PANH GIA HIEU QUA VA AN TOAN CUA THUOC LISONORM®
PHOI HQP CO PINH CHUA 10mg LISINOPRIL va 5mg
AMLODIPINE TREN BENH NHAN TANG HUYET AP TAI AN GIANG

Phgm Chi Hién; Nguyén Thién Tudn; S&r Cam Thu
Bénh vign An Giang

TOM TAT

Muc tiéu: muc tiéu cua nghién ciru nay la dé danh gid hiéu qud va si an toan cua vién
nén LISONORM® trong diéu tri bénh ting huyét ap.

Bénh nhan: c6 183 bénh nhdn dwoc ghi tén vao nghién cizu ban dau, tuy nhién 4 bénh
nhan khéng tro lgi tai kham lan 2, va 5 bénh nhan da dwoc gidn doan tai kham lan 3,
do do xiw ly dir liéu dya vao 174 bénh nhan.

Phuong phdp: huyét ap cua bénh nhan va sé lan mach ddp da dwoc do ngdu nhién.
Hiéu qua cua diéu tri dwoc danh gia béi bdc si. Dir liéu vé céc bién cé c6 hai va sir
phl hop cia bénh nhan dwoc thu thdp trong cac lan tai kham lan 2 va 3.

Két qud : sau 8 tuan do huyét &p cho thdy hiéu qud cua chiza bénh, c6 97.7% trong
nhom nghién cieu dat dwoc huyét dp binh thwong hodc duy tri huyét dp binh thirong
duoc thanh ldp truoc ddy. Ngoai ra, hiéu qua cua chiza bénh LISONORM® ré rang da
dwroc cho thdy trong 82.6% bénh nhdn trude day khéng thé kiém soat huyét ap thanh
cdng bang lisinopril va amlodipine diéu tri trude ddy cho dong thoi ¢ cling mét muc
licu dung. 4.4% bénh nhan c6 tac dung phy, toan bé dwge dinh gid khi ngung thuéc
tac dung phu bién mat khéng cé hdu qud. Bién cé c6 hai nghiém trong khdng tim thay.

Két lugn: LISONORM® (cé dinh két hop cua lisinopril 10 mg va amlodipine 5 mg) Ia
an toan va hiéu qud chong huyét ap cao c6 thé diéu tri cho bénh nhan bj ting huyét
ap.

ABSTRACT

Objectives: The objective of this study was to assess the effectiveness of LISONORM®
tablets in treatment of hypertension and the safety of LISONORM® therapy.

Patients: 183 patients were enrolled into the study initially, however 4 patients did not
return at the interim visit, and 5 patients were discontinued at the interim visit,
therefore the data processing was based on 174 patients.

Method: Patients’ blood pressure and pulse rate were measured casually. The
effectiveness of the therapy was assessed by the physician. Data on adverse events and
patients’ compliance were collected during the interim and final visit.
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Results: After 8 weeks the casual blood pressure measurements showed the
effectiveness of the treatment, as 97.7% of study population obtained normal blood
pressure or maintained previously established normal blood pressure. Moreover, the
effectiveness of LISONORM® treatment was obviously showed in 82.6% of patients
whose blood pressure could not been successfully controlled by lisinopril and
amlodipine therapy previously given concurrently at the same dose level. 4.4% of
patients experienced adverse events, all of which were evaluated as non-serious and
disappeared without consequences. Serious adverse events were not found.

Conclusion: It can be supposed that LISONORM® (a fixed combination of lisinopril
10 mg and amlodipine 5 mg) is a safe and effective anti-hypertensive which can be
given for hypertensive patients