8n trén nén tang gido duc IHS bang nhiéu ngdn ngir. Dwdi day 1a cac lién két dén
hai video: - Phong bé than kinh ngoai bién & bénh nhan dau dau: chi dinh va hwéng dan thwc hanh;
https://www.youtube.com/ watch?v=frlojGkX7C4 - Khdi GON - cac khia canh va chi dan chung;
https://www.youtube.com/watch?v=JieNu_YHSTo

Béi canh. Cac khéi than kinh ngoai bién da xuét hién trén

thap ky qua nhw mot lwa chon diéu tri tiém nang cho migraine. Co' ché chi tiét lam gidm migraine bang
phong bé than kinh ngoai bién van chua ré rang. Piéu ché dé nhay trung tam Ia mot ing clv vién tiém
nang (114). Viéc gidm liéu thudc gay té cuc bd cd/khdng cé corticosteroid cé vai trd trong dw phong
migraine hay khéng van dang dwoc tranh luan.

Bang chirng. Mot s RCT danh gia hiéu qua cla

phong bé than kinh chdm I&n hon (GONB) trong dw phong migraine. D&c biét, chin RCT da danh gia két
qua GONB it nhat bn tuan sau 1an tiém dau tién. Sau nghién ctru (115-120) da dwoc tién hanh & nhirng
nguwdi tham gia bi migraine man tinh. M6t phan tich tdng hop (121) bao gdm bén trong sé d6. Trong
nhém tich cwe, nhirng nguwdi tham gia dwgec dung GONB v&i bupivacain 0,5% trong ba nghién ctru (gép
n= 66) va lidocain 2% trong mét nghién ctru con lai (n = 17). Phan tich tdng hop cho thay tn suét dau
dau gidm dang k& & nhém dung thubc trong thang dau tién (-4,45, khoang tin cay 95%: -6,56 dén -2,34
ngay) va thang thr hai (-5,49 ngay, khoang tin cay 95%: -8,94 dén -2,03 ngay) so v&i nhém dung gid
dwoc. Bang lwu y, khdong c6 RCT nao béo céo két cuc chinh dwoc wu tién dé xuat theo hwéng dan cla
IHS cho céac thtr nghiém cé dbi chirng vé diéu tri phong ngira (62,63). Thay vao dé, ca bdn nghién ciru
déu so sanh cat ngang tan suét dau dau gop

gitra cac nhém hoat dong va gia dwoc tai cac diém kiém tra, hodc so sanh theo chiéu doc tan suét dau
dau gop gitra giai doan co ban va giai doan diéu tri trong méi nhém. Mét RCT (116) da bao cdo rang sau
khi nhan ba liéu GONB hang thang v&i 2% lidocain (2 mL cho méi 1an tiém), mirc gidm sé ngay dau dau
méi thang va sb ngay migraine mdi thang so v&i mirc co ban, cling nhw ty 1& dap &ng 50% trong nhirng
ngay dau dau, I&n hon dang ké & nhém hoat déng vao cudi giai doan mu. Cac tac gid ddm bdo gay mu
bang cach chudn bi vi tri tiém bang lidocain gel trwéc khi tiém thuc sw.

Nhém twong tw cling da tién hanh RCT danh gia tac dung két hop clia GONB va topiramate (115).
Nhirng ngudi tham gia dwoc chon ngdu nhién va phan thanh ba nhém: don tri liéu bang topiramate,
topiramate va GONB vé&i lidocain+ methylprednisolone, va topiramate va GONB chi véi lidocain. Két qua
cho thdy so v&i don tri liéu bang topiramate, cac nhém bd sung GONB (cé hodc khéng co
methylprednisolone) d& gidm sd ngay migraine méi thang nhiéu hon vao cudi nghién ctru. Cac nhém cé
GONB bb sung (c6 hoac khdng cé methylprednisolone) cé ty 1& dap tng cao hon 50% trong nhirng ngay
dau dau hang thang. Khéng co su khac biét dang ké gitta GONB ¢ hodc khéng cé methylprednisolone.
Tém lai, mac du c6 sw khdng ddng nhét cao gitra cac thir nghiém khac nhau, GONB c¢6 thé cé loi trong
viéc dyw phong migraine man tinh.

Hai RCT kiém soat gid dwoc tap trung vao nhirng ngwdi tham gia bi migraine tirng dot. Trong nghién cru
dau tién (119), viéc titm GONB hang tuan cuing v&i phong bé than kinh trén & mét dwoc thwe hién trong
ba tuan va bao cao rdng nhdém hoat dong c6 tAn suat dau dau thap hon vao thang thi hai. Nghién ctru
khac (122) phan ngau nhién nhirng ngu®i tham gia thanh bén nhém: gid dwoc (nwédc mudi), lidocain,
triamcinolone va lidocain cdng véi triamcinolone. So vé&i ban dau, cac nhém dung GONB véi lidocain va
lidocain cong véi triamcinolone cé tn suat dau dau thap hon bdn tuan sau khi dung mét GONB duy nhét.
Tuy nhién, khong cé sw khac biét dang ké gitra bdn nhém. Bang chu y, hai nghién ctru nay ciing bi suy
yéu do van dé ap dung céc tiéu chi chinh khéng phu hop néu trén.
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Hai RCT con lai khéng xac dinh liéu nhirng ngwdi tham gia dwoc chan doan mac migraine tirng dot hay
man tinh. Mot nghién ctru (117) da bao cao két qua am tinh, khdng cé sw khac biét dang ké vé ty lé dap
&ng 50% gitra nhém dung thuéc (GONB don véi 0,5% bupivacain + methylprednisolone) va nhém ding
gid dwoc. Diéu tha vi 1a, & dam bao di d6 mu, cac tac gid da md phdng cdm giac té tai chd tiém bang
cach thém 0,25 mL lidocain 1% vao 2,75 mL nwéc mudi. Hiéu qua diéu tri c6 thé cé cua lidocain, méc du
véi lwong nhd, c6 thé anh hwdng dén két qua. Mot RCT khac (121) da kham pha triamcinolone & GONB.
Nhirng ngwdi tham gia ngau nhién nhan dwoc mét GONB véi 2% lidocain hodc 2% lidocain cong voi
triamcinolone. Hiéu qué phong ngtra cla lidocain don thuan va lidocain cdng véi triamcinolone 1a twong
dwong & tuan th 2, 6 va 8, dwoc biéu thi bang mirc gidm tan sut dau dau twong tw.

Ba RCT (115.117.122) khong chirng minh dwoc loi ich bd sung cla corticosteroid tiém. Can xem xét cac
tac dung phu tiém an cuda viéc tiém corticosteroid (vi du nhw teo m& dwéi da, gidm séac td, rung toc), viéc
st dung corticosteroid can dwoc danh gia can than. Bang bd sung trwc tuyén 12 tém tat cac tuyén bé lién
quan dén viéc phong bé day than kinh chdm I&n hon trong diéu tri dw phong migraine trong cac huéng
dan da dwoc xem xét va cac tai liéu hwéng dan da dwoc danh gia.

Q13 Thudc nao dwoc khuyén cdo dé duw phong migraine & tré em va thanh
thi€u nién
Khuyén cao

Tdi wu.

Trang ngudn 18
O tré em va thanh thiéu nién bi migraine cdn dy phong migraine bang thubc, thudc chen beta hoac
flunarizine, véi liéu lwong phu hop véi trong lvong co thé, cé thé dwoc st dung, méc du bang chirng vé
hiéu qua rat han ché.

