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TRUNG TAM Y TE Q

1. Tranh sw dung nlfedlplne tac dung ngan ]
huyét ap khan cip?

Nifedipine tac dung ngin 1a thudc thuéc nhém chen kénh calci, ¢ tac dung
ha huyét 4p nhanh, manh va kho kiém soat. Trong truong hop ting huyét ap khan
cap, khuyén cao KHONG dung nifedipine tac dung ngan do ha huyét ap nhanh
khong chimg minh duogc loi ich ma lam tang nguy co thiéu méau cuc bd tai co tim,
than va nao.

Tir nhimg nam 90, trén thé gidi da co nhiing bao cao ca nhdi mau co tim lién
quan nifedipine tac dung ngan:

Mot bénh nhén 62 tudi, tién sir THA 10 nam vao vién do dau dau, huyét dp khi vao
vién 230/130mmHg. Bénh nhdn bé thuoc diéu tri THA 5 ngdy trude vdo vién. Sau
khi diung nifedipine 10mg nho dudi ludi, huyet dp tam thu giam xuong 8O0mmHg.
Bénh nhdn xudt hiét dau thdt ¢ vung mii ve, tim nhanh, va mo hoi, buon nén. Pién
tam do: hinh anh nhoz mdu co tim cap. Men tim tang.

MGt bénh nhdn 52 tuéi, tién sir THA 12 nim, huyét dp do dwoc: 180/120mmHg trong
mét lan kham dinh ky. Thudce diéu tri huyét dp dwoc ngung truoc do 2 thang. Sau
khi dung nifedipine 10mg nho dwdi lwdi, trong 5 phut, huyét dp tam thu ha xuong
85mmHg. Bénh nhdn xuat hién dau ngue, v mé hoi, tim nhanh. Pién tam do: hinh
danh nhoi mdu co tim cdp. Men tim tang.

Nhiéu nghién ctru sau d6 cho thay: Str dung nifedipine tac dung ngan diéu tri
THA tang nguy co nhoi mau co tim va dgt quy trén bénh nhan

D,O I trgng nghien Thu.(:c . Két qua/Tac dung bat loi
cuiu nghién ciru

5mg — Hinh anh thiéu m4u co tim trén dién
93 bénh nhan THA Nifedipine tam do: 7,55% ,
>65 tuoi, khong bénh (Nho dudi — Bi€u hién dau nguc twong tu dau that
mach vanh lud1) nguc: 2,2%
13 bénh nhan THA 10mg — Giam toc d6 dong chay mach néo:
cap tinh nifedipine 7,2%

.
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(Nho dudi
ludi)
R R 10mg . 2. gen in A
30 bénh nhan THA ifedini — Pau nguc va thay doi dién tam do:
cap tinh nitedipine 6,7%
(Udng) ’
Nifedipine Nguy co tir vong khi sir dung nifedipin

Bénh nhan THA > tac dung ngan cao hon 1,7 1an so voi sir

tac dung ngin

71 tudi dung chen beta (RR=1,7, 95%Cl=1,1-
2,7)
Hdi ctru trén bénh nhan dot quy, ngudi
16.069 bénh nhan dot  Nifedipine c6 dung Nifedipine tdc dung nhanh
quy (Tudi trung binh: tac dung ngan trong vong 7 ngay trudc dé ¢6 nguy co
68) cao hon 2,5 1an so v6i nguoi khong

dang. (OR 2.56; 95% Cl 1.96-3.37)

JNC 6 (1997) nhan manh, nifedipine tac dung nhanh rat khé kiém soat toc do
va mirc d6 ha huyét ap, ting nguy co thiéu mau cuc bd co quan, do d6 sir dung
thuwong quy trong THA khén cép la khong hep ly. INC 7 va 8 khong con dé cép
t6i vai trd cua Nifedipine tic dung nhanh trong ca ting huyét 4p khan cap va ting
huyét 4p man tinh.

Mot s6 thude duge khuyén cdo trong trudng hop ting huyét ap khan cép:

- Khi céan tac ‘dung ha ap nhanh chong trong vai gio: Su dung thudc ha
ap dudng uong (captopril, furosemid)

- Khi can ha huyét 4p trong vai ngay: Bit dau 1 thudc ha ap dudng uong,
hoic tai str dung thubc bénh nhan dang dung, hodc phdi hop thém thudc
ha ap khac.

