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Bénh Alzheimer (AD) gitr mot tam quan trong cao trong van dé y té cong cong khi ma
16p dan ching toi tudi gia cang ngdy cang gia ting. Vi vay nhimg can thiép dé lam tri
hon tién trinh cta cac triéu ching bénh s€ c6 anh huong dang ke vé strc khoe cong dong.
Tai liéu cho wéc lugng rang t6i nim 2025 s& c614 tridu ngudi mic bénh Alzheimer va
trong s6 d6 phan 16n s& can sy giup d& trong doi sdng thudng ngay.

Sa st tri tué (dementia) 13 mot bénh ndo hitu co do rdi loan tién trinh tri tué. Bénh AD 13
hinh thure sa sut tri tu¢ ¢ nguoi 16n tudi, bénh nay c6 dac diém lam r6i loan tri nho, thay
d6i nhan cach, hu hong trong cham soc ca nhan, kha ning 1y luan bi hu hai va mat dinh
hudng do phan nio kiém soét suy nghi, tri nhé va ngdn ngit bi thodi hoa. Nguyén nhan
van chua dugc biét dén.

Khoa hoc gia phong doan c6 cd 4 tri¢u nguoi My rr}éc bénh nay, bénh bat dau tir tudi 60
trd 1én. Khoang 3 % dan 6ng va dan ba trong cd tudi 65 dén 74 bi AD, va mot ntra nhiing
nguoi cd tuodi 85 trd 1én mac bénh nay, tuy nhién AD khong phai la bénh binh thudong cia
nguoi gia.

Bénh Alzheimer mang tén Bac si nguoi Buc Alois Alzheimer sau khi vi Bac si nay kham
pha ra sy thay d6i mo ndo ctia mot nguoi dan ba chét vi bénh than kinh rat bat thuong.
BS Alzheimer thiy nhitng mang amyloid (amyloid plaques) bat thuong va nhitng nhom
md X0 Qi nguyén than kinh cu6n rdi (neurofibrillary tangles) trong ndo. Nhirmg mang va
nhimg xo cuon roi nay trong ndo hién nay dugc coi la diém chinh ctia bénh AD. Ngoai ra
su mat mat mot sd than kinh trong ndo quan trong cho tri nhé va kha nang tinh than ciing
muc d6 chit hoa hoc chuyén biét ciing suy giam.

Bénh AD tié'n’ trién chém chap hay nhanh chong tuy thudc ting ca nhén, trung binh bénh
nl}én bi AD song tir 8 dén 10 nam sau khi bénh phat hién ra. D6i khi bénh c6 thé kéo dai
dén 20 nam.

Dugc pham chi c6 thé gitip ngan ngira triéu ching cho bénh khoi tré nén ning hon nhung
khong thé chita dugc bénh. Ngoai ra mot sé nhitng thude c6 thé kiém soat dugc nhitng
triéu chirng tap tinh nhu mat ngu, phién dong, di lang thang, lo léng, va trdm cam. Trj liéu
nhiing triéu ching nay 1am bénh nhan duoc thodi mai hon va dé dang cho nhiing ngudi
cham soc ho hon.

Hién nay c6 rat nhiéu loai nghién ctru thir nghiém khac nhau véi muc dich dé tim ra thude
chira tri thém dugc AD tir NSAIds dén vitamin E va duoc thao.


http://www.geocities.com/tdl.geo/songvietsci.html

Nhu trén da dé cap, hién nay bénh Alzheimer chua c6 thé chira tri dugc c6 hiéu qua, do
d6 su diéu tri chu trong vao céach lam tri hoan su tién trién cua triéu chirng bénh. Bai viét
nay chii trong dén nhitng duoc pham c6 mit trén thi truong My dung diéu tri bénh
Alzheimer.

Su thiéu hut choline thuong xay ra sém trong bénh trinh va nhiing thudc lam tang ning
chure choline s€ gia tdng co ndng nhan thirchodc lam cham sy suy gidm cua bénh. Mot vai
thudc trc ché cholinesterase di dugc chimg to qua thir nghiém 1a duy tri duoc hodc 1am
kha quan hon nhiing hoat dong hang ngay khi bénh nhe hodc trung binh va c6 tac dung
c6 loi cho nhiing tri¢u chirng va lam tri hoan sy nhap vién dudng lao.

Bdn loai thude tacrine (Cognex), donepezil (Aricept), rivastigmine (Exelon), va
galantamine (Reminyl) da dugc Co Quan Quan Tri Thuc pham va Dugc pham (FDA)

cong nhén va c6 mat trén thi truong. Tac dung cua nhiing thudc nay 14 lam cham su tién
trién triéu ching ctia bénh AD, vi du nhu co nang nhan thirc s€ duoc kha quan hon hay
dugc quan binh va sy suy giam s€ cham lai trong mot thoi gian trude khi cac triéu chiing
tién trién thém.

Mot loai thudc méi hon thudc loai ddi khang thu thé NMDA c6 tén 13 memantine
(Namenda) da c6 mat trén thi truong My tir thang 10 ndm 2003, chi dinh dung tri sa sut
tri tu¢ tir trung binh t41 tram trong gy nén bdi bénh Alzheimer.

Ly do kinh té ciia diéu tri

Bénh AD 1a mot bénh tén tién nhiéu ding hang thtr ba sau bénh tim va bénh ung thu. Dé
6 thé ude luong dugc nhirng giam thiéu ton kém cua sy diéu tri, can phai c6 mot can ban
dé so sanh, nhu sy kéo dai ciia bénh, sy tién trién va nhiing chi phi. Nhiéu cudc nghién
ctru thir nghiém da xac dinh nhitng diém quan trong nhu u6c lugng thoi gian nhap vién
dudng 10 t&i khi ménh chung. Nhiing diéu udc doan manh nhat ctia sy nhap vién dudng
lao 1a d§ ndng cua con dién loan, thai d§ pha phach (disruptive behavior) va chung khong
kém dugc tiéu tién c6 anh huong nhidu dén su tiy thudce/trong cy vao ngudi sin soc st
khoe trong nhirng hoat dong hang ngay.