Thiét yéu.

O tré em va thanh thiéu nién bi migraine can dy phong migraine bang thudc, cé thé str dung thubc chen
beta v&i liéu lwong phu hop véi trong lwong co thé, mac du bang chirng vé hiéu qua rat han ché. Trong
trworng hop khdng hiéu qua, topiramate hodc amitriptyline liéu thap c6 thé 1a Iwa chon thay thé.

Nhan xét: Nén tranh s dung Topiramate & thanh thiéu nién ni trong do tudi sinh dé khéng st dung
thudc cé hiéu qua cao

cac phuong phap tranh thai.

Béi canh. migraine thwong dwoc bao cao & tré em va thanh thiéu nién, véi ty 1& woc tinh |a

~8%, va ty |& hién mé&c cla né con tang thém trong subt tudi thiéu nién (123.124). O’ tré em trong do tudi
di hoc, migraine cé lién quan dén tinh trang nghi hoc thwéng xuyén hon va gidm hiéu suét hoc tap so voi
cac ban cung I6p khéng bi migraine (125). diéu tri dw phong cé thé 1a mét lwa chon khi nghi ngoi tai
giwdng va dung thubc cét con khoéng di hiéu qua gidm dau hodc khi cac con dau xay ra thuéng xuyén
(71).

Bang chirng. Phan |&n thiéu bang chirng vé dw phodng migraine

trong dan s nhi khoa. Nghién clru dyw phong migraine & tré em va thanh thiéu nién (CHAMP), mét RCT
da trung tdm do Vién Y t& Quédc gia tai tre, 1a nghién ctu 1&6n nhat dé danh gia hiéu qua cua liéu phap
duworc ly trong viéc dw phong migraine & tré em va thanh thiéu nién tir 8-17 tudi (126). Nghién cru nay
nham muc dich so sanh tac dung phong nglra cua topiramate, amitriptyline va gid dwoc & tré em bi
migraine tirng dot va man tinh. Nghién clru da bi dirng sé'm vi vé ich sau khi phan tich tam thoi theo ké
hoach. Trong ca ba nhém, 50 -60% ngwdi tham gia dat dwoc két qua chinh, dwoc xac dinh 1a gidm =50%
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sb ngay dau dau mbi thang trong 28 ngay cudi clia dot diéu tri 24 tudn so v&i ban dau. Nghién ctru ciing
bao c&o nhiéu tac dung phu hon & nhém dung topiramate va amitriptyline so véi nhém dung gia duoc.
Céc tac gia két luan rang rii ro: lgi ich cla topiramate va amitriptyline 1a khéng thuan lgi. Tuy nhién,
nghién ctvu nay cho thdy phan (rng véi gid dwoc

da cao hon & nguwoi lon. Tac dung cda flunarizine & tré em da dwoc ghi nhan trong mét phan tich tong
hop 1&n va dueng nhw cé thé so sanh véi tac dung ctia propranolol (127). Thudc chdéng déng kinh. Dwa
trén dir liéu tr mot nghién cru thi diém (126), hai RCT nhd (128.129) va phan tich phan nhém hau kiém
(130), topiramate da dwoc cho la cé hiéu qua hon gid dwoc trong viéc gidm tan suét cac con dau dau va
migraine hang thang. Co quan Quén ly Thuwc phdm va Duwoc phdm Hoa Ky (FDA) ciing da phé duyét
topiramate dé dw phong migraine & tré em tir 12 tudi tr& 1én. Ngwoc lai, nghién ciru CHAMP khong hé tro
nhirtng két qua nay (126). Mot phan tich tbng hop vé hiéu qua cla topiramate cling khong tim thay sw
khac biét gitra topiramate va gia dwoc trong viéc gidm =50% tan suét dau dau trong qua trinh diéu tri
(131). Do d6, di¥ liéu hién cé chwa c6 két luan chéc chan vé viéc liéu cac dbéi twong tré em bi migraine
dwoc diéu tri bang topiramate cé dé bi bénh hon hay khéng.

so v&i nhitng ngudi dung gid duoc dé gidam 250% sb ngay dau dau hodc migraine hang thang (10). Tuy
nhién, cac tac dung phu tiém an sau khi diéu tri bang topiramate, chang han nhw rdi loan nhan thirc, di
cam va mét mdi da duoc biét dén rong rai (126). Vi vay, ching tdi khuyén cac bac si nén thdo luan vé
cac bang chirng hién cé va tac dung phu cla topiramate trong viéc dw phong migraine & tré em. Natri
valproate chwa dwoc chirng minh 1a tét hon gia dwoc va cé lién quan dén cac tac dung phu, cho thay day
khong phai 1a lwa chon ly twéng & tré em va thanh thiéu nién.

Thudc chéng trAm cdm ba vong. Mét nghién ctru tién ctvu, nhan mé, don trung tdm da chirng minh réng
amitriptyline c6 thé lam gidm ty 1& méc va cwong dd clia céc loai dau dau khac nhau & tré em (132).
Trong s6 cac chirng rdi loan dau dau khac nhau, migraine dwoc chin doan phd bién nhat. Nghién ciru
nay khong 14y tAn suét dau dau giam = 50% lam két qua chinh. Do dé, ching t6i khong tin rdng cé da div
liéu dé& xac dinh xem liéu nhirng tré em méc migraine dwoc diéu tri bang amitriptyline c6 dé bi gidm =50%
sb ngay dau dau hodc migraine hang thang hon so v&i nhivng tré dung gid dwoc hay khéng (132).

Thudc chen beta. Mét phan tich tbng hop mang duwoc xuét ban vao ndm 2020 da xem xét liéu cac
phuwong phap diéu tri dw phong bang thubc cé hiéu qua hon gid duwoc trong migraine & tré em hay khéng
(133). C4c tac gia cho thay tac dung rd rét ciia propranolol 60 - 120 mg méi ngay so véi gia dwoc. Khéng
c6 sy khac biét dang ké vé tac dung phu gitra propranolol va gid dwoc trong thoi gian ngén, trong khi
trong phan tich dai han, propranolol khéng dwgc chap nhan nhiéu hon giad duwgc. Do do, cé thé nhirng tré
em bi migraine dwoc diéu tri bng propranolol c6 xu huéng gidm =50% sé ngay dau dau hodc migraine
hang thang (10) so v&i nhirng tré dung gia dwgc (10).

Tuy nhién, chung t6i khuyén cao can nhéc loi ich cla propranolol v&i tac hai tiém tang cta né. Bang bb
sung trwc tuyén 13 trinh bay cac tuyén bd vé dy phong migraine béng thubc cho tré em va thanh thiéu
nién trong cac hwdng dan da dwoc xem xét va cac tai liéu huwéng dan da dwoc danh gia.

