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O nhirng bénh nhan rung nhi (atrial fibrillation - AF), tAn sb that dwoc kidm soat bdi dac tinh dan truyén clGa nat nhi
that (AV node). O’ bénh nhan AF dién hinh khong dworc diéu tri, tAn sé that cé thé dat 150 lan/phut hodc cao hon.

C6 hai ly do dé ngan ch&n dap &ng that nhanh & bénh nhan rung nh:
e Tranh mét 6n dinh huyét dong va / hoac triéu chirng.

e Tranh bénh co tim do nhip tim nhanh.

Ngoai ra, cé mét sd bang chirng cho thay loi ich cla kiém soat tAn sé that trong viéc 1am gidm ty 1é t& vong. Trong
mot nghién ctru doan hé Ién & Dai Loan, ty |é t&r vong & nhirng ngudi dung thude chen beta (43,879), thubc chen
kénh canxi nondihydropyridine (18.466), va digoxin (38,898) duwoc so sanh véi nhivng ngudi khéng dung thube kiém
soat tAn sb that. Bénh nhan bi loai khéi nghién ctru néu ho dang dung nhiéu hon mét loai thubc lam cham tan sé.
Sau khi diéu chinh cac khac biét co ban, ngwdi ta nhan thay nguy co tlr vong thap hon & bénh nhan dung thuéc
chen beta (HR 0.76, 95% CI 0.74-0.78) va thuéc chen kénh canxi (HR 0.93, 95% CI 0.90-0.96). Tuy nhién, nguy
co tlr vong cao hon & nhém dung digoxin (HR 1.12, 95% CI 1.10-1.14). Chung t6i khuyén ban nén than trong khi
ap dung cho thye hanh Iam sang cac phat hién trong cac nghién clru khéng ngau nhién nay.

NGUYEN TAC CHUNG — Quan ly ban dau & bénh nhan rung nhi (AF) dap &ng that nhanh lién quan dén hai quyét
dinh:

e Xac dinh mie d6 khan cap cha liéu phap diéu tri ban dau (vi dy, liéu phap kiém soat tAn sé dwdng tinh
mach so v&i dwdng udng, va / hodc so véi séc dién chuyén nhip ngay lap tec).

e Lua chon gitra chién lwoc kiém soat tan sé va kiém soat nhip.

Nhirng quyét dinh nay khong duoc tién hanh don doc va cac tuy chon khéng loai trtr 1an nhau. Vi du, mét bénh nhan
ma kiém soat tAn sb c6 thé 1a chién lwoc dai han thich hop cé thé can chuyén nhip khan cép trong béi canh cép tinh

do huyét dong khaéng &n dinh. Mat khac, mét bénh nhan ma mét chién lwoc kiém soat nhip dai han dwoc lwa chon cé
thé can kiém soét tan sé ban diu trong ba dén bdn tuan dé cho phép diéu tri khang déng thich hop trwédc khi chuyén
nhip.
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Yéu té quyét dinh tan sé that — Trong AF, hoat déng dién cia tdm nhi cé thé vwot qua 400 lan/phat. Phan
I&n cac xung nay khéng dan dwoc téi tam that do vai trd cha nat nhi that (AV node).

O bénh nhan dién hinh c6 AF khong dwoc diéu tri, tAn sé that trong ngay thay déi tir 90 dén 170 lan/phat. Tan s
that c6 thé cham hon (vi du, dwéi 60 lan/phat) trong cac trwdng hop sau:

e Gia téng trwong lwc phé vi.

e Thubc anh hwdng dén dan truyén qua nut AV.

e Bénh ly clia nut AV, can dwoc nghi ngd khi tAn sb that dwdi 60 lan/phat ma khéng dung thubc lam cham dan
truyén qua nat AV.

Mot tn sé that trén 200 Ian/phut goi y mot trong nhirng diéu sau day:

e Catecholamine duv thira
e Mét than kinh pho giao cam
e CuoOng giap

e Mot dwdng dan truyén phu nhw trong hoi chirng kich thich sém.

Muc tiéu kiém soat tdn s6—Tan sb tdi wu cho bénh nhan AF chwa duwoc xac dinh [1]. Muc tiéu twong tw nhuw
khuyén cao cho bénh nhan nhip xoang véi bénh Iy tim mach dwoc Gng hd: nhip tim khi nghi < 80 1an / phat va <
110 1an / phat khi tap luyén vira phai nhw véi sau phat di bo.

Cac muc tiéu twong tw da dwoc st dung trong nhiéu thir nghiém vé kiém soat tAn sé so v&i kiém soat nhip, chang han
nhw AFFIRM [2].

Kiém soat tan sé so vé&i kiém soat nhjp — Hai chién lwoc diéu trj chinh & bénh nhan AF:

e Kiém soat nhip, bao gdm chuyén nhip, thwéng theo sau bang cach duy tri nhip xoang v&i thubc
chéng loan nhip.

e Kiém soat tan sb, thudng dung céc loai thubc lam cham dan truyén qua nat AV.