Thudc diéu tri bénh Alzheimer

Thudc 4p ché cholinesterase

Tacrine (Cognex, Park-Davis)

Tacrine 1a thubc ap ché cholinesterase dau tién duoc cong nhan dé chita bénh Alzheimer
(1993) va 1a thudc ma phan 16n cac cudc nghién ctru vé lgi ich kinh t€ cia vi¢c chira tri
duogc can cur trén. Khoang 5% t&i 10% bénh nhan dung li€u cao tacrine duoc huong loi

trong 6 thang hay hon nita. Tuy nhién c6 nhiéu bat lgi khi ding liéu cao.

Phan g phu dang ké nhat 1a doc tinh ddi véi gan (trong 2,000 bénh nhén, 49% c6 thi
nghiém transaminases cao va trong s6 do c6 25% c6 mirc dJ cao 3 lan hon mirc d¢ binh



thuong). Trong cudc nghién ctru kéo dai 30 tudn, chi c6 27% bénh nhan dung liéu cao
(180mg moi ngay) hoan tat cudc nghién ctru, s6 bénh nhan bé cudc do su tang
transaminases khong gay triéu chirng va nhitng khé chiu vé tiéu hoa.

Tacrine thuong c6 tuong tac thude véi theophylline va cimetidine vi no duoc chuyén hoa
bang diéu to P 450. Khi dung tacrine phai uong ngay 4 lan it nhat mot gio trudce khi an vi
thire an lam gidm hoat tinh tir 30% t61 40%.

Liéu binh thuong 10 mg ngay bdn lan, c6 thé ting liéu dan dan cir bdn tuan cho dén khi
dat muc ti da 12 40 mg ngay 4 1an. Khi ung thudc nay can phai theo dbi chic niang cua
gan. Néu ALT/SGPT cao bang hay hon gép ba lan théng s6 chi dinh binh thuong thi phai
ngung thudc. Néu bénh vang da phat hién hay v6i bénh nhan c6 bilirubin > 3 mg/dL thi
bénh nhan khong thé dung thudc nay.

Donepezil (Aricept, Elsa/Pfizer)

Donezepilla thude 4p ché cholinesterase thtr 2 dugc cong nhan dé chira tri bénh
Alzheimer tai Hoa Ky (1996). N6 ¢6 mét s6 1oi ich trén phuong dién 1y thuyét va thuc
hanh hon tacrine. Thoi gian ban thai ctia donezepil dai tir 70 t6i 80 gid nén thudc ndy c6
loi diém chi can ding mét liéu mdi ngay, ngoai ra nd o it phan tng phy. Khac hon
tacrine, n6 khong c6 doc tinh vdi gan va khong doi hoi thir nghiém gan. Hon nita nhiing
tuong tac dang ké véi thude khac it xay ra. Tuy nhién né co thé ¢ twong tac v6i nhitng
thudc xir dung c6 cing mot 16i chuyén héa nhu phenytoin, carbamazepine,
dexamethasone, rifampin va phenobarbital, ketoconazole va quinidine da dugc ching
minh 1 ngin chan sy chuyén hoa ctia donepezil trong phong thi nghiém. Donepezil
khong c6 tuong tac thude voi theophylline, cimetidine, warfarin va digoxin. N6 c6 thé
1am cham nhip tim, ddc biét ddi v6i nhitng bénh nhan c6 nhitng x4o tron vé sy truyén din
trong tim. Doi khi bénh nhan c6 thé ngit xiu khi ding thudc nay.

Liéu binh thudng ban dau 13 5 mg ngdy mot 1an, ¢ thé ting 1én 10mg sau 4 dén 6 tuan 18.
Nén tranh gia tang liéu mot cach mau chong vi s€ lam tang phan tng phu gom c¢6 budn
nén, 6i mira, mat nga, mét moi, chong mat, an mat ngon, v.v... Ngung thudc bat than
khong gy nén phan (mg ngoai ¥ mudn nhung két qua giam dan di trong 6 tuan.

Rivastigmine (Exelon, Norvatis)
Thubc Exelon c6 mat trén thi truong tir thang 4 nam 2000 (4/21/2000).

Rivastigmine khong nhitng 4p ché acetyl cholinesterase (AChE) ma con ap ché butyryl
cholinesterase (BuChE). Co ché chua rd rét, c6 thi nghiém cho biét hoat dong cua AChE
giam bot trong mdt vai vung ¢ nao va hoat dong ctia BuChE gia tang & nhirng vung do.
Su gia ting ctia BuChE cao hon ¢ nhing viing ctia nio lién quan dén tim hiéu, tri nhd,
tap tinh (behavior), va phan ung xtc cam.

Liéu binh thudng cta rivastigmine lic ban dau 1a 1.5 mg ngay hai 1an, sau d6 liéu c6 thé
tang dan moi hai tuan dén muc toi da 1a 12 mg mot ngay.



Nhimng phan tmg phu thong thuong nhét ciia thude theo dit kién thau thap dugc trén 3,000
bénh nhan. Trong giai doan duy tri dung liéu caorivastigmine (6-12mg) phan tng phu 13
budn nén (20%), 6i mira (16%), chong mit (14%). Rivastigmine co6 tac dung kéo dai
(khoang 10 gio) nhung thoi gian ban thai trong huyét thanh ngan (46 2 gio).