Q14 C6 thé dung thudc duw phong migraine nao trong thai ky va théi ky cho con
bu

Khuyén cao

Toi wu.
Mang thai 18 Dau dau 44(9)
Trang nguén 19

Chung t6i dé xuéat cac phwong phap diéu tri khéng dung thudc hodc phong bé day than kinh ngoai bién
(xem Q12) 1a lwa chon dau tién & phu ni* mang thai hodc dang cho con bu. Néu phwong phéap diéu tri
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khéng dung thubc khoéng thé thwc hién dwoc hodc khéng hiéu qud, chang ti khuyén dung propranolol
ho&c amitriptyline, sau khi can b&ng rii ro va loi ich phu hop, déng thoi thong bao cho dbi twong vé cac
tac dung phu tiém an va rii ro lién quan. Nén ngirng s dung propranolol vao phan cubi clia tam ca
nguyét thir ba dé tranh nguy co tac dung phu déi v&i thai nhi va tré so sinh. Dbi véi nhitng ngudi bi
migraine man tinh, onabotulinumtoxinA cé thé 1a mét lwa chon sau khi can bang gitra rdi ro va loi ich do
tac dung toan than han ché.

Chung t6i thwe sw khuyén cdo tranh dung valproate va topiramate trong thoi ky mang thai do tac dung
gay quai thai cla chung. Twong tw, nén tranh st dung candesartan va lisinopril trong théi ky mang thai vi
nguy co gay hai va dj tat cho thai nhi. Nuéi con bang si¥a me Trong thdi gian cho con bu, diéu trj khéng
dung thudc hodc phong bé than kinh ngoai bién nén dwoc coi la lwa chon dau tién. Néu phwong phap
diéu tri khéng dung thubc khéng thé thwc hién duwoc hodc khéng hiéu qud, chung toi khuyén dung
propranolol ho&c amitriptyline, sau khi théng bao cho ddi tucrng vé cac tac dung phu tiém an va cac rai ro
lién quan, hodc onabotulinumtoxinA cho nhirng ngwdi méc migraine man tinh. Candesartan cé thé duoc
st dung than trong. Nén tranh dung lisinopril.

C6 thé than trong khi st dung khang thé don dong tac dong 1én CGRP sau it nhat hai tuan sau khi sinh.

Thiét yéu.

Mang thai Ching t6i d& xuét cac phwong phap diéu tri khéng dung thudc hodc phong bé day than kinh
ngoai bién (xem Q12) 1a lwa chon dau tién & phu nir cé thai hodc dang cho con bu. Néu phuwong phap
diéu tri khong dung thubc khéng thé thuc hién duwoc hoac khdng hiéu qua, ching t6i khuyén céo s dung
propranolol hodc amitriptyline, sau khi can bang gitra rdi ro va lgi ich cling nhw hinh thanh cac tac dung
phu tiém &n va rdi ro lién quan. Nén ngirng st dung propranolol vao phan cubi clia tam ca nguyét thir ba
dé tranh nguy co xdy ra cac tac dung phu cho thai nhi va tré so sinh.

Chung t6i thwe sw khuyén cdo tranh dung valproate va topiramate trong thoi ky mang thai do tac dung
gay quai thai ctia ching. Nudi con bang stra me Diéu tri khong dung thudc hodc phong bé than kinh ngoai
bién nén duwoc coi 1a Iwa chon dau tién. Néu phwong phap didu tri khong dung thube khong thé thuc hién
dwoc hoac khong hiéu qua, ching toi khuyén dung propranolol hodc amitriptyline sau khi théng bao cho
ddi twong vé cac tac dung phu tiém an va ri ro lién quan.

Béi canh. C6 t¢i 90% phu ni¥ bi migraine cai thién trang thai migraine khi mang thai.

giam dang ké tan suat va cudng do cac con dau clia chung trong ba thang thr hai va thr ba cda thai ky
(17.134 -136). Nhirng phu ni¥ bj migraine ké&m tién triéu cé nguy co bi cac con migraine thwdng xuyén
hon khi mang thai (137). Hau hét cac loai thuéc dwoc khuyén dung dé& dw phong migraine 14 loai C, D
ho&c tham chi X ctia FDA danh cho phu ni mang thai vi khéng cé thir nghiém 1am sang cu thé nao danh
gia viéc diéu tri bang thubc dbi véi migraine trong thdi ky mang thai va cho con bu.

Béng chirng. Dya trén dir liéu hién c6, mac du béng chung cho

Diéu tri khong dung thubc trong thai ky con thwa thét, day phai la bwde dau tién xem xét nguy co' tiém an
ddi v&i thai nhi khi diéu tri bang thubc. Vi ly do nay, mac du nhirng khuyén céo nay tap trung cu thé vao
diéu tri bang thudc, ching téi da dwa thong tin vé céac liéu phap 'khdng dung thudc' vao bén dwdi. Cac liéu
phap khoéng dung thubc. Nhan thire va tranh cac yéu té kich hoat dwoc coi 1a hivu ich, mac du khéng co
bang chivng rd rang vé diéu tri migraine (138). Thé chat da dwoc chirng minh Ia cé tac dung gidm cang
thang va mang lai sy can bang lanh manh gitra c&ng théng va thw gian (139-142).

Cac bién phap can thiép hanh vi nhw ren luyén thw gian, dap ng sinh hoc nhiét, dap rng sinh hoc dién
co, liéu phap hanh vi nhan thirc, liéu phap dwa trén chanh niém va liéu phap chip nhan va cam két cé thé
dwoc st dung riéng 1& hodc két hop véi liéu phap ding thubc dé cai thién cac triéu chirng migraine (143 -
147). DBiéu ché than kinh khéng xam Ian bao gém kich thich day than kinh dién trén 6 mét, kich thich day
than kinh phé vi va kich thich tir xuyén so cé hiéu qua trong viéc dyw phong migraine (148 -153). Sy an
toan cla viéc s dung chung trong théi ky mang thai van chwa dwoc thiét 1ap, nhung cac nghién clru trén
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dong vat va cac nghién ctru nhan mé cé gi¢i han da cho thay khong cé tac dung phu ndo cé thé xay ra
ddi voi sy phat trién cla thai nhi (154).

Riboflavin Ia mét loai vitamin dwoc khuyén dung dé dw phong migraine & nhirng ngwdi khéng thich dung
thudc truyén thdng (155). Mét sb loai vitamin, khoang chét va ché phdm thao dwoc da duwoc dé xuét lam
diéu tri dw phong & phu nir mang thai va cho con bu, nhwng ching thiéu bang chirng ting hd khuyén céo
ctia minh (145). Liéu phap duoc ly. Mac du thudc chen beta dwoc coi la twong dbi an toan trong thai ky,
nhwng ching co thé lién quan dén viéc han ché sy phat trién cda thai nhi trong t& cung, do dé can than
trong (156 -158). St dung thudc chen beta trong ba thang cudi thai ky cé thé gay ra cac tac dung duoc ly
& tré so sinh nhw nhip tim cham, ha huyét ap va

Trang ngudn 20
ha dwérng huyét, do d6 nén gidm dan hodc ngirng dung thudc tir hai dén ba ngay trwdc khi sinh (159,160)
dé gidm nguy co xay ra cac tac dung phu cho thai nhi/tré so' sinh va kha néng gidm céc con co t cung
(161). Thubc chéng trdm cadm ba vong dwoc coi 1a lwa chon th&r hai an toan nhéat khi thudc chen beta bi
chdng chi dinh hodc khéng hiéu qua. Amitriptylin dwoc wu tién hon. Mét sé6 nghién ciru cho thay tac dung
gay quai thai co thé xay ra cla thubc chdng trdm cam ba vong (vi du, cac b4t thwong vé tim mach hodc
chi), nhwng médi quan hé nhan qua ré rang khong thé dwoc chirng minh (135,160,162).