Trong truong hop ting huyét ap cap ctru (c6 ton thuong co quan dich), khuyén co
sir dung thudc ha ap truyén tinh mach nhu nicardipin, nitroglycerin.

Tai liéu tham khao:

1. Advance patients safety (Vol. 3), Reducing the Use of Short-acting
Nifedipine by Hypertensives Using a Pharmaceutical Database

2. Jame J, Nifedipine — associated myocardial ischemia or infarction in the
treatment of hypertensive urgencies.

3. JNC 6 Guideline — The Sixth Report of the Joint National Committee on
Prevention, Detection, Evaluation, and Treatment of High Blood
Pressure

4. Journal of human hypertention (2008), The dangers of immediate-
release nifedipine in the emergency treatment of hypertension



2. Luwa chon giira cac statin?

Co ché va tac dung ?
Céc statin dugc ké toa rong rai dé diéu tri chimg rdi loan lipid mau. Nhimng

thudc nay 1a cac chat trc ché hydroxymethylglutaryl-coenzyme A reductase (HMG-

CoA reductase), 13 enzym can thiét dé chuyen d6i HMG-CoA thanh mevalonate

trong qua trinh tong hop cholesterol & gan. Piéu nay dan dén ting hoat dong cta thu

thé lipoprotein ti trong thap (LDL) trén bé mit té bao gan lam tang hap thu LDL tir

mau va lam giam néng d6 LDL mau. Céc statin cling 1am giam triglyceride va ting

nhe lipoprotein ti trong cao (HDL).

Statin chi dinh trong nhirng trwomg hop nao ?

Theo ACC/AHA 2013 Cholesterol Guidelines, liéu phdp statin co 4 chi dinh:

Chi dinh Mikc do liéu phap

Bénh nhan bi ASCVD (d6t quy, bénh mach ngoai vi, nhoi
mau co tim hodc tién hanh thu thuat tai phan phoi mau (dat | Cao
stent, bac cau..).

LDL > 190 mg/dl Cao

BN 40-75 tuoi bi dai thao dwongvaLDL 70-189

mg/dl nhung khong bi ASCVD Trung binh

BN 40-75 tudi kém LDL 70-189 mg/dl khong bi ASCVD ’
hodc dai thao duong nhung nguy co bi ASCVD trong 10 | Trung binh dén cao
nam > 7.5%

Co nhirng loai statin nao ?

C¢ 7 statin da duogc phé duyét, viét tit cua cac chir cai dau tién thanh tir RASLEPrPi:
Rosuvastatin, Atorvastatin, Simvastatin, Lovastatin, Fluvastatin , Pravastatin,
Pitavastatin.

So sanh hiéu qua trén cac thong so lipid giira cac statin ?

Tac dung 1am giam LDL cta rosuvastatin va atorvastain 13 manh nhat. Su khéac
biét trong tac dung lam tang HDL hoac lam giam triglyceride ctia cac statin it r
rang hon (Bang 1).

Tang gip doi lidu dung statin chi lam giam thém khoang 5% cholesterol toan phan -
va 7% LDL, do do can d6i sang statin manh hon trong trudng hop khong dap tmg -
dicu tri.

Bang 1: Hiéu luc giam cdc thong sé lipid gitta cdc statin
Liéu thip % giam % tang

Thuoe nhét LDL-C HDL-C

% giam TG

———



Rosuvastatin 10 46 8 20
Atorvastatin 10 37 6 20
Simvastatin 10 28 5 12
Lovastatin 20 29 7 12
Fluvastatin 20 17 7 1 5 -
Pravastatin 10 20 3 8

Dua theo loai statin va liéu luong ma hi¢u luc giam LDL-C la cao, vira hay thap

(Bang 2)

Bdng 2. Ba mite dé liéu phdp giam LDL-C (cao, trung binh, thdp)
Thuéc/Liéu (mg) 5 10 20 40 80
Rosuvastatin
Atorvastatin

Simvastatin

Lovastatin

Fluvastatin
Pravastatin
Pivastatin

Quy woec mau:

Miu Mi#c d6 liéu phap giam LDL-C

Cao: giam = 50% LDL-C

Vira: giam 30-50% LDL-C

Thép: giam < 30% LDL-C

TAt ca céc statin ¢6 cung mdt co ché tac dung nhung ching co cAu trac hod hoc, duoc
dong hoc, hi€u luc, chi phi va cac chi dinh dugc phé duyét khac nhau. Bang 3 tom
tat mgt s6 diém phan bi¢t quan trong.