Liéu cong hi¢u nhat la ngay 2 lan (tur 6 01 12 mg). Mot diéu quan trong da dugc néu lén:
nhitng ngudi 16n tudi ddi khi can giai phiu khan cap va sy trc ché lau dai
acetylcholinesterase (nhu dbi voi donepezil) co thé gay tro ngai khi dung phau thuat cip
ctru. Tuy nhién co ché cia rivastigmine c6 thé dao nguoc lai duogc va ngung thude s&
gitip phuc héi co nang AchE trong vong 24 gi¢. Khong c6 su tuong tac gilta cac thir
thudc ma ngudi 16n tudi hay dung: thudc tri 61 mura, thudc khang acid, thudc khang beta,
thudc ngin chan calcium, thude tri bénh tiéu duong, thuoc tri cao huyét ap, thudc tro tim,
thude tri con dau tim, thudc khang viém, kich thich té ni¥, thudc tri dau nhirc va thude
khang histamine.

Khéc véi tacrine va donepezil, rivastigmine khong bi chuyén hoa boi diéu t cytochrome
P 450; vi vay nhimg tac dung twong tac 1am sang dang ké khong xay ra. N6 khong c6 doc
tinh vi gan va khong doi hoi phai theo ddi phan Gmg gan vira ton kém vira bat tién nhu
dbi véi tacrine.

Galantamine (Reminyl, Janssen)

Thudc dugc FDA cong nhan ngay 28 February 2001. Co ché tac dung ciing khong duoc
biét 5. Galantamine mot san phém cua cu daffodil, Narcissus pseudonarcissus, 1a mot
alkaloid hang ba, dugc coi nhu ¢6 tic dung tranh dua va ap ché dao ngugc dugc
acetylcholinesterase, va tir d6 gia tang chirc ndng choline.

Galantamine cting c6 nhiing phan tmg phu thong thuong nhu nén mira, tiéu chay, chan
an, sit can, mét moi, chong mit, nhirc dau, mat ngi hay bi trim cam.

Liéu binh thuong 1a 4 mg ngay hai 1an udng luc in sang va blta an chiéu, liéu c6 thé tang
dan 1én ctr bon tuan dén muc t6i da 1a 12 mg ngay hai 1an. Nén tranh dung thude nay néu
bénh nhén bi suy than nang (CrCl < 9mL/min) hay suy gan néng. Phai can than néu bénh
nhan bj suyén hay bénh tic nghet dudng phdi kinh nién (COPD).

Memantine (Namenda, Forest)

Namenda (memantine) 1 thudc méi nhit gop mit trén thi truong My tir thang 10 nam
2003. Pay 1a thude duy nhét thudc loai chéng thu thé N-methyl-D-aspartate (NMDA)
ding dé diéu tri bénh Alzheimer. Co ché gia dinh rang su kich thich quéa d6 thy thé
NMDA boi hoat dong bat binh thudng cua glutamate c6 thé giit mot vai trd quan trong
trong bénh Alzheimer. Namenda ciing duoc gia dinh 1a gitp hoat tinh ciia thy thé NMDA
can thiét cho hoc hoi va tri thirc. Namenda khéng c6 ching c6 14 1am giam duoc sy thoai
héa than kinh cua bénh Alzheimer.



Liéu ban du 14 5 mg mot ngay, va co thé ting dan dan Ién 5 mg ngay hai lan it nhét 1a
dung thudc sau mot tuan, va sau d6 c6 thé tang 1én dén tbi da 13 10 mg ngay hai lan.
Thubc ¢6 thé udng luc d6i hay no bung. Vi bénh nhéan bi suy than trung binh, lidu nén
giam. Vo1 nhimg bénh nhan bi suy than nang, thudc chua duoc thir nghiém nén khong
nén cho dung. Phan tmg phu gom chong mit, 1am 13n, nhirc dau, tio bon, ho, lam ting
huyét ap, dau nhtrc, 61 mira, budn ngii va ao giac.

Cap nhat: June 12, 2004.
2- Bénh Suy Tim Tam Truwong (Diastolic Heart Failure)
Tim Hiéu Bénh Suy Tim Tam Truong

Suy Tim Tam Truong 1a triéu chimg suy tim & bénh nhan c6 chirc ning tam thét trai bao
tri (preserved). N6 biéu hiéu boi voi tam thit trai cimg nhéc dap tmg kém va suy giam
thu gidn, va tir 46 gdy nén ting ap luc trong cudi thoi ky tAm truong. Triéu ching, dinh
bénh, va tri li€u véi nhitng thube thudc cac loai khac nhau dugc mang 1én trong bai viét
nay.

Suy Tim c6 anh huong dén c& 4.8 triéu nguoi trong nu6c My voi chung 500,000 truong
hop mdi kham pha ra hang nam (1). Day la bénh can nhap vién cao nhat cho bénh nhan
16n hon 65 tudi. Mic du viéc diéu tri da tién bo rat nhiéu, ty 1é tir vong van rat cao, ¢
30% dén 40% v&i bénh nhan bi bénh nang va 5-10% bénh nhan bi nhe co thé chét trong
vong tir 5 dén 10 nam (2).

Nguyén do

Bénh suy tim c6 nhiéu nguyén do khac nhau nhu do su co bop cia tim (suy tim tim
thu/systolic heart failure), hay can thi¢p vao kha nang gian n¢ cta thoi ky tam truong
(suy tim thoi ky tdm truong/diastolic heart failure). Nhitng tudng trinh thu thap qua nha
thuong va trong cong dong cho thiy tir 1/4 dén 1/2 trong nhimng truong hop mac bénh
tim, bénh nhan van c6 chtrc nang tim that trai binh thuong khi tim co bop (normal left
ventricular systolic function) (3). Suy tim tim truong véi triéu chimg suy yéu chirc ning
tam that trai din dén gia ting ap luc trong giai doan cudi cua tm truong.