CGRP mAbs khéng dwoc khuyén khich s dung trong thai ky do thiéu nghién ctu (19). Cac thubc dw
phong khac bi chéng chi dinh bao gdm flunarizine, topiramate, natri valproate va zonisamide
(141,160,163,164). Trong thoi ky cho con bu, valproate va topiramate 1an lwot dwoc phan loai theo Loai
rdi ro khi cho con bu Hale L2 (an toan hon) va L3 (an toan viva phai) (165,166). Theo co s& di¥ liéu vé
Thudc va Cho con bu (167), propranolol va onabotulinumtoxinA dat mirc th&p trong sira va dwoc coi la an
toan. Amitriptyline doi khi cé thé gay an than & tré so sinh. Néng d6 candesartan th4p trong sira, nhung
nén than trong. Khéng cé bang chivng vé lisinopril, do d6 nén dung thubc thay thé.

Khong cé théng tin vé viéc sir dung CGRP mAbs trong thdi gian cho con bu. Vi bén khang thé don dong
la nhirng phan t& protein I&n cé trong lwong phan t&r khodng 143.000 Dalton nén lwong trong siva c6 thé
rat thap va co thé bi pha hily mét phan trong dwérng rudt cla tré so sinh, véi kha nang hap thu thip hoac
tbi thiéu cuia tré. Cho it nhat hai tudn sau khi sinh dé tiép tuc diéu tri cé thé gidm thiéu viéc chuyén sang
tré so' sinh. Cho dén nay khong c6 théng tin nao vé viéc st dung thubc Gepant trén Iam sang trong thoi
gian cho con bu.

Phong bé than kinh ngoai bién dwoc coi 1a an toan trong thai ky va cho con bu vi tac dung toan than thap
hon so v&i str dung thuéc uéng. Chét dwoc wu tién tiém Ia lidocain. Bupivacain hoac betamethasone c6
thé dwoc siv dung thay thé. Bupivacain cé thé lién quan dén doc tinh trén tim thai nhi (168). Bang bd sung
trwc tuyén 14 bdo céo cac tuyén bé lién quan dén diéu tri dw phong migraine & phu ni¥ mang thai va cho
con bu trong cac huwéng dan da duwoc xem xét va cac tai lieu hwdng dan da dwoc danh gia.

Q15 C6 thé dung thudc duw phong migraine nao & ngudi trén 65 tudi
Khuyén cao

Téi wu.

Chung t6i khuyén céo chon loai thuéc d& dw phong migraine & nhitng nguwdi bi migraine trén 65 tudi sau
khi xem xét cac bénh di kém cé thé xay ra va nhu cau diéu chinh liéu cho tat c& cac phwong phap diéu tri.
Chung t6i dé nghi theo ddi 1am sang cén than dé phat hién sém céc tac dung phu ciing nhw nhu ciu diéu
chinh qué trinh diéu tri. Mot sb loai thubc nham vao con dwdng CGRP da dwoc thlr nghiém trén cac
nhom dan sé dén 80 tudi ma khéng gap van dé gi vé an toan va do doé co thé Ia mot lwa chon. Déi voi
nhirng nguw®i bi migraine man tinh, onabotulinumtoxinA co thé 1a mét Iwa chon do tac dung toan than bj
han ché, néu co.

32



GL-DD-2024-02 Ban dich tiéng Viét

Thiét yéu.

Chung t6i khuyén céo chon loai thuéc d& dw phong migraine & nhivng ngudi bi migraine trén 65 tudi sau
khi xem xét cac bénh di kém cé thé xay ra va nhu cau diéu chinh lidu cho tat c& cac phwong phap diéu tri.
Chung tdi dé nghi theo d&i [am sang can than dé phat hién sém céac tac dung phu ciing nhw nhu cau diéu
chinh qua trinh diéu tri.

Béi canh. Sy ting trwdng nhanh chéng cla dan sé gia mang lai

van dé lwa chon thuéc phi hop cho nhém dbi twong nay. Nguwdi Ion tudi, tir 65 tudi trd [én, mac du ty 1é
dau dau gidm theo tudi tac (169), van co6 thé can dw phong migraine. Viéc lya chon loai thubc dy phong
migraine thich hop cho ngwdi cao tudi rat phirc tap. Nhitng ngudi nay cé nhiéu kha nang gap phai cac
hdi chirtng dau khac néi chung, ciing nhw viéc st dung nhiéu loai thuéc, nhiéu tinh trang bénh ly di kém
va khéng dung nap thuéc gidm dau (170,171). Ngwoi cao tudi cling thwdng it dwoc dai dién trong cac thi
nghiém 1am sang, dan dén thiéu bang chirng dang ké& vé viéc st dung ma tay (171). Nhitng yéu td nay
giai thich cho qua trinh ké don phirc tap dé diéu tri dw phong migraine & nhém déi twong nay.

Bang chirng. Khong cé hwdng dan hodc phan tich tdng hop nao dwoc xuét ban cung cap dir liéu hodc
dé& xuét chat lvong cao

vé duw phong migraine & ngudi I&n tudi. Chi cé Hwédng dan ctia Dan Mach (15) d& cap dén 'Bénh nhan
cao tudi chi nén dung mét ntra lidu flunarizine'. Cac th» nghiém thuéng loai trir nhirng nguwoi trén 65 tudi,
mac du gan day mét sb thir nghiém da bat ddu mé rong danh gia cho nhirng nguwoi dén 80 tudi. Vi nhirng
ly do nay, théng tin cé sén duwoc dwa trén cac huwéng dan hién cé. Nhin chung, cac lwa chon diéu tri tiéu
chuén c6 thé dwoc xem xét cho ngudi Ién tudi. Biéu quan trong la phai than trong khi st dung nhirng loai
thubc nay vi nguoi cao tudi c6 nguy co mac cac tac dung phu cao hon (24,172). Khi lwa chon thubc
phong bénh 20 Dau d&u 44(9)

Trang nguén 21
dbi véi migraine, cac bac silam sang nén tinh dén bat ky bénh ly di kém nao (vi du: bénh tim mach, hen
suyén, dai thao dwéorng) (173). Nén tranh ding cac thudc chéng chi dinh véi bat ky tinh trang bénh di kém
nao (vi du: thudc déi khang thu thé B-adrenoceptor & bénh nhan hen suyén) va cac thudc cé thé 1am trdm
trong thém migraine (vi du: nifedipine & nhirng ngu®i bi tang huyét ap) bat ci khi nao cé thé. Ciing can
d&c biét chu y dén twong tac thudc-thubc hodc thubc-thwe phdm (174). Viéc st dung thudc chéng tram
cam ba vong & ngudi lon tudi co thé lien quan dén ndng dd va chét chuyén héa trong huyét twong cao
hon so v&i nguoi tré tudi, dan dén tang ty 1é tac dung phu (175). Amitriptyline c6 thé gay ra cac bat
thwdng vé dan truyén tim, ha huyét ap thé dirng, co giat, suy giam nhan thirc va 1t 1an, do d6 han ché chi
dinh dung thubc nay & nguei lon tudi (176).