Trong qué khir, nhiéu bac si wa thich chién lwgc kiém soat nhip vi cai thién triéu chirng, huyét déng, va nguy co
thuyén tac. Tuy nhién, nhi*rng lgi ich mong doi clia kiém soat nhip khong dwoc xac dinh trong AFFIRM, RACE va cac
th&r nghiém ngau nhién khac [2,5]. Két qua la, mét chién lwoc kiém soat tan sb hién nay dwoc wa dung &
hau hét cac bénh nhan khéng triéu chirng [6,7].

Than trong trong héi chirng kich thich sém — O bénh nhan AF c¢6 kich thich sé&m, liéu phap diéu tri ban dau la
nham chuyén vé nhip xoang. Dung procainamide ho&c ibutilide ttnh mach néu huyét dong én dinh, va sdc dién chuyén
nhip nén dwoc thwe hign néu bénh nhan khong on dinh.

Céc thubc chen nut AV (thubc chen kénh canxi, thudc chen beta, va digoxin) cé thé lam tang dap &ng that &
bénh nhan AF co6 kich thich sém bang cach lam giam dan truyén thdng qua hé théng nat AV-His-Purkinje
binh thwéng. Diéu nay lam gidm dan truyén an di vao dwdng phu, do d6 cai thién dan truyén wu thé qua con
dwong phu. Tiém tinh mach adenosine, amiodarone, digoxin, verapamil, va diltiazem do d6 chéng chi dinh v&i
AF c¢6 kich thich s&m; di¥ liéu dwoc gidi han véi cac thubc chen beta tiém tinh mach nhwng vé mat ly thuyét |a
cd cung nguy co.

Liéu phap diéu tri dai han cho AF c6 kich thich sém bao gdm viéc triét pha dwérng phu.

DPIEU TRI DUNG THUOC — Lam cham tan sé that trong rung nhi (AF) bang cach st dung thubc chen beta hoac
thudc chen kénh canxi, va khuyén cdo & mirc thap hon la digoxin hodc amiodarone. Céc thudc nay lam cham dan
truyén qua nut nhi that dwa trén cac co ché sinh ly sau day (hinh 2) [89]:

e Chen kénh canxi v&i thubc chen kénh canxi nondihydropyridin verapamil va diltiazem.

e Giam trwong lwc giao cdm véi thubce chen beta.
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e Tang trwong lwc pho giao cdm véi cac loai thubce tang treong lwe phd giao cdm, quan trong nhét trong sb
dé la digoxin.

Thuéc chen beta — Thubc chen beta thwérng dwoc st dung cho ca viéc kiém soat tan sb cap thdi va dai han & bénh
nhan AF.

Kiém soat cap thoi véi thudc chen beta — Di vai viéc kidm soat cAp tinh cla tan sé that, metoprolol,
propranolol, ho&c esmolol tinh mach c6 thé cé hiéu qua. Thudc chen beta c6 thé dac biét hivu ich & cac trudng hop c6
tang trwong lwc giao cdm (vi du: AF sau phau thuat).

Metoprolol dwoc dung bolus tinh mach 2,5 dén 5,0 mg trong hai phut. Lidu cé thé dworc 13p lai sau khodng théi gian
nam phut [én dén téng cong 15 mg khi can thiét. Trong khi cac liéu tiép theo cé thé duoc tiém tinh mach, phac dé tdi
wu van chwa dwoc xac dinh ré rang va viéc st dung dworng udng cé thé dwoc wa thich hon.

Esmolol 1a mot thubc chen beta tiém tinh mach tac d6ng nhanh dwoc chuyén héa b&i men estease ctia hdng cau, do d6 cé thei gian
tac dung ngan (10 dén 20 phat) [10-12]. Esmolol cé thé d&c biét hiru ich néu khéng chac chan rédng mét thube chen beta
s& dwoc dung nap, vi thdi gian ban huy ngén ctia né cho phép thtr nghiém diéu tri véi nguy co thdp. Néu esmolol
duwoc dung nap, thi cé thé dung thudc chen beta tac dung kéo dai.

Phac db ding esmolol dwoc khuyén cdo trong kiém soat tan sé cap thoi:

e Bolus tinh mach 0,5 mg / kg trong mét phut, tiép theo 1a 50 ug / kg méi phut.
e Né&u sau 4 phut, dap tng khodng da, dung thém lidu bolus khac va sau d6 1a truyén 100 pg / kg méi phut..
e Néu sau 4 phut, dap ng van chwa du, dung bolus liéu thir ba va cudi cuing, sau d6 truyén 150 g / kg mbi phut.
e N&u can thiét, tbc do truyén cé thé dwoc ting 1&n téi da 200 pg / kg mdi phit sau bdn phat niva.
Ngoai ra, tbc dd co thé truyén khéi ddu & mrc 50 pg / kg mdi phut ma khdng cé bolus, va cé thé dwoc
tang Ién 50 pg / kg mdi phat sau méi 30 phat.