Sinh Ly Bénh (Pathophysiology)

Tam thu va tdm truong 1a hai chirc nang chinh cuia tim.

Tam truong 1a thoi gian tim trd lai giai doan thu gian, va cting 1a thoi gian cho tim truyen
dich (perfusion). Trong thoi ky tdm truong, sy thay dbi ap luc-thé tich tim xay ra. Tién
trién thu gidn gdbm bon giai doan (phases) nhan dinh nhu sau:

Thu gidn dang/ddng thé tich (isovolumetric relaxation) tir khi van dong mach chi (aortic

valve) dong lai d&én lic van hai 14 (mitral valve) mé ra. Mau d6 som vao tim khi van hai
14 mitral m¢& (early rapid filling).



Diastasis: (thdi cudi chu ky tim) thoi ky mau d6 cham vao tam that thoi diém gitra luc
tam truong (mid-diastole). Mau do tré vao tam that tir co bop tam nhi (late filling of the
ventricles from atrial contraction).

Vi bénh nhan bi suy tim do tdm truong bi¢t cach (isolated diastolic heart failure), tim
van co thé dap tng dugc doi hoi cta bién dudng cia co thé nhung véi mot ap suat tim
truong cao hon. TAm that trai clng nhac it dap ing va kém dan hoi. Su truyen dan 4 ap luc
cao hon & tAm that trai vao giai doan cudi ctia tim truong trong tim that ¢ thé dan dén tu
huyét trong phdi (pulmonary congestion), kho thd, va nhiing triéu chimg khac cia suy
tim. (4)

Tim hiéu Iy do giy suy tim tim trwong

Suy tim tdm truong la mét tién trinh phirc tap anh huong boi mot 50 yéu td gdbm cao
huyét ap, do thiéu mau cuc b (ischemia), nhip tim dap, vén téc cua thu gidn (velocity of
relaxation), sy dap Umg cua tim (thi dy nhu dan hdi va cting nhéc cua co tim), tim treong
16n, su phdi hop cia mé thanh co tim.

Cao huyét ap

Cao huyét ap kinh nién 1a mot 1y do thuong thdy nhat trong bénh bét binh thuong chirc
ning va suy tim tam truong. Tinh trang ndy dan dén phi tim that trai va ting sb luong mo
lién két. Ca hai diéu kién nay gy nén chirc nang co tim suy giam (5). Phi tim that c6 mot
lién hé sau hon trong ap suit-thé tich tim truong va sy gia tang thé tich o cudi thoi ky
tam thit trai thu gidn di nho ciing c6 thé 1am ting ap suét vao thoi ky cudi cua giai doan
tam truong.

Thi€u mau cuc b (ischemia)

Thu gidn tAm that lién hé dén hoat tinh chuyén ché ion calcium vao trong ludi co tuong
(sarcoplasmic reticulum), cho phép phén ly (dissociation) cau chuyén myosm actin.
Thiéu dudng khi 1am ngan can phan ly do bién doi su quan binh ty 1¢ gitra adenosine-
triphosphate va adenosine diphosphate. Su kién nay c6 thé gop phan vao viéc lam chirc
ning ctia tim that tré nén bat binh thudng (6).

Nhip tim dap

Nhip tim cho biét thoi gian can thiét cho méau tran vao tdm that, ludng mau mach vanh, va
thu gidn tdm that. Tim d4p nhanh c6 anh hudng dén chic ning tAm that boi nhiéu co

ché nhu 1am giam lwong méu tran vao tam that, lam giam thoi gian ludng mau di chuyén,
lam tang luong oxygen tiéu thy, va gdy nén tam that khong thu gidn hoan toan boi vi
thanh tim cmg nhic khong ting vén toc thu gidn khi nhip tim tang nhanh. Bénh nhén bi
suy tim do tAm that thudong khong chiu dung ndi tim dép nhanh hay thé thao.

Rung tam nhi nhanh (atrial fibrillation)



Bénh nhan bi suy tim tdm truong c6 nhiéu nguy co bi rung tdm nhi (7). Khi tdm that cimg
dan, 4p sut trong giai doan cubi thoi ky thu gidn tim that tré nén cao hon, tim nhi bi ap
ché va gy nén tinh trang rung tim nhi. Sy co rat tim nhi lam triéu ching suy tim trd nén
t¢ hai hon béi vi bénh nhan kém chirc ning tam that thuong phai tiy thudc vao tim

nhi d6 mau vao day tAm thit trai. Rung tim nhi nhanh ciing c6 thé lam triéu chimg thém
té hai néu nhip tam that khong kiém soat dugc.

Mau tai lwong tam thit (ventricular load)

Vao luc cudi cia tdm thu binh thuong, mot sé mau nho con luu lai trong tdm that trai.
Néu thé tich mau luu lai nay tang Ién, n6 s€ anh huong dén su dan hoi doi tr¢ lai (recoil)
binh thuong cua tim, thu gidn cua tim, va phat trién dan dan mot 4p sudt am giita tAm that
va tam nhi. Két qua 13 mau tran vao tim that luc ban dau bi suy giam.

Tudi (aging)

Nguoi 16n tudi thuong hay bi bat binh thuong thu gidn tim that (tAm truong) mot phan do
tang 16p tao keo (collagen), ting lugng co tim, mat bot sy dan hdi cua co soi. Nhitng diéu
kién nay 1am cho ngudi c6 chiic nang tim truong bat thudng dé bi anh hudng véi cao
huyét ap, tim dap nhanh, va rung tim nhi nhanh (8).

Chan dinh bénh

Nhitng ddu hiéu va triéu chimg ctia co thé trong bénh suy tim thi khong chuyén biét cho
suy tim tdm thu hay tam truong thi du nhu kho thé, khong chiu dugc khi thé thao, mét
moi, yéu va thuong 1a nhimg triéu ching co thé do tir nhiéu diéu kién khac nhau gay nén
nhu bénh huyét ap, bénh dudng phoi, thiéu méau, tim dap nhanh, nhuoc tuyén giap, trim
cam (depression), tiéu duong va map phi.

Vi nhiing ly do d6 ma sy phan biét suy tim khi tdm thu (systolic heart failure) voi tam
trurong rat kho. Suy tim khi tdm thu duge dinh nghia nhu khi phan so tong xuat tam that
trai (ejection fraction) thap hon 45%; suy tim tAm truong c6 phan s6 tong xuét 16n hon
45%, nhung tiéu chuan tim bénh van chua rd rét (9,10).

Can ban chan dinh tién khoi 1a xac dinh chtrc nang tim theo bang sap loai suy tim ctia Hoi
Tim New York, dém mau toan phan, luong glucose va nhimg chat dién ly trong mau,
chirc ning than, gan, tuyén giap, thir nudc tiéu, dién dd tim 12 lead, phim quang tuyén
nguc. Sau d6 s& giri bénh nhan dén chuyén mén dé chup vang siéu am tim
(echocardiography).

Hai phuong phap chan dinh va xac dinh bénh thong dung nhat 1a dit dng do vao tim hay
thong tim (cardiac catherization) va do vang siéu am tim (echocardiography).

Phuwong phap do vang siéu am tim (Doppler echocardiography)



Vang siéu am 1a phuong phép khong xam nhép dugc ding dé do chiic ning tim truong
va xac dinh Iai cho ding la suy tim khi tam truong ma khong phai la suy tam khi tam thu
V61 phan s6 tong suat (EF) thap (11). Vang siéu 4m tim dugc coi nhu tiéu chuan vang dé
tim thiéu hut dan hdi va méu trao vao tim. N6 cho truc tiép do luong ap suit tim truong.

Vang siéu 4m tim dung dé danh gia dic tinh cua luong mau qua van hai 14 (mitral valve)
vao tam thét khi tdm truong. Cao diém cua van toc ludng mau trong giai doan nh01 mau
vao tAm that som (Early wave) va tdm thu (Atrial wave) duoc do luong, va ty s6 duoc
tinh toan. Trong diéu kién va co the binh thudng, van toc ddy mau lic dau E wave (Early)
thi 16n hon A wave (Atrial) va ty s6 E cho A 1a 1.5. Trong giai doan moi bi suy giam
chire néng tam truong vi tim khong con dan hoéi nhu binh thudng nén ty s6 nay giam
xubng duéi 1.0 (<1). Khi chirc ning tdm truong cang luc cang t¢ hon, va ap sut trong
tam that trai trong thoi ky tdm truong tang lén, lugng mau day vao tam that trai tién hanh
trong thoi ky sém, bai vi ap sut trong tdm that trai vao cudi thoi ky tam truong qua cao
nén tim thu co bop dong gop it hon dén tam that trai. Té1 luc nay thi ty s E wave cho A
wave thuong 16n hon 2.0. Vang siéu 4m tim cung cap nhing thong tin vé co thé, chic
nang tim, kich thudc phong tim, phi truéng, chirc nang van, thanh tim bt binh thudng, va
ap suat trong phong tim.

Ngoai ra, mot thr nghiém mau tim murc loai B natriuretic peptide (BNP) 16n hon binh
thuong (> 100 pg/mL) cho biét bénh nhan bi suy tim nhung khong cho bi€t suy tim tdm
thu hay tam truong (12).

Dieu tri

Hién tai van chua ¢ bién phap diéu tri bénh suy tim do tdm truong mot cach déng nhét
hay r0 rét nhu tri liéu suy tim do tdm thu. Nhiing dé nghi chira tri hién nay can ctr vao
chimg c¢é bénh nhu sinh bénh 1y, nhitng diéu kién phu thugc nhu bénh tim ting huyét ap,
bénh dong mach vanh, va bang huéng dan dua trén nhiing dit kién c6 ching cé do
American College of Cardiology/American Heart Association (ACC/AHA) dua ra. (13)

Nhiing can thiép dau tién 1 nhimg bién phap khong dung thude (nonpharmacologic
interventions):

Thay d6i 16i séng, han ché an min, giam can & nguoi map béo, ngung hit thude, giam
ruou, sinh hoat thé thao, nghi ngoi.

Dugec 1y hoc tri liéu
Dugc ly hoc tri liéu nham vao viéc 1am binh thudng héa huyét ap, 1am giam bét phi dai
tam that trai, ngan ngira tim dap nhanh, tri nhitng triéu chimg tu huyét, va duy tri co bop

tam nhi.

Béc si cho dung mot thudc 1oi tiéu va thude gian mach la 16i tri liéu thong thuong can
thiét dé giam tu huyét trong phoi (pulmonary congestion) (14).



Thuéc lyi tiéu

Khi bénh nhan than phién kho thé véi thé thao nhe, hay thic gidc gitra dém khuya vi kho
tho, hay phai nga cao dau 1én thuong 12 triéu chimg bénh nhan bj c6 qua tai nudc trong
ph01 Loop diuretic va thiazide diuretic la loai thuong dung, tuy nhién can than trong vi
néu loai nhiéu nudc tiéu qua thi c6 thé lam giam tién ganh (preload) va cung luong tim
(stroke volume).

Thuéc lam gidam nhip tim

Nhip tim nhanh s& 1am lwong mau tran vao tam that trai giam. Thudc thudc nhém ngin
can beta (beta blockers) v6i kha ning lam giam nhip tim, va nhu thé tang dugc lugng
mau vao tAm that, giam luong oxygen tiéu thy, giam huyét ap, va 1am giam truong phi
tAm thét trai.

Thuéc lam thw gian tam thét trdi

Thudc ap ché men chuyén angiotensin (angiotensin-converting enzyme /ACE inhibitors)
c6 nhiéu cong hidu trong viéc lam giam phi tim that trai, giam huyét ap, tuy nhién sd
nghién ctru thtr nghiém viéc dung ACE I cho bénh nhan bi suy tim tam truong bén trai
con rat it.

Nghién ciru "Perindopril cho nguoi 1om tudi véi bénh suy tim kinh nién" 1a nghién ctru
dang tiép dién 16n nhat dé tim hiéu loi ich cua perindopril, mot ACE I v6i bénh nhan suy
tim tam truong (15). Mot thir nghiém 16n khéac “Irbesartan in Heart Failure with
preserved systolic dysfunction” hién nay dang nghién ctru viéc dung ARBs cho bénh
nhan bi suy tim tdm truong.

Mot nhanh ctia mot nghién ctru thir nghiém khac dang tim hiéu vé thudc Candesartan
trong mirc tir vong va ty 1¢ bénh suy tim ¢ nhitng bénh nhan bi suy tim c6 chucu nang
tam thu bao tri (16).

Thuéc ngan chian kénh Calcium (calcium channel blockers)

Thudc thudc nhém nay co thé c6 loi ich khi cho ding, béi vi thude thudc nhom nay lam
giam huyét ap, giam luong oxygen ti€u thy, va lam né dong mach vanh. Tuy nhién dir
kién cua nhimg két qua nghién clru van chua cho biét chi tiét lién quan dén ty 1 bénh va
tir vong. Thudc ndy nén ding can than véi bénh nhén bi ca suy giam chic nang tam thu
va tam truong. Thube ¢o tac dung 1au dai thudc nhom dihydropiridine duoc biét 14 an
toan cho dung véi bénh nhan bi suy tim do tdm thu (systolic heart failure), nhung loai
nondihydropyridine thi khong nén dung.

Piéu tri chirc ning bat thwong trong thoi ky tim trwong hay tim thu



Sau khi da c¢6 chung cé bénh qua bénh str, khdm bénh, va nhf‘rng thir ng}}iém chan dinh
phan biét suy tim khi tam truong hay suy tim khi tam thu. Di€u tri co thé dung theo bang
hudéng dan sau day.

Vé6i chire ning bat binh thwong khi tAm trwong (diastolic dysfunction)

Tri liéu nhitng 1y do tiém 4n nhu bénh dong mach vanh tim, bénh cao huyét ap, tiéu
duong v.v....) véi beta blockers, calcium channel blockers, ACE inhibitors, va véi thuoc
loi ti€u néu can thiét.

Vé6i chirc ning bat binh thwong khi tAm thu (systolic dysfunction)

1.Thudc loi tiéu (diuretic) danh cho bénh nhdn bi nudc qua tai trong co thé.

2.Digoxin: dung trong bénh nhan c6 tri¢u chiing suy tim.

3.Thudc digoxin cho dung chung v6i spironolactone cho bénh nhan bi suy tim class 111
hay IV ctia bang sap loai NYHA.

4.Beta blockers dung cho bénh nhan suy tim class II hay III theo NYHA.

5.Ace inhibitors, va néu bénh nhan khong chiu dugc thude thudc nhom nay vi bi phan
{mg phu ctia thudc 1a ho, thi chuyén sang ding angiotensin II receptor blockers. Néu bénh
nhan ngoai suy tim con bi suy than nang va bi sung phu mach (angioedema) vi phan trng
phu ctia ACE inhibitors thi cho bénh nhan dung hydralazine va nitrate.

Néu tt ca nhirng loai thude trén (1,2, 3,4, 5) khong c6 hiéu qua thi bénh nhan nén dugc
cho dung thém Dobutamine IV, hay Primacor (milrinone) IV, hay Natrecor IV, va thuoc
loi tiéu IV.

Két luin

Chan doan bénh suy tim tim truong rat kho duge dich xac. Noi chung khi 4p sut mang
mau vao tAm that trai ting & mot bénh nhan c6 khdi luong va co bop tam that trai binh
thudng, va phén sb tong xuat (EF) tdm that trai binh thuong, va khong c6 hién dién cua
bénh van bét binh thuong trén biéu db va hinh siéu am thi c6 thé két luan 1a bénh nhén bi
suy tim trong thoi ky tdm truong.

Bénh nhan dugc cho chira tri b?mg nhiéu loai thudc khac nhau du tuong trinh thir nghiém
chua c6 két qua xac dinh 10 rét, véi ly do bénh nhan thuong mang nhitng bénh khac cung
mdt luc nhu rung tam nhi nhanh, cao huyét ap, tiéu duong, va dong mach vanh.

22 June 2004

3- B-type Natriuretic Peptide



Néi Tiét To6 Than Kinh Natriuretic Peptide Loai B (BNP) Trong Bénh
Suy Tim

Tém Tit

Tai nhitng phong sin séc y té khan cip, khi c6 truong hop nguoi bénh than phién kho
thd, su chan dinh va xac nhan ding bénh thuong gap nhiéu kho khan vi sy phan biét gitra
kho thd do bénh duong phoi hay do bénh tim thuong cho nhiéu nghi ngd. Nhing nghién
ctru gan day cho thay do ludng mirc noi tiét td than kinh (neurohormone), dic biét nhat 1a
B-type natriuretic peptide, c6 thé mang lai nhiéu chinh xac hon cho chan dinh bénh.
Nhirng thtr nghiém [adm sang da ching té c6 moét su lién quan gitra myc BNP, bénh suy
tim kinh nién va ty 1& mic bénh cung tir vong véi bénh nay. Vi Iy do d6, sy do ludng muc
BNP d3 duge coi nhu mot chudn giip y si chan dinh ding va diéu tri bénh suy tim mot
cach nhanh chéng va hiru hiéu hon.

Suy Tim

Suy tim 1 1y do chinh gay tir vong va tan phé ciing phi ton diéu tri rat cao trén toan qudc
My @ Sé ngudi mic bénh suy tim vao ¢ 4.9 triéu, voi ¢& 550,000 trudng hop moi hang
nam va gan 1 triéu trudng hop xuét vién hang nam (mot gia ting 165% ké tir nim 1979).
Tai nha thuong, s6 tir vong va tai nhap vién rat cao @ . Trong mot ban cau hoi gui den
bénh nhan, két qua cho biét trong s6 17,000 bénh nhan song sot sau khi xuét vién, gan
nhu 50% lai tai nhap vién trong vong 6 thang.

Suy tim la mt sur quan binh phure tap gitra h¢ théng gidn nd va co bop mach. Sy ton
thuong ban dau mé co tim thuong do nhdi mau co tim (myocardial infarction), thiéu mau
cuc bd (ischemia), hay cao huyét ap, mic dau co thé c6 nhidu nguyén do khac .

Su bu trir trong co ché sinh hoat gom tac hoat h¢ théng renin-angiotensin-aldosterone
(RAAS), hé thong natriuretic peptide, hé thong than kinh giao cam (SNS), noi md
endothelin-1, va yéu t6 than kinh ndi tiét t6 (neurohormone); boi vy nhing yeu t6 lién
quan dén tim than, huyet dong luc hoc (hemodynamic), va than kinh noi tiét t6
(neurohormone) tat ca déu giir vai tro quan trong gy nén bénh suy tim.

Hoat ning ctia nhitng co ché bu trir ndy tién tdi viée tiép tuc ting sira mo hinh, gy tim
lam viéc qua do va dan dén bat binh thuong chirc nang tam that trai.

Nhitng co ché khac ctia co thé nhu natri-niéu (natriuresis), bai niéu (diuresis), va lam gidn
mach dé giai thoat ap ché trén tim nhung bi nhitng hé thong RAAS, SNS, endothelin-1
ché ngy, dan t6i co mach ngoai bién va bién d6i huyét dong luc hoc (hemodynamic). Két
qua la tim bi suy kiét voi nhiing triéu ching nhu kho tho, phu thing ngoai bién, tim dap
nhanh, va thé tich qua tai .

Bo1 vi trigu chimg suy tim khong chuyén bi€t, xac nhén tinh trang suy tim trong hoan
canh cap thoi co thé gip nhiéu khé khin. Hon nita, mic dau bénh nhan nhap vién vi suy



tim thuong kha hon sau khi diéu tri, nhung khong c6 cach thiét thuc nao dé dat gia tri tac
dung hi¢u nghiém lau dai cia nhiing tri liéu nay @,

Nhitng thir nghiém chtic ning tim c6 truyén thudng mat nhiéu thi gid va khé diéu hop véi
nhitng diéu kién thay ddi cia bénh nhan. Vi Iy do d6 hau hét bénh nhan duoc cho xuét
vién can cir trén tinh trang triéu chimg da giam bot, sy thuc hanh nay c6 thé dugc kha
quan hon khi diéu chinh céch tri liéu bang thudc, va dua dén cach chira tri tdi hau tot hon.

Thay d6i Ngi tiét t6 Than kinh trong Suy Tim

Suy tim la mot bién d6i phtrc tap cta ndi tiét t6 than kinh ©, Muc d6 nhiing chét noi tiét
t6 co mach nhu norepinephrine, renin, va endothelin-1 tim thiy cao hon binh thuong &
trong mau da dugc ching nghiém réng chung c6 mot gia tri dé chan dinh bénh suy tim.
Diéu nay d¢i mang dén mot dé nghi rang chat co mach gilr mét vai tro quan trong trong
diéu kién gay suy tim. Mot trong nhiing yeu t6 noi tiét t6 than kinh, chit natriuretic-
peptide loai B (BNP) mang mét vai trd diéu hoa chiic nang tim mach. Sy kham pha va
cong nhan rang BNP 13 mot ghi ddu dbi twong (objective marker) trong viéc chan bénh,
xéac dinh d6 nguy kich, va tién liéu cho bénh suy tim 13 mot phé rao dang ké.

Noi tiét t6 than kinh peptide, dwoc Henry va Pearce ” miéu ta 1an diu tién vao nim 1956
nhu 1a mdt sy dép ung cta gidn nd nhu trai bong trong tdm nhi trai cua mot con cho. Hai
muoi lam nam sau, de Bold ® va cong su vién da chich mo tdm nhi da ngém chét
hormone ndy vao chudt va nhan thdy c6 mot phan ting bai niéu sodium (natriuretic)
manh. Sau d6, vao nim 1984, Kangawa © va cong tac gia tim nhan dugc mét cu trac ca
a peptide natriuretic tam nhi (atrial natriuretic peptide, ANP). Vao nam 1988, nhom
Sudoh "? tach rdi duoc mot hop chat tir ndo heo gay phan tmg twong ty nhu ANP, va dat
tén brain natriuretic peptide-BNP. Mac du mang tén BNP, nhung sau d6 khoa hoc gia da
tim thay noi tdng hop chinh ciia chit nay khong phai tai ndo ma 13 tai mé tam that V.
Nam 1990, nhém Sudoh "® phan tich dwoc mot chat khac ciing trich ra dwoc tir trong ndo
heo, va dat tén 1a natriuretic peptide loai C (C-type natriuretic peptide, CNP). Chat CNP
thi thay hién dién nhiéu hon trong h¢ thong than kinh trung wong va trong mé mach nhiéu
hon 1a ¢ trong tim.

Ca ba loai natriuretic peptide ANP, BNP, va CNP déu c6 chung mét cau triic vong 17
amino-acid. ANP va BNP xuét xtr tir mé tim, CNP xudt x{r tir ndi mo. Dé phan tng véi
ap trang (stress) ctia thanh mé, tim tiét ra chat natriuretic peptide nhu BNP, chit nay lam
tang thu gidn mo tim, chéng lai sy co thit, gilr nudc, va hi¢u qua chéng loi tiéu gay nén
boi mat quan binh chét noi tiét td than kinh do hoat tinh cia hé théng RAAS, SNS,
endothelin-1, ciing nhimg yéu td neurohormone khac. Khong nhu ANP 1a chét dugc chira
O trong tam nhi va tam that 'V BNP duoc téng hop, du trir, va duoc tiét ra boi mo tim
that dé dap tng lai sy banh truong thé tich va ap luc qua tai '>. BNP duoc téng hop rat
nhanh ¢ mure gene va duoc chuyén tir preproBNP qua mot tién trinh dé chuyén sang
thanh BNP. Vi BNP tiét ra tir tim thét, n6 nhay cam vdi chic ning bat thudng ctia tim
that trai. BNP da duoc gia dinh 1a giit mot vai trd quan trong trong viéc dap Gmg qua tai
cua tAm thit hay thay déi thé tich cip tinh 9.



Nong d6 ctia BNP lién hé v6i ap suat ting cao cudi thoi ky ap suit tim nhi (elevated end-
diastolic pressure) '*, mot thoi ky song song voi kho tho trong chimg suy tim, cho thy
chit peptide nay 1a chat duy nhit cung cap chinh xéac tric dién noi tiét to than kinh trong
bénh suy tim (muc BNP tang cao khi bénh tim cang suy té hon). BNP ciing lién h¢ chat
ch@ v6i bang sip hang cta Hoi Tim New York (NYHA). C6 thé n6i BNP 1a mét chi s6
chan doan va tién lugng cho réi loan chirc ning cta tam that trai va suy tim.

B-Natriuretic Peptide va Tién Lugng

Mirc BNP 12 mot tién luong rat cao cho bién ¢ vé tim trong vong 6 thang. Trong mot
nghién ctru voi 325 bénh nhin nhap phong cAp ciru than phién kho thé, bénh nhan véi
mirc BNP > 480 pg/mL c6 tong hop 51% sb bénh nhan c6 thé chét vé bénh tim va bénh
khong thudc tim, nhap vién vi bénh tim, hay tré lai phong cap ctru trong vong 6 thang.
Trai la(il,sg:hi 6 2.5% bénh nhan v6i BNP < 230 pg/dL c6 thé gip nhitng diéu kién néu 1én
Otrén ' .

Mot nghién ctru v6i 452 bénh nhin ngoai chin voi phan sb tong xuat tam that trai
(ejection fraction) < 35% cho théy bénh nhéan bi bénh tim nhe dén trung binh class [ va Il
theo NYHA, mirc BNP tu n6 c6 thé tién luong dugc cai chét dot ngdt. Dung con s6 130
pg/dL dé phan biét bénh nhan véi ty sé chét dot ngdt, thi chi c6 1% (1 trong 110 bénh
nhan) v6i BNP < 130 pg/dL chét bat thinh linh, so véi 19% (43 trong con s 227 ngudi)
v6i bénh nhan c6 BNP > 130 pg/dL 9.

Tri liéu Huéng din véi Noi tiét t6 Than kinh (neurohormone)

BNP 1a chét ghi dau sinh hoc (biomarker) dau tién _chung to gia tri tién liéu dé theo doi
bénh nhén, quan tri bénh, chuan d¢ tri liéu, cung cap muc tiéu cho udc luong xudt vién,
tiéu chuan nhap vién, ciing uéc luong va giam thiéu bién cb tim cing tai nhap vién cho
bénh nhan bi bénh suy tim.

Mot ban tuong trinh cho biét bénh nhan cho tri liéu véi nesiritide (mot human BNP) da
lam cho nhiing diéu kién 1am sang, khé thd, mé¢t moi dugce kha hon, tuong tu nhu tri liéu
bang céc loai thude IV khac nhu dobutamin, milrinone, va nitroglycerin (D Khoéng gidng
nhu nhimg chat c¢é luc co co (inotropes) khac, hiéu nghiém huyét dong luc hoc cua
nesiritide khong lién hé dén ting gia nhu cau tiéu thu oxygen trong co tim. Nesiritide

cling khong anh hudng dén sy co bop co tim cho nén nesiritide khéng gay nén loan nhip
18)

Két Luén

Peptide ANP, BNP, va CNP voi chan dinh, tién luong, tri li€u, va kha nang ngan ngura
trong bénh suy tim da la mot pha rao (breakthrough) chinh trong nganh tim. Trong ba

peptide nay, BNP c6 gi4 tri tién lugng cao nhét. Thir nghiém do luong muc BNP trong
méu 12 mot phuong phap ré tién, nhanh chong va don gian c6 thé thyuc hién duoc trong
nhiéu dia diém y té 1am sang khac nhau; n6 gitp gi6i chtc y té cham séc bénh nhan bi



suy tim ¢ hiéu qua hon. Nhiing nghién ciru thir nghiém thém trong tuong lai c6 thé s&
gitp cong dung ciia BNP dugc biét rd hon nira.

Giang N.Trinh R.Ph, D.Ph.
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