Hon niva, thudc chéng trAm cdm ba vong cé hiéu qua, dic biét & nhirtng ngwdi mac chirng mét ngdi kém
theo, rdi loan tam trang va lo au nhwng chéng chi dinh & nhitng ngudi méc bénh tang nhan ap hodc phi
dai tuyén tién liét. Ngoai ra, nén tranh dung thudc chéng tram cadm ba vong & nhirng ngudi bi nhdi mau
co tim gan day hoadc cé khoang QTc kéo dai, vi da c6 bao cdo vé viéc kéo dai trung binh 10-20 mili gidy &
nhirng nguoi cao tudi dwoc diéu tri (171). Cudi cung, ching chéng chi dinh & nhirng dbi twong bi suy tim
ho&c dung déng thoi véi thube tre ché monoaminoxidase. Ching tdi dé& nghi dung liéu nhé tir 10 dén 30
mg vé&i viéc chuin dd cham (177).

Trong sb cac thubdc chdng trdm cam, ngoai triy venlafaxine, viéc st dung thubc (rc ché tai hdp thu
serotonin cé chon loc (SSRI) va thudc (e ché tai h4p thu norepinephrine chon loc (SNRI) dé diéu tri dw
phong migraine khong cé bang chirng hd tro (178). O’ nhirtng ngudi 16N tudi, cac nghién clru da chi ra
rang cé méi lién quan chat ché gitra viéc phat trién tinh trang ha natri mau sau khi diéu tri bang SSRI va
venlafaxine. Do d6, nén theo d&i ndng dé natri (179). Nhin chung, venlafaxine cé bang chirng vira phai vé
dy phong migraine voi it tdc dung phu hon amitriptyline, khién né tré thanh mot lwa chon thich hop dé
can nhac & ngudi Ién tudi (180), véi liéu khuyén cao 1a 75 -150 mg/ngay (181).
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Viéc str dung thudc chen beta, loai thubc hang dau dé dw phong migraine, can phai dwoc han ché &
ngudi cao tudi vi nhivng thudc nay cé thé 1am trAm trong thém tinh trang suy tim sung huyét, thac day rbi
loan dan truyén hodc lam trdm trong thém bénh hen suyén, tiéu dwéng, bénh tdng nhan ap hoéc cac triéu
ching trdm cdm (177). Thudc chen beta c6 thé la thubc dwoc lwa chon dé dy phong migraine & ngudi
cao tudi néu ho bi tang huyét ap hodc bénh déng mach vanh déng thdi (174,181). Lisinopril va
candesartan |a nhirng thuéc dwoc khuyén cao & mirc dd thap dé dy phong migraine nhung chwa dwoc
ching minh 14 lam tang tac dung phu & déi twong trén 65 tudi (182).

Céc tac dung phu bt loi thuweng bi han ché trong viéc st dung thubc chéng déng kinh & nguoi cao tudi
(171). Trong sb cac thubéc chéng dong kinh, topiramate cé bang chirng manh mé vé tac dung dw phong
migraine va cé thé sir dung & nguoi cao tudi. Tuy nhién, né chéng chi dinh & nhitng ngwdi mac bénh sdi
than va bénh tang nhan ap (174,181). Viéc s dung topiramate ciing c6 lién quan dén di cdm, rdi loan vi
giac, gidm hiéu suat nhan thirc - ddc biét 13 gay khoé khan trong viéc tim tr - va gidm can (183). Valproate
chdng chi dinh & nhitng ngwdi méc bénh gan va gidm tiéu cdu. Hon nira, nén than trong khi st dung &
ngudi lon tudi vi thudc nay cé thé gay rdi loan chirc ndng gan, tdng amoniac mau, gidm mat do tay
xwong, mé sang, run va mat diéu hoa (177,184).

Viéc s dung thudc chen kénh canxi & nguoi cao tudi chi nén dwoc xem xét sau khi danh gia can than
cac nguy co lién quan (174). Nén tranh dung flunarizine & nhirng ngudi bi ha huyét ap, suy tim, block nhi
that, bénh Parkinson, nguy co gia dinh mac bénh Parkinson ho&c trdm cam (185). Vi nhitng ly do nay,
hwéng dan cta Pan Mach goi y rang ngudi I&n tudi chi nén dung mét niva liéu flunarizine (15).
OnabotulinumtoxinA 1a mét lwa chon twong déi an toan va hiru ich & nhirng ngwdi mac migraine man tinh
khang thudc vi né cé it tac dung phu va da duwoc sir dung chii yéu trong cac tinh trang than kinh khac nhw
co clrng & nguwoi Ion tudi (177,186,187).

Céc tac nhan nhdm muc tieu CGRP c6 thé duoc st dung & nguwoi Ion tudi, nhwng viéc st dung ching
chwa duwoc cac huwéng dan khuyén céo (170,172). Mac du hiu hét di liéu tir cac thir nghiém 1am sang
lién quan dén CGRP mAbs déu duorc lay tr nhirng ngwdi méc migraine dwdi 65 tudi, nhwng dir liéu maoi
ndi hd tro khd ndng st dung ching mét cach an toan & nguwdi cao tudi. DI liéu méi nhat tlr cac thr
nghiém 1am sang hién cé bao gébm ngudi Ion & d6 tudi 70/75, cho thdy hd so chuyén mén vé an toan cé
thé chap nhan duoc. Day la truéng hop cla fremanezumab (188) dwgc danh gia & nhivng ngudi dén 70
tudi va eptinezumab dwoc danh gia & nhirng ngudi dén 75 tudi (33,189). Tudi clia mot ngudi khéng anh
hwéng dén hiéu qua cia galcanezumab trong viéc ngdn ngira cac con migraine va khéng cé y nghia lam
sang nao vé anh hwéng cta tudi tac dén dwoc dong hoc cta né (190). Galcanezumab da dwoc thi
nghiém cho dén 75 tudi va dir liéu téng hop tr cac thir nghiém hién c6 cho thdy rang khéng can phai diéu
chinh liéu cho

ngwdi Ion tudi (191). Erenumab chwa dwoc thir nghiém & nhirng ngwdi mac migraine trén 65 tudi, nhung
né cé dac tinh an toan twong tw nhw gid dwoc & cac nhom tudi tré hon & nhirtng ngwdi méc migraine
tirng dot hodc man tinh va né dwoc dung nap tét & nhirtng ngudi tham gia 1&n tudi mac nhiéu bénh di
kém, dung nhiéu loai thubc va nhirng thay ddi sinh ly lién quan dén tudi tac (192). Mac du cac nghién ctru
nay cung cip bang chirng so bd réng viéc st dung CGRP mAbs 14 an toan & nhirng nguoi trén 65 tudi,
nhwng van can nhiéu nghién ctu hon & nhitng nhém nguwdi Ién tudi I6én hon. D liéu méi ndi ing ho kha
nang st dung thudc gepants & nguwdi Ién tudi, nhung hau hét cac thtr nghiém Iam sang chi bao gém moét
sb it nguoi tham gia trén 65 tudi (193), mac du cac thlr nghiém gan day vé thubc atogepant bao gém
nhirng ngwdi tham gia dén 80 tudi (103.194.195). Rimegepant t6 ra hiéu qua trong cac thtr nghiém ciing
c6 sy tham gia cGa nguwoi Ion tudi (196,197) va nd

Trang nguén 22
da dwoc bao céo la an toan va dung nap tét & ngudi Ion trén 65 tudi, sau khi ubng moét liéu duy nhat 75
mg (198). Nhin chung, méc du thiéu cac thr nghiém cu thé danh cho ngwdi cao tudi, nhwng thubc
gepants c6 kha nang duwoc ngudi I6n tudi dung nap tét, méc du qua trinh chuyén héa & gan cla ho can
dwoc danh gia can than trong qua trinh dung nhiéu loai thudc (170). Mt nhém chuyén gia gan day da dé
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xuéat sir dung candesartan hoac thudc chen beta khdng c6 hoat tinh chi van tivng phan (vi du bisoprolol,
propranolol, metoprolol, nadolol ho&c atenolol) [am phwong phap diéu tri dau tién dé dw phong migraine,
trong khi thubéc chéng trdm cadm (vi du amitriptyline va venlafaxine) va thubc chéng co giat (vi du natri
valproate va topiramate)

duwoc dé xuét la thubc dy phong hang thir hai, can dic biét than trong & ngudi Ion tudi (199). Dong thir
ba dwoc dai dién b&i onabotulinumtoxinA, chat dbi khang thu thé CGRP mAbs va CGRP.

Q16 Cach tiép can dwoc khuyén cdo cho ngwdi mac migraine va lam dung
thudc la gi

Khuyén cao

T6i wu.

O nhirng ngwdi bi migraine va lam dung thuéc, nén ap dung cac phwong phap sau: - gidm lvong thudc bi
lam dung ddng thdi véi viéc bat dau diéu tri dw phong; - gidm lwong thube bi lam dung sau dé bat dau
diéu tri dw phong; - ngirng st dung thuéc qua liéu va bat dau diéu tri dw phong. Viéc lwa chon phwong
phap diéu tri phong nglra phai dwa trén bang chirng vé hiéu qua diéu tri, tién st ca nhan va bénh di kém.
Céc khang thé don dong tac déng 1én con dwdng CGRP, topiramate va onabotulinumtoxinA da dwoc
chirng minh la ¢ hiéu qua bat k& c6 lam dung thudc hay khéng, do d6 viéc ngirng hodc gidm lwong
thudc bi lam dung ngay Iap tirc c6 thé khong can thiét & nhirng déi twong dang bét dau diéu tri nhw vay.

Nhirng ngudi lam dung thubc opioid hodc thubc cé chira barbiturat cé thé phai nhap vién dé quan ly viéc
ngrng thubc mét cach an toan va thanh céng.

Thiét yéu.

O nhirng ngudi bi migraine va lam dung thuéc, nén ap dung cac phwong phap sau: - giam lwong thube bi
lam dung ddng thdi véi viéc bat dau diéu tri dw phong; - gidm lwong thube bi lam dung sau d6 bat dau
diéu tri dw phong; - ngirng dét ngét cac loai thubc da st dung qua mirc va bat dau diéu tri dw phong. Viéc
lwa chon phwong phap diéu tri phong ngira phai dwa trén bang chirng vé& hiéu qua diéu tri, tién st ca
nhan va bénh di kém. Topiramate da dwoc chirng minh la c6 hiéu qua bat chép viéc lam dung thubc, do
dé viéc ngirng hodc gidm lwong thudce bi lam dung ngay |ap tirc c6 thé khdng can thiét & nhivng ddi twong
dang bat dau diéu tri nhw vay.

Nhirng ngwdi lam dung opioid hodc thubc cé chira barbiturate c6 thé can dwoc theo dbi can than dé quan
ly viéc ngirng thubc mét cach an toan va thanh cong.

Béi canh. Pau dau do lam dung thuéc (MOH) dwoc xac dinh

la con dau dau xay ra tr 15 ngay/thang tré 1én & ngudi co réi loan dau dau nguyén phat ti trwdc, bénh
nay phat trién do lam dung thwdng xuyén thudc dau dau cép tinh hodc cé triéu chirng. Lam dung thubc
dwoc dinh nghia la s&r dung thwdng xuyén trong hon ba thang: > 15 ngay/thang dung acetaminophen
ho&c NSAID; > 10 ngay/thang dung triptans, ergotamine, opioid hodc thubc gidam dau két hop (200). MOH
dai dién cho mét van dé quan trong trong quan ly dau dau vi né lién quan dén tinh trang khuyét tat dang
ké va giam chét lwong cudc sbéng va thueng khong duwoc cong nhan trong thwe hanh 1am sang. N6 xuét
hién & hon mot nira sd ngwdi bi dau dau >15 ngay/thang va wéc tinh anh huéng dén khoang 59 triéu
nguwoi trén toan thé gidi (201.202).

Bang chirng. MOH thuéng thay nhat & nhirng ngudi co

chan doan trwéc dé vé migraine hodc dau dau do cang thang (203) va 1a két qua cta sw twong tac gitra
thudéc dau dau cp tinh dwoc sir dung thuwdng xuyén va tinh nhay cdm cla tirng ca nhan. Mot sb yéu té
nguy co nhéat dinh c6 lién quan dén viéc phat trién MOH, chang han nhw giéi tinh ni, tinh trang kinh té xa
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hoi thap, sw hién dién cla tinh trang dau dén ddng thdi va cac bénh ly tam than di kém (204). Dbi véi viéc
quan ly clia Bo Y té, cach tiép can lay bénh nhan lam trung tam va gido duc vé tinh trang nay la rat quan
trong (205). Trén thuwc té, bang chirng tr RCT da chi ra rang chi riéng I&i khuyén ciing cé thé xac dinh két
qua diéu trj twong tw nhw can thiép bang thubc & nhirtng ngudi mac MOH khéng bién chirng (206).

Nhin chung, phan I&n nhitng ngwdi mac MOH cai thién kha nang cai thudc bi lam dung va nguoc lai,
MOH it c6 kha nang khadi bénh trir khi dirng thuéc bi lam dung (207). Ban than viéc cai thuéc da cho thay
hiéu qua hon khi thubc dwoc loai bd hoan toan thay vi han ché (208), d&c biét khi két hop voi viéc bat
dau sém 22 Dau dau 44(9)

Trang nguén 23
thuéc dy phong (209). D& phong ngtra, cac loai thube cu thé da cho thay hiéu qua trong MOH bao gém
topiramate (37), axit valproic (210) va onabotulinumtoxinA (211). V& van dé tht hai, mét nghién ctu da
chi ra rang s cai thién c6 lién quan dén viéc cai thudc bi lam dung hon Ia do st dung thubc (212). M&c
du viéc cai nghién ma tdy chéc chén cé thé cé hiéu qua nhwng thoi diém va tham chi la sw can thiét tuyét
ddi cua viéc nay van con dang dwoc tranh luan. Mét nghién clru da str dung 'cach tiép can thuc té' déi véi
MOH va chi ra rang, mién 1a bat dau dung thubc dw phong thich hop, viéc chuyén déi hoac han ché dung
thudc diéu tri triéu chirng cling hiéu qua nhw khéng chuyén ddi gi ca (213). Cac phan tich phan nhém gan
day cla cac nghién ctu diéu tra CGRP mAbs da cho thay két qua day hira hen & MOH ngay ca khi
khéng nglrng thubc nghiém ngét (214-216), cho thdy rédng cac phwong phap diéu tri méi co thé thay ddi
céach tiép can tinh trang bénh trong twong lai. Nhirng nghién ctvu nay da lam

tuy nhién, khéng bao gébm nhirng ngwdi lam dung opioid. Nhin chung, di¥ liéu cho thdy rang ngay ca viéc
st dung thubc gidm dau cép tinh hai dén ba ngay mét tuan ciing cé thé c6 tac dong dén hiéu qua cla
didu tri dw phong déng thoi (217). Bang bd sung truc tuyén 15 trinh bay cac tuyén bd vé cach tiép can
van dé lam dung thubc trong cac hwdng dan dwoc xem xét va cac tai liéu hwdng dan dwoc danh gia.
Tuyén b vé& xung dot loi ich (Cac) tac gid da tuyén bd cac xung ddt loi ich tiém &n sau day lién quan dén
nghién cru, quyén tac gid va/hoac xuét ban bai bao nay: Francesca Puledda tuyén bé phi dién gia va tw
véan tir Abbvie va Teva. Simona Sacco tuyén bb cac khoan tai tro/hop dong, phi tw van hodc thu lao tw
Novartis, Uriach, Allergan-AbbVie, Teva, Lilly, Lundbeck, P fizer, NovoNordisk, Abbott, AstraZeneca,
Pfizer. Hans-Christoph Diéner nhan dworc thu lao vi tham gia vao cac thir nghiém Iam sang, déng gép cho
hoat dong tw van

bang hoac bai thuyét trinh ttr: AbbVie, Lilly, Lundbeck, Novartis, P fizer, Teva va WebMD. Héi dé‘)ng
Nghién ctru Birc (DFG) hé tro nghién clvu vé chirng dau dau ctia HCD. HCD phuc vu trong ban bién tap
ctia Cephalalgia, Lancet Neurology va Drugs. Messoud Ashina 1a nha tw van, di&n gid hodc cb van khoa
hoc cho AbbVie, Amgen, Astra Zeneca, Eli Lilly, GlaxoSmithKline, Lundbeck, Novartis, P fizer va Teva;
diéu tra vién chinh cho cac tht nghiém AbbVie va P fizer dang dién ra; va la cwu chd tich cta Hiép hoi
DPau dau Quéc t&. MA duogc hd tro thdng qua Quy Gido sw Grant ctia Lundbeck (R310-2018-3711) va
nhan dwoec tai tro nghién ciru ctia té chire tlr Lundbeck va Novartis. MA 13 phé téng bién tap cta Tap chi
Dau dau va pho bién tap cla Brain. Sait Ashina da nhan dwoc thu lao tw van tir Allergan/ AbbVie, Eli Lilly,
Impel NeuroPharma, Linpharma, Lundbeck, Pfizer, Satsuma, Teva, Theranica. SA la bién tap vién cong
tac cho

Tap chi Than kinh hoc, BMC Neurology, va Frontiers in Neurology, déng thdi phuc vu trong ban bién tap
clia Tap chi Pau dau. SA déng vai tro la Uy vién trong Hoi ddng cia Hiép hoi Dau dau Quéc té va la
thanh vién cta Uy ban Gido duc cta Hiép hoi Dau dau Qubc té. Eric Liebler tuyén bd phi tw van tw
ElecroCore, Inc. Andrea Cipriani dwoc hd tro bdi Co' s& nghién clru |am sang strc khde nhan thirc Oxford
cta Vién nghién ciru strc khde qudc gia (NIHR), bdi Gido sw nghién ctu NIHR (cdp RP-2017-08-ST2-
006), bédi Hop tac nghién cvu rng dung NIHR Oxford va Thung liing Thames va b&i Trung tdm nghién
ctru y sinh y t& NIHR Oxford (cdp NIHR203316). Quan diém dwoc trinh bay 1a cla cac tac gia va khong
nhét thiét la quan diém cta Co quan Y t& Quédc gia Vwong qudc Anh, NIHR ho&c B Y té Vuwong québc
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Anh. Min Kyung Chu |a nguoi diéu tra dia diém cho mét thr nghiém da trung tdm dwoc tai tro boi
Biohaven Pharmaceuticals,

Allergan Han Quéc va Céng ty Dwoc phdm lidong. Anh Ay da nhan duworc gidi thuwdng bai giang tir Eli Lilly
and Company, Handok-Teva va Céng ty Dwoc pham lidong trong 24 thang qua. Ong da nhan dwoc tai
tro tr Pai hoc Y Yonsei (6-2021-0229), Vién Phat trién Cong nghiép Y t& Han Québc (KHIDI) (Sé tai tro:
HV22C0106) va tai tro ciia Quy Nghién ctru Qudc gia Han Quéc (NRF). Alexandra Cocores tuyén bé tai
tro/hop ddng tir AbbVie, Eli Lilly, Rehaler. Esme Ekizoglu tuyén bb danh dw tir Allergan-AbbVie. David
Garcia-Azorin tuyén bd cac khoan tai tro/hop ddng tir Carlos Il Research va Castilla va Leon Regional
Health, phi tw van t Eli-Lilly, WHO, Lundbeck ho&c thu lao tir AbbVie, Teva, Novartis, P fizer. Carl Gobel
tuyén bd murc thu lao tir Fielmann AG va Hiép hoi Nghién ctu vé N&i dau Birc. Maria Teresa Goicochea,
phi ca nhan v&i tw cach |a dién gid hoac ban cb van va/hoac hé tro phi tai chinh tir P fizer, AbbVie va

Teva. Amr Hassan tuyén bd phi tw van hodc thu lao ti» Novartis, Sano fi Genzym, Biologix, Merck, Hikma
Pharma, Janssen, Inspire Pharma, Future Pharma, Elixir pharma, Allergan, Merck, Biologix, Roche,
Bayer, Chemipharm, Al Andalus va Clavita Pharm. Koichi Hirata khai bao phi tw van t Otsuka Pharma
va thu lao tir Amgen Astellas BioPharma KK, Daiichi Sankyo, Eisai, Eli Lilly Japan KK, MSD, Otsuka
Pharma, P fizer Japan va Sawai Pharma. Jan Hoffmann tuyén bd cac khoan tai tro/hop ddng tir Bristol
Myers Squibb, Hiép hoi Dau dau Quéc té (IHS), Vién Nghién ciru Chdm séc va Stc khde Qubc gia
(NIHR), Hoi ddng Nghién ctru Y khoa (MRC) va Migraine Trust, phi tw van hodc thu lao tir AbbVie,
Cannovex, Eli Lilly, Novartis, Teva, Allergan, Chordate Medical AB, Lundbeck, Sano fi, MD Horizonte, P
fizer, Sage, NEJM Journal Watch Neurology, Oxford University Press, Nha xuat ban Quintessence,
Springer Healthcare. Anh 4y nam giw

lwa chon cb phiéu tlr Chordate Medical AB. Bronwyn Jenkins tuyén b khoan thu lao t Allergan/AbbVie,
Eli-Lilly, Novartis, Pfizer, Teva, Viatris. Katharina Kamm tuyén bb cac khodan tai tro/hgp dong tir Hiép hoi
DPau dau va migraine Blrc, Novartis, phi tw van tlr Hormosan, va thu lao tir Lundbeck, TEVA, derCampus,
Novartis. Mi Ji Lee tuyén bd phi tw van ho&c thu lao tir Eli-Lilly, Lundbeck, P fizer, NuEyne Co, Teva
AbbVie, SK Chemical, CKD Pharma va YuYu. Marco Lisicki tuyén b6 danh dw tir Teva, AbbVie, Novartis,
P fizer va Allergan. Daniele Martinelli tuyén bé danh du t AbbVie va Lundbeck. Teshamae S. Monteith
da tiét 16 nhirng théng tin sau trong ba ndm qua: diéu tra vién chinh cta dia diém thé nghiém lam sang
cho cac nghién ciru do Abbvie, Eli Lilly, Ipsen va Rehaler tai tro, tham gia vao ban c¢é van/tw van cho
AbbVie, Teva, Linpharma, e-Neura, Novartis, Merz va P fizer, Tro cip gido duc tir Amgen va AbbVie, phi
ca nhan tw

Medscape, Hiép héi Y khoa Massachusetts, Hiép hdi Bau dau Hoa Ky, Hoc vién Than kinh hoc Hoa Ky,
Neurodiem,

Trang ngudn 24
Academic CME, AbbVie, Novartis, ddng tac gia khong tra lwong cho nghién ctru dwoc tai tro bi AbbVie,
P fizer/Biohaven va Theranica. Cd la cong tac vién bién tap cla Cephalalgia va Continuum Audio, ddng
thoi la thanh vién ban bién tap cla Neurology, American Migraine Foundation va Brain and Life
Magazine. Tién si Monteith da phuc vu khéng céng trong ban giam déc cta Hiép hoi Pau dau Quéc té
(2021-2023) va hién la thanh vién ban diéu hanh cua Hiép hdi Than kinh hoc Florida. Raffaele Ornello
tuyén bd cac khoan tai tro/hop dong tir Novartis, phi tw van/danh dw twv Eli Lilly, AbbVie, Pfizer va Teva.
Aynur Ozge tuyén bd phi tw van hodc thu lao tir AbbVie Lilly, Teva, Abdi Ibrahim, ilko va Drogsan. Mario
Peres nhan thu lao cho cac bai giang, thuyét trinh, van phong dién gia, viét ban thao va cac s kién gido
duc tir P fizer, Teva, AbbVie-Allergan, Lundbeck. Ch4p nhan hé tro' du lich tr Teva. Tham gia vao ban cb
véan, AbbVie-Allergan, Eli

Lilly, Pfizer, Kenvue, Eurofarma, Sano fi-Aventis. MP la cha tich cia ABRACES. Patricia Pozo-Rosich
tuyén b6 cac khoan tai tro/hop déng tr ERANet Neuron, Instituto Salud Carlos Ill, Novartis, Teva va
AbbVie ciing nhw phi tw van hodc thu lao tir AbbVie, Almirall, Eli Lilly, Lundbeck Medscape, Novartis, P
fizer, Teva. Todd J. Schwedt tuyén bé tai tro/hgp ddng véi Hiép hdi Tim mach Hoa Ky, Amgen, Quj
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Henry Jackson, Quy Dau dau Quéc gia, Vién Y té Québc gia, Vién Nghién ctru Két qué LAy Bénh nhan lam
Trung tam, P fizer, Spark Neuro, Bd Quéc phong Hoa Ky, Quy migraine Hoa Ky va Phong kham Mayo.
Phi tw van tr AbbVie, Allergan, Amgen, Axsome, Biodelivery Science, Biohaven, Click Therapeutics,
Collegium, Eli Lilly, Equinox, Ipsen, Unpharma, Lundbeck, Novartis, Satsuma, Scilex, Theranica va Tonix.
Anh ta tuyén bd tién ban quyén tlr UpToDate va quyén chon cb phiéu tir Aural. Marcio Nattan P. Souza
ké khai phi tw van hoac

danh dy tir Teva, Libbs, P fizer, Sandoz, Lundbeck, Allergan/AbbVie, Lilly. Tsubasa Takizawa tuyén bb
cac khoan tai tro/quy nghién ctru tir Eli Lilly, P fizer va Tsumura va phi tw van/tw van va/hodc thu lao tw
Eli Lilly, Daiichi Sankyo, Otsuka, Amgen, Teijin, P fizer, Kyowa Kiri, Elsai, Kowa, UCB Japan, Takeda va
Santen Pharma. Gisela M. Terwindt tuyén bé cac khodn tai tro/hop ddng tlr Cong ddng Chau Au, Quy
Tim mach Ha Lan, IRRF, Dioraphte va Hoi déng Nao Ha Lan vé&i phi tw van hodc thu lao tir Novartis, Lilly,
Teva, AbbVie/ Allergan, Lundbeck, P fizer, Spring Media, Ash field MedComms, Remedica Cygnea.
Nicolas Vandenbussche tuyén bo phi tw van hodc Honoraria P fizer, AbbVie, Novartis, Teva, Babinski
VZW, ACREHAB UGent. Shuu-Jiun Wang tuyén bd thu lao tlr AbbVie, P fizer va Biogen. Cristina
Tassorelli tuyén bd cac khoan tai tro/hop déng tlr AbbVie véi phi tw van hodc thu lao tir AbbVie, Eli Lilly,
Dompé, Ipsen, Lundbeck,

Pfizer, Medscape, Teva. T4t ca cac tac gid con lai bao cao khong tiét 16 hodc xung dét loi ich

Tai tro

Céc tac gia khéng nhan dwoc hd tro tai chinh cho viéc nghién ctru, quyén tac gid va’hodc xuéat ban bai
viét nay.

ID ORCID

Francesca Puledda https:// /orcid.org/0000-0002-1933-4049 Hans-Christoph  Diener https:/
/orcid.org/0000-0002-6556- 8612 Haidar M Al-Khazali https:// /orcid.org/0000-0001-7015-3369 Sait
Ashina https:/ /orcid.org/0000-0003-3973-6640 Rami Burstein https:// /orcid.org/0000-0003-3763-8916
Min Kyung Chu https:// /orcid.org/0000-0001-6221-1346 David Garcia-Azorin https:/ /orcid.org/0000-0002-
3132-1064 Jan Hoffmann https:// /orcid.org/0000-0002-2103-9081 Katharina Kamm https://
/orcid.org/0000-0002-1891-1799 Mi Ji Lee https:/ /orcid.org/0000-0003-1364-1969 Yu-Hsiang Ling https://
/orcid.org/0000-0003-2360-0693 Marco Lisicki https:// /orcid.org/0000-0001-9765-6759 Daniele Martinelli
https:/ /orcid.org/0000-0001-6355-7947 Teshamae S Monteith https:// /orcid.org/0000-0001-8912-252X
Raffaele Ornello https:// /orcid.org/0000-0001-9501-4031 Mario Fernando Prieto Peres https:/
/orcid.org/0000-0002- 0068-1905 Patricia Pozo-Rosich https:// /orcid.org/0000-0003-0796-4702

Todd J Schwedt https:// /orcid.org/0000-0002-7780-7086 Marcio Nattan P Souza https:// /orcid.org/0000-
0003-4841-4491 Janu Thuraiaiyah https:// /orcid.org/0000-0002-7166-0976 Mansoureh Togha https:/
/orcid.org/0000-0002-9368-6835 Shuu-Jiun Wang https:// /orcid.org/0000-0001-5179-5358 Shenguan Yu
https:// /orcid.org/0000-0001-8933-088X Cristina Tassorelli https:/ /orcid.org/0000-0003-1513-2113 Tai
liéu bd sung Tai liéu bd sung cho bai viét nay cé sén tryc tuyén.

38



GL-DD-2024-02 Ban dich tiéng Viét

Tai liéu tham khao nguyén ban

Danh muc tai liéu tham khao dwgc gitr nguyén tiéng Anh dé bao toan théng tin thw muc va thuén tién tra clru.
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