Sw khac nhau vé Duwoc dong hoc ? §
Hap thu

Dung chung véi thire dn 1am ting hap thu cta lovastatin va lam giam hap thu cta
atorvastatin, fluvastatin va pravastatin. Simvastatin va rosuvastatin khong bi anh
huong bai thic an. Trong to hudng din st dung thude cia lovastatin ghi 13 ubng
cung véi thirc dn, con cdc statin khac thi ghi 1a uéng cing hoic khong cung voi thic

an.



Phiin bé
Atorvastatin, lovastatin, va simvastatin than dau, trong khi pravastatin, rosuvastatin,
va fluvastatin than nuéc. Céc statin than dau vuot qua duoc hang rao mau-ndo nén
c6 thé gly ra cac triéu chimg trén hé than kinh trung wong nhu mat nga, mic du rat
hiém gdp. Cac statin than nude c6 tinh chon loc & gan cao hon va it anh hudng dén
su phat trién cta co tron.

Céc statin déu lién két manh véi protein huyét twong (ngoai trir pravastatin chi gan
v&i protein huyét tuong khoang 50%) nén dé tranh chap vi cac thudce lién két manh
v61 albumin khac, vi du nhu warfarin.

Chuyén héa
Lovastatin va simvastatin 13 tién thudc va phai duoc thiy phan tao thanh acid
hydroxy c6 hoat tinh; trong khi céc statin khac dugc sir dung dudi dang axit hydroxy
cO hoat tinh.

Céc statin déu bi chuyén hoa pha 1 qua gan, ngoai trir pravastatin. Atorvastatin,
lovastatin, va simvastatin duoc chuyén hoa qua h¢ CYP 3A4, trong khi rosuvastatin
va fluvastatin duoc chuyén héa béi CYP 2C9. Tuy nhién, rosuvastatin chuyén hoa
rat it qua CYP2C9. C6 thé c6 cac tuong tac thudc véi cac chat tc ché CYP 3A4
(thuéc chéng nim azol nhu fluconazole, cac macrolid, thudc chen kénh calci,
cyclosporin, cimetidin, va nudc budi); chat tc ché CYP 2C9 (omeprazol, ritonavir,
thudc chéng nam azol); va chat cam ung ca CYP 3A4 va CYP 2C9, nhu
phenobarbital, rifampin, phenytoin, va carbamazepin. Trén lam sang, khi bénh nhan
phai dung nhiéu thudc (vi du bénh nhan HIV/AIDS), Ca pravastatin va rosuvastatin
déu khong bi chuyén hoa manh qua CYP450 nén it gay tuong tac véi cac thude.

Thdi true

Rosuvastatin, fluvastatin, simvastatin, va pravastatin dugc bai tiét chit yeu qua phan,
trong khi atorvastatin va lovastatin dugc thai trir chii yéu & mat. Liéu dung cua
pravastatin nén dugc hi¢u chinh & nhitng bénh nhan suy than vira dén nang; va nén
hiéu chinh liéu lovastatin, rosuvastatin, va simvastatin trong truong hop suy than
nang. Khong can hiéu chinh liéu cho atorvastatin hoic fluvastatin & nhirng bénh nhan
nay. Do do, ddi voi bénh nhan suy than, atorvastatin hodc fluvastatin c6 thé duoc wu
tién hon so v&i nhitng statin khac vi ching it b1 &nh hudng bdi chire nang than.

Co phai tit ca cac statin déu nén dung buoi toi trudc khi di nga dé ting tac
dung ha cholesterol ?