C6 thé dung propranolol tiém tinh mach, 1 mg trong mét phut, va I&p lai tdi da ba liéu trong khoang théi gian hai
phut.

Liéu phap dung thuéc chen beta kéo dai — Thubc chen beta dwérng ubng dwoc st dung rong rai nhw 13 liéu
phap diéu tri chinh yéu dé kiém soat tan sb trong AF man tinh (bang 1). Thubc chen beta lam gidam nhip tim khi
nghi va tap luyén. Hau hét thubc beta c6 vé cé hiéu qua twong tw, mac du atenolol, metoprolol, timolol, pindolol, va
nadolol ¢6 nhiéu bang chirng hd tro nhat. C6 mét sb di¥ liéu cho réng labetalol kém hiéu qua hon cac thudc chen
beta khac dé giam nhip tim khi nghi [7]. Bisoprolol va carvedilol ciing dwoc st dung.

Atenolol va nadolol ¢ lgi thé vé thoi gian ban huy va thuwdng duoc dung mét 1an méi ngay. Theo kinh nghiém cua
chung t6i, atenolol c6 wu diém it tac dung phu anh hwéng dén hé than kinh trung wong hon so véi cac thudc chen beta
khac. Thubc chen beta tac dung kéo dai nhw propranolol va metoprolol ciing ¢é hiéu qua néu dwoc dung nap. Ching
t6i thuwerng bat dau véi 25 mg atenolol méi ngay va tang dan liéu méi ngay Ién 100 mg, ddi khi 1a 200 mg, néu can thiét.

Thuéc chen kénh canxi — Thubc chen kénh canxi nondihydropyridine verapamil va diltiazem rat hiru ich trong viéc
quan ly AF khi khéng cé kich thich sém. Nhirng loai thudc nay c6 thé dwoc dung dwong tinh mach dé kiém soat tan sb
cép tinh va c6 thé lam cham tan sé dai han khi st dung dwéng ubng.

Thuéc chen kénh canxi trong kiém soat tan sé cap thei — Ching tdi wa thich dung diltiazem hon 1a verapamil.
Tuy nhién, verapamil tiém tinh mach c6 thé dwoc dung véi liéu 5 dén 10 mg trong 2-3 phut; liéu nay cé thé
dwoc 1ap lai sau mbi 15 dén 30 phut, khi can thiét. Khi kiém soat tAn sé dat dwoc véi bolus tinh mach,
chuling t6i bat dau truyén duy tri & mirc 5 mg / gi&r, c6 thé 1én dén 20 mg méi gi®, néu can thiét [31,32]. Thoi
gian kh&i phat tac dung la trong vong hai phat va dat dinh trong 10 dén 15 phat. Hiéu qua kiém soat dap &ng that
s& mét di trong khoang 90 phut néu céc liéu bolus I&p lai hodc truyén duy tri khéng dwoc dung.

Phac dé tiém tinh mach diltiazem dwoc dé xuét béi Diltiazem Atrial Fibrillation/Atrial Flutter Study Group [26-28].
Diltiazem dwoc dung véi liéu bolus tinh mach 0,25 mg / kg (liéu ngudi Ién trung binh 20 mg) trong hai phut; trong 15
phat, néu liéu thr nhat dwoc dung nap nhwng khéng tao ra dap tng mong mudn (gidm 20% tan sé ban dau hoac
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nhip tim nhd hon ho&c bang 100 1an / phat), dung liéu bolus tht hai 0,35 mg / kg ( liéu ngwdi I&n trung binh 25 mg)
trong hai phat; & nhirng nguoi dap (rng véi liéu bolus thtr nhat hodc the hai, bat dau truyén duy tri tv 5 dén 15 mg /
h. Phac db nay thwdng kiém soat tan sb that trong vong bén dén nam phut.

Liéu phap dung thuéc chen kénh canxi kéo dai — Liéu kh&i dau dung dwdng ubng cla verapamil la 40 mg ba
ho&c bbn 1an mébi ngay téng 1&n ti da 360 mg / ngay chia lam nhiéu lan.

Dung diltiazem dwérng ubng dwoc bat dadu & mire 30 mg bén 14n méi ngay. Liéu téi da théng thwong la tdng 360 dén
480 mg méi ngay (ttrc la 90 dén 120 mg bdn 1an méi ngay).

Diltiazem va verapamil khéng nén dung cho bénh nhan suy tim nang (New York Heart Failure class Il
hoac 1V), héi chirng kich thich s&m, hodc ha huyét ap dang ké&. Ngoai ra, can than trong v&i nhirng
bé&nh nhan bi réi loan chirc nang nat xoang, bénh gan, ha huyét ap nhe, block nhi that dé 1, hoac
dung dbéng thoi cac loai thudc khac tre ché chirc nang nut xoang hoac lam cham dan truyén nhi thét.

Digoxin — Chung t6i thwdng danh digoxin cho nhirtng bénh nhan cé tn sb khong duoc kiém soat day du voi viec
st dung thuéc chen beta va thuéc chen kénh canxi. N6 khéng hiéu qué nhw hai loai thubc nay va viéc st dung né coé
lién quan dén ty lé t& vong cao hon. N6 cé thé khong thich hop dé st dung & nhiing bénh nhan I6n tudi.

Cac nghién ctru quan sat nhd, lau d&i va phan tich sau cac thir nghiém lam sang da dat dwoc cac két luan khac
nhau, mét s cho thay s gia tang ty I t& vong [36-38] va mot sb khac thi khéng [39.40]. Twong tw nhw vay,
nhiéu nghién clru quan sat I&n hon, cling cho cac két luan khac nhau, v&i it nhat hai nghién
clru cho thay tang ty 1&é t&r vong do tit ca cac nguyén nhan khoang 20 phan tram [4142] va m6t
cho thay khéng tang [43].

Liéu dung va theo ddi — Digoxin cé thé dwoc dung dwédng udng, tiém tinh mach hodc tiém bap, mac du
chung t6i khéng sir dung dwéng tiém bap. Digoxin dwéng tinh mach khéi phéat tac déng trong vong 15 dén 30
phat, va dat dinh trong mét dén nam gio.

Néu digoxin dwoc st dung, néng do can duoc theo déi dinh ky. Méc du sw twong quan gitra ndng d6 thudc va kiém soat tan sb that 1a
kém, s hién dién ctia nong do digoxin trong huyét thanh thap 1a hiku ich & chd né cho phép dung liéu cao hon. Tuy nhién, do o ngai vé
sy gia ting ty 18 tr vong & nhirng bénh nhan dung thudc, chung i ¢b gang gitr & méc dwdi 1.0 ng / mL (1.28 nmol / L).

Amiodarone — Amiodarone thwéng dwoc siv dung dé duy tri nhip xoang & bénh nhan AF dung chién luvoc kiém soat
nhip. Tuy nhién, amiodarone ciing cé thé 1am cham tan sé that & nhirng bénh nhan van con AF. Trong mét nghién
ctru, vi dy, amiodarone dwong tinh mach (7 mg / kg), flecainide, hoac giad dwgc da dwoc dung cho 98 bénh nhan
v&i AF khi phat gan day (0,5 dén 72 gi®) [54]. Ngay ca khi AF khéng quay tré vé& nhip xoang, amiodarone nhanh
chéng lam cham tan sé that trong khodng théi gian quan sat tam gid (hinh 4). Ngoai ra, & nhirng bénh nhan nang,
amiodaron cé thé it gay ha huyét ap hon 14 tiém tinh mach diltiazem [55].

Do nguy co tac dung phu lau dai, guideline nam 2014 ctla American Heart Association/American College of
Cardiology/Heart Rhythm Society AF khuyén céo rang amiodarone cé thé dwoc s& dung nhw 1a lwa chon hang the
hai dé kiém soat tan sé lau dai chi khi cac liéu phap khac khéng thanh céng hodc chéng chi dinh [4546]. Chung t6i
déng y v&i vai tro rat han ché cta amiodarone trong viéc kiém soat tan s dai han va khuyén cao rang bénh nhan
dwoc diéu tri véi amiodarone can dwoc theo ddi can than, bao gébm theo déi cac tac dung phu d3 biét.


https://www.uptodate.com/contents/verapamil-drug-information?source=see_link
https://www.uptodate.com/contents/diltiazem-drug-information?source=see_link
https://www.uptodate.com/contents/diltiazem-drug-information?source=see_link
https://www.uptodate.com/contents/verapamil-drug-information?source=see_link
https://www.uptodate.com/contents/digoxin-drug-information?source=see_link
https://www.uptodate.com/contents/control-of-ventricular-rate-in-atrial-fibrillation-pharmacologic-therapy/abstract/36-38
https://www.uptodate.com/contents/control-of-ventricular-rate-in-atrial-fibrillation-pharmacologic-therapy/abstract/39%2C40
https://www.uptodate.com/contents/control-of-ventricular-rate-in-atrial-fibrillation-pharmacologic-therapy/abstract/41%2C42
https://www.uptodate.com/contents/control-of-ventricular-rate-in-atrial-fibrillation-pharmacologic-therapy/abstract/43
https://www.uptodate.com/contents/digoxin-drug-information?source=see_link
https://www.uptodate.com/contents/digoxin-drug-information?source=see_link
https://www.uptodate.com/contents/amiodarone-drug-information?source=see_link
https://www.uptodate.com/contents/flecainide-drug-information?source=see_link
https://www.uptodate.com/contents/control-of-ventricular-rate-in-atrial-fibrillation-pharmacologic-therapy/abstract/54
https://www.uptodate.com/contents/image?imageKey=CARD%2F81119&amp;topicKey=CARD%2F938&amp;search=atrial%2Bfibrillation&amp;rank=9%7E150&amp;source=see_link
https://www.uptodate.com/contents/diltiazem-drug-information?source=see_link
https://www.uptodate.com/contents/control-of-ventricular-rate-in-atrial-fibrillation-pharmacologic-therapy/abstract/55
https://www.uptodate.com/contents/amiodarone-drug-information?source=see_link
https://www.uptodate.com/contents/control-of-ventricular-rate-in-atrial-fibrillation-pharmacologic-therapy/abstract/45%2C46

Magnesium sulfate — Magié cé cac dac diém sinh ly cho thay réng né cé thé cé hiéu qua trong viéc kiém soat tan
sb trong AF. Cac nghién cru nhd ban dau cung cép co s& cho mét thér nghiém Iam sang trong d6 199 bénh nhan cé
AF dap (ng that nhanh (tan sb that trung binh la 142 1an / phat) dwoc diéu tri bang liéu phap théng thwong dé kiém
soat tan s6, thwdng nhét la digoxin, va dwoc phan ngau nhién vao nhém dung magnesium sulfate (2,5 g trén 20
phut, sau dé la 2,5 g trong hai gi®) hodc gia dwoc [56]. Liéu phap ding magié 1am ting kha néng dat dwoc tan s
that < 100 14n / phut (65 so véi 34% cla gia dwoc) va chuyén vé nhip xoang (27 so véi 12% cla gia dwoc). Tuy
nhién, sw khac biét vé tan sd that trung binh khéng bao gid vuot qua 12 1an / phat.

Liéu phap két hop — O nhirng bénh nhan khong dat dwoc kiém soat tan sb that day da véi mot loai thube duy nhét,
chang t6i c6 géng diéu tri phdi hop véi thube chen beta va thube chen kénh canxi. Khi ching dwoc sir dung cuing
nhau, bénh nhan nén dwoc theo d&i cin than vé nhip tim cham va ha huyét ap. Digoxin dwoc danh riéng cho nhirng
bénh nhan c6 chirc ndng tam thu thét trai bao tén, nguwdi khong dat dwoc kiém soat tn sé véi thude chen beta va
thudc chen kénh canxi va khi mét tha thuat can thiép nhw triét pha qua catheter hodc cét dét nut nhi that khéng dwoc
xem xét. Néu digoxin dwoc st dung, ndng do digoxin nén dwoc theo déi dinh ky. Chung toi cb géng gitr & mirc dudi
1.0 ng/mL (1.28 nmol / L).

SO SANH HIEU QUA — C6 rét it nghién ctu truc tiép so sanh hiéu qua cla céc loai thudc nay. Néi chung, thubc
chen kénh canxi c6 hiéu qua khi nghi ngoi va tap luyén, thuéc chen beta coé hiéu qua twong tw khi nghi ngoi,
nhwng hiéu qua hon khi tap luyén va digitalis cé hiéu qua khi nghi ngoi nhwng kém hiéu qua hon so véi cac loai
thudc khac khi tap luyén. Vi vay, diéu dic biét quan trong 1a phai danh gia nhip tim khi gang src & nhirng bénh
nhan dwoc diéu tri bang digoxin don déc.

TOM TAT VA KHUYEN CAO — Nhirng tom tét va khuyén cao sau day thdng nhét v&i guideline ndm 2014 cla
American Heart Association/American College of Cardiology/Heart Rhythm Society AF [45,46].

Kiém soat tan sé cap thoi — O nhirtng bénh nhan AF dap (ng that nhanh, kiém soat tan sb cap tinh thuwong dat dwoc
véi thude tiém tinh mach.

O nhirng bénh nhan nhw vay, ching téi dé xuét cach tiép can sau:

e O nhirng bénh nhan khéng c6 suy tim hodc ha huyét ap dang ké, ching téi d& xuét dung thudc chen beta hoac
thudc chen kénh canxi nondihydropyridine (Grade 2B).

e Tiém tinh mach diltiazem, st dung phac dd nhuw trén, 1a lwa chon wa thich cla chung toi trong trwdng hop
nay. Tuy nhién, v&i di¥ liéu so sanh cd gidi han, tiém tinh mach verapamil hoac thudc chen beta nhw
metoprolol, propranolol, hodc esmolol 1a Iwa chon thay thé hop Iy [58].

e Né&u khéng chac chan liéu phap diéu tri cé6 dwoc dung-nap hay khéng, esmolol ¢ thé dwoc dung mét cach than
trong vi th&i gian ban huy rat ngan cda né cho phép thir nghiém diéu tri véi nguy co thap.

e O nhirng bénh nhan khéng dap (ng day du véi liéu phap ban dau béng thubc chen beta hodc thudc chen kénh
canxi tinh mach, chdng téi khuyén ban nén bb sung digoxin tiém tinh mach lam thuéc hang thiv hai trong liéu
phap phdi hop (Grade 2C). Mét s6 bénh nhan c6 mirc d6 kiém soat tAn sé tét véi thube chen beta hon la thube
chen kénh canxi va nguoc lai. Do d6, & nhivng bénh nhan cé dap &ng khong day dd véi mét trong hai loai
thudc nay, viéc chuyén sang moét loai thuéc khac 1a mét lwa chon thay thé cho viéc dung thém digoxin.

e Né&u dat dwoc kiém soat tan sb, ching tdi cb gang chi str dung thudc thr hai va tranh st dung liéu phap két hop
thudc chen beta va thudc chen kénh canxi. Tuy nhién, & nhirng bénh nhan khéng cé ha huyét ap ho&c réi loan
chtrc nang théat trai dang ké, cac loai thubc nay c6 thé dwoc st dung cuing nhau, va trong mét sb truéng hop, ca
ba loai (vi du, thubc chen beta, thubc chen kénh canxi va digoxin) cé thé can thiét dé dat duwoc kiém soat tan sb
thich hop. O’ nhixng bénh nhan cé suy tim tién trién hodc ha huyét ap dang k&, chung t6i khuyén ban nén tiém tinh
mach digoxin nhw liéu phap diéu tri dau tién (Grade 2C).

e O nhirng bénh nhan khéng dap (rng hodc khéng dung nap thube chen kénh canxi, thubc chen beta va / hodc
digoxin, ching t6i khuyé&n cao nén dung amiodarone trong kiém soat tn sé that cap thoi (Grade 2C). & nhirng
bénh nhan nhw vay, viéc st dung amiodarone dé kiém soat tAn sé 1a mot chién lwoc ngan han (vi duy, vai gio dén
vai ngay). Thuéc khéng nén dwoc siv dung néu cé kich thich sém.

Kiém soat tan sé dai han — S dung cac thudc block dan truyén qua nat AV, it nhat 75% bénh nhan AF c6 thé dat
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dwoc muc tiéu kiém soat tAn sé < 80 Ian / phut va trén 90% c6 thé dat dwgc muc tiéu < 110 1an / phat. Tuy nhién, dat
dwoc muc tiéu nay doi hdi phai theo dai chat ché, diéu chinh thudc, va thwdng phai diéu tri két hop. O nhirng bénh
nhan nhw vay, viéc diéu chinh thuwong cé thé dwoc thwe hién véi diéu tri ngoai tru.

Mé&c du cé sy khac biét vé hiéu qua cla cac loai thubc khac nhau dwoc st dung dé kiém soat tAn sé, cé kha néng theo
déi va diéu chinh diéu tri 1a nhivng yéu té quan trong hon trong chién lwoc kiém soat tan sé thanh cong hon 1a lwa chon
thudc ban dau (phac db 1).

e Chung t6i d& xuét muc tiéu kiém soat tAn s < 85 1an / phat, dbi véi bénh nhan AF ¢é triéu chieng Iwa chon
chién lwoc kiém soat tAn sé (Grade 2C). Béi véi nhivng bénh nhan tiép tuc biéu hién céac triéu chirng khong
dap rng muc tiéu, can thwe hién moét xem xét liéu tdn sd muc tiéu thap cé lam gidm triéu chirng hay khong. Déi
v&i bénh nhan AF vinh vién khéng biéu hién triéu chirng, muc tiéu kiém soat tan sé <110 Ian / phuat ¢6 thé
la hop ly, mién la bénh nhan khong tién trién rdi loan chirc nang LV. Theo d&i can than céc triéu chirng va
/ hodc sw tién trién réi loan chirc ndng LV 1a bat budc.

e O nhirng bénh nhan can diéu tri dai han, ching toi d& nghi diéu tri ban dau bang thuéc chen beta dwéng ubng
ho&c thuéc chen kénh canxi nondihydropyridine (Grade 1B).

* Thubc chen beta dwoc wu tién & nhirng bénh nhan cé bénh mach vanh, suy tim do réi loan ch&c ning tam
thu va & nhitng bénh nhan cé tan sbé that gia tdng khong thich hop khi tap luyén. Trong ca hai trwdng hop
dau tién, thubc chen beta cai thién kha nang séng con ctia bénh nhan.

Ma&c du c¢6 nhirtng wu diém nay, thuéc chen beta la chéng chi dinh hodc chdng chi dinh twong déi &
mot sé bénh nhan, va nhirng ngwdi khong thé dung nap dwoc cac tac dung phu.

e Thubc chen kénh canxi nondihydropyridine dwoc wu tién & nhirng bénh nhan cé bénh phéi man tinh va &
nhirng bénh nhan khéng dung nap thuéc chen beta. Trong sé cac thudc chen kénh canxi, verapamil cé tac
dung chen nat AV 1&n hon diltiazem, va sw lwa chon gitra cac loai thubéc nay thwdng dwoc quyét dinh béi tac
dung phu. Diltiazem c6 thé dwoc wu tién & bénh nhan suy tim nhe néu thudc chen beta chéng chi dinh ho&c
khdng dung nap.

e O nhirng bénh nhan c6 kiém soat tan sb khong day du véi liéu dung nap téi da ctia thubc chen beta hodc
thudc chen kénh canxi, ching téi khuyén ban nén bd sung digoxin (Grade 2C).

e O nhi*rng bénh nhan khong dat dwoc kiém soat tan sé véi liéu dung nap téi da clia thudc chen beta va thudc
chen kénh canxi nondihydropyridine dung phdi hop, ching téi khuyén ban nén thém digoxin néu cat dét nut nhi
thét, kiém soat nhip bang thudc, hodc triét pha qua catheter khdng dwoc xem xét (Grade 2C). Theo di can than cac tac
dung phu nhw nhip tim cham la bat budc. M6t sé bénh nhan sé khong dat dwoc kiém soat tan sé day da véi liéu
phap dung thubc do dap (rng kém hoadc khéng dung nap thubc. Trong nhirng trwdng hop nhw vay, cac lva chon
bao gdm xem xét lai chién lwoc kiém soat nhip va liéu phap khéng dung thubc dé kiém soéat tan sé that (phac do
1).

Nguyén Phic Thién
Group “Cap nhat kién thare y khoa”
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GRAPHICS

Physiology of the AV node in AF

Properties of AV node

* AP phase 0 Is calcium mediated
(slow response tissue);
impulse conduction is slow

Atrial rate 600 bpm

» Parasympathetic innervation
(vagus nerve); slows conduction

* Sympathetic innervation; His bundle

speeds conduction
Ventricular rate 90 to 170 bpm

The atrioventricular (AV) node modulates the response between the atrium and
the ventricle. In atrial fibrillation, the atrial rate is up to 600 beats per minute while
the ventricular rate in response is 90 to 170 beats per minute; this difference in
the rate results from several properties of the AV node that impede impulse
conduction. The AV node generates a slow action potential (AP) that is mediated
by calcium (Ca++) ion currents; the node is therefore slow response tissue.
Parasympathetic innervation via the vagus nerve also slows conduction, while
activation of the sympathetic nervous system speeds conduction.
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Effect of drugs on AV function in AF

= Calcium channel blockers
(diltiazem, verapamil) — slow
conduction

Atrial rate 600 bpm

= Digoxin (vagotonic);
slows conduction

s Bata blockers (sympatholytic) —
slow conduction

* Adencsine — slows conduction
= Increased vagal tone with His bundle
carotid massage, Valsalva,

edrophonium — slows conduction Ventricular rate 80 - 170 bpm

Various drugs can slow conduction through the atrioventricular node in atrial
fibrillation by altering its physiology. The calcium (Ca++) channel blockers,
primarily diltiazem and verapamil, block the influx of calcium and therefore slow
conduction by reducing the upstroke of the action potential, digoxin, carotid
massage, Valsalva maneuver, and edrophonium are vagotonic and slow
conduction by increasing parasympathetic effects on the node; beta blockers
slow conduction by offsetting sympathetic inputs; and adenosine slows
conduction only transiently by increasing potassium conduction and decreasing
calcium influx.
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Beta blocker properties

Drug Alpha Bete?—% ISA | MSA | Lipophilicit | Usual dose* Half life, Elimination
blockad | selectivity y hoursY
e
Acebutolol| No Yes Yes Yes | Low 100to 400 | 3to4 Hepatic
mg twice per (primary)
day Renal
(secondary)
Atenolol No Yes No No Low 50 to 200 61to9 Renal
mg once
daily
Betaxolol | No Yes No Yes | Low 10to 20 mg | 14 to 22 Hepatic
once daily (primary)
Renal
(secondary)
Bisoprolol | No Yes No No Moderate 25t020 9to 12 Renal
mg once and
daily hepatic
Carteolol | No No Yes No Low 25t05 6 Renal
mg once
daily
Carvedilol | Yes No No Yes | High 3.125t025 | 7to 10 Biliary
mg twice (primary
per day )
Hepatic
(secondary)
Esmolol | No Yes No No Low IV only 250 | 9 minutes | Blood
to 500 esteras
micrograms/ es
kg over one
minute then
25
to 50
micrograms
/kg per
minute as
IV infusion;
titrate
incrementall
y up to
maximum of
300
microgram/
kg per
minute &




Labetalol

Metoprol
ol
tartrate

Metoprol
ol
succinat
e
(extende
d
release)

Nadolol

Yes

No

No

No

No

Yes

Yes

No

Yes
(Betap

No

No

No

Low

Low

Low

No

Moderate

Moderate

Moderate

Low

IV 20 mg2

Orally 100-
400 mg two
or three
times per
day
IV125to5
mgA
Orally 25 to
100 mg two
or three
times per
day

Orally 50 to
400 mg
once daily

40 to 160
mg

3to4

3to4
(7t09
hours in
poor
metabolize
rs)

Apparent
half-life
prolonged
by
continuou
s osmotic
release
over

~20 hours
20to 24

Hepatic

Hepatic via
CYP2D6

(polymorphi
c)

Hepatic via
CYP2D6

(polymorphi
c)

Renal




Nebivolol

Oxprenolo
| ©

Penbutolol

Pindolol

Propranol
ol

Sotalol §

Timolol

No

No

No

No

No

No

No

Yes

No

No

No

No

No

No

No

Yes

Yes

Yes

No

No

No

No

Yes

No

Low

Yes

No

No

High

Moderate

High

Moderate

High

Low

Moderate

once daily
510 40
mg once
daily

40 to 80 mg
three times
per day

10 to 40 mg
once daily
5to 30 mg
twice per
day

IV1to5
mgA

Orally 10 to
80 mg two
to four
times daily
80 to 160
mg twice per
day

10 to 30 mg
twice per day

10to 12
(19 to 32
poor
metabolize
rs)

15

3to4

3to4

12

4t05

Hepatic

Hepatic

Hepatic

Hepatic
(primary)

Renal
(secondary)

Hepatic

Renal

Hepatic
(primary)
Renal
(secondary)

ISA: intrinsic sympathomimetic activity; MSA: membrane stabilizing activity; IV: intravenous.
* Range of usual, oral, anti-hypertensive dose, unless "IV" noted.
[ Duration of hypotensive effect, in general, is longer than may be predicted

by serum half-life. A Usual initial IV dose. Subsequent dosing generally
needed. See drug monograph for detail.
¢ Not available in US.

§ Sotalol has independent class Il antiarrhythmic activity.

Prepared with data from:

1. Frishman WH, Alwarshetty M. B8-Adrenergic blockers in systemic hypertension pharmacokinetic
considerations related to current guidelines. Clin Pharmacokinet 2002; 41:505.
2. Brubacher JR. B-Adrenergic Antagonists. In: Goldfrank's Toxicologic Emergencies, 9th ed, Nelson LS (Ed),

McGraw-Hill, New York 2010.
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Dose response to diltiazem for rate control in atrial fibrillation

§ 100 —
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Kaplan-Meier analysis of the percentage of patients maintaining a therapeutic
rate control response to each dose level of intravenous diltiazem infusion in
patients who initially responded to bolus diltiazem. Maintenance of rate control
was greater at doses of 10 to 15 mg/h.

Data from Ellenbogen KA, Dias VC, Cardello FP, et al. Am J Cardiol 1995; 75:45.
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Efficacy of amiodarone in rate control for atrial fibrillatio

n

140

=

w

=
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1
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0.5 1 2 3 4 5 & 7 8

Hours from start of therapy

Flecainide

Placebo

\f\_,\/ Amiodarone

Effect of intravenous placebo, amiodarone, and flecainide on

the ventricular

response to atrial fibrillation in patients who failed to revert to sinus rhythm after the
initiation of therapy. Amiodarone slowed the ventricular response, an effect that
was not seen with flecainide or placebo. Although flecainide was less effective
for rate control, it was associated with earlier reversion to sinus rhythm than

amiodarone or placebo. Note that the time scale is nonlinear.

Data from Donovan KD, Power BM, Hockings GE, et al. Am J Cardiol 1995; 75:693.

Graphic 81119 Version 3.0



Atenolol plus digoxin is most effective for rate control in AF
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In a study of 12 patients which compared the effect of various atrioventricular
nodal drugs on heart rate during atrial fibrillation (AF), digoxin plus atenolol
was the most effective therapy for attenuating the circadian rhythmicity of
heart rate (upper panel) and the peak heart rate with exercise (bottom panel).
The least effective therapies were digoxin or diltiazem administered as single
agents.

Data from Farshi R, Kistner D, Sarma JS, et al. J Am Coll Cardiol 1999; 33:304.
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Management algorithm of permanent atrial fibrillation - rate control

Initial therapy

Y

Beta blocker,

verapamil, or

diltiazem: —— |Ir|adequate rate control; exercise intolerance

digoxin may be
given if heart
failure is
prasent

Y

Add digoxin and/or beta
blocker or verapamil
or diltiazem

Y

| Inadequate rate control; exercise intolerance

\

| AV node ablation + VIR pacing |

| Satisfactory clinical situation |

Other measures;
consider amiodarcne
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