Rosuvastatin, atorvastatin va pitavastatin c6 thé dugc ding vao bat ky thoi gian nao
trong ngay do thoi gian ban thai dai. Céc statin khac co thoi gian ban thai ngin hon
nén dugc sir dung vao budi tdi trudce khi di ngu, khi qua trinh téng hop cholesterol
nodi sinh xay ra. Diéu quan trong 1a can dung cung mot thoi diém mdi ngay dé bao
dam dé tuan tha diéu tri.

Cac tac dung co hai cua statin la gi ?




Céac bién cb bat 1oi hiém gap bao gé)m doc tinh trén gan hoac co xuong, va cac doc
tinh nay thuong xay ra khi phéi hop mét statin véi mot thuéc gdy tuong tac hodc voi
mot loai thudc ciing gy doc trén gan hoac co. Cac bién cb phd bién hon bao gébm
r01 loan tiéu hoa, dau dau, mat ngu, dau co va phat ban. Cac statin thudng dung nap
tot.

Bdng 3. Cdc chdt ikc ché/co chit ciia CYP3A4 cé thé tang nguy co bénh vé co lién
quan dén statin

Amiodarone Khang sinh macrolide: erythromycin,

Thuoéc tri nam azole: itraconozole, | clarithrolycin

fluconazole Nhom chen kénh canxi nhom
nondihydropyridine: diltiazem,

Cyclosporine verapamin

Nhom fibrates: gemfibrozil Nhom tre ché protease

Nhoém chen receptor H2 Warfarin

Tat ca céc statin déu ndm trong nhém X, nhém chéng chi dinh trong thai ky. Thudc
cling chong chi dinh & BN bi bénh gan tién trién.

Gia ca

Mot dic diém quan trong khac dé phan biét cac statin 1a chi phi diéu tri vi bénh
nhén thuong phai diéu tri 1au dai. Co loai statin chi c6 dang thudc gbc co thé qua
dat d6i vi mot s6 bénh nhan, c6 thé khong nam trong danh muc bénh vién dugc bao
hiém chi tra. Tuy nhién, c6 loai statin c6 sidn dang generic gia ré hon.
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Bing 4. So sinh mot 50 djc diém dwec ding hoc gilka cic statin

Thuge | F % | Thuc | Than| Tyl¢ | CYP | Thuac | Chat | Benh | TLZ(h)| Thoi | Bai | Dieuchinh | Bx
in | lipid | gin 450 chuvén | gan ﬂﬁl xnat liéu phin
(*a) (*a) haa hoat uing | thin (%)
dgng (*0)
Rosuvastatim | 210 | 420 8 |2C00m) |+ +(f) |CCD |1530 |Batk |10 | Nang 60
Crestor 219 <miph
(i)
Atorvastatin |30 [413 |+ B0-00 | 3A4 + - CCh | 1530 |Batki |2 70
Lipitor
Simvastatn | 60- [0 - 0408 | 3A4 - cChb |23 Trwge |13 | Ning: 60
80 khi di <30ml'ph
Zocor .
ngu
Lovastatin |30 [150 |+ =05 | 3A4 + cch |29 Trude |10 | Ning: 83
khi di <i0ml'ph
Altoprev
Prch ngi
Fluvastatm |08 |113 - =00 2Co - CCb 0.5-23 | Trwdc & |
dén _ khi di
Lescol 135 A4 agh
Pravastatim |34 | 430 43-35 + cChb 1,3-28 | Truoc 20 Vira-nang | 71
Pravachol ki g <60ml/ph
ngi
Pitavastatin | 30 + o9 Gdn + cCchb 512 Batky |15 Viua-njng | /9
Glucuro ,
(Livalo) nide <60ml'ph
2C9 (it)
3A4 (i)

Cac tac dung lam sang c6 ich khac
Duong nhu cac statin ¢6 nhiing loi ich 1am sang khac ngoai tac dung ha lipid mau.
Céc statin trc ché su tong hop cac hop chét isoprenoid khong steroid, dan dén cai %
thién chtre nang cua té bao, 1am thay do6i dap ung viém, c6 tac dung chdng oxy hoa,
tac dung chdng huyét khéi, va giam su ting sinh ctia co tron va sy tich tu cholesterol.
Mic du c6 thé c6 su khac biét vé tac dung nay gilra c4c statin, su lién quan vé mat

lam sang van con chua chac chan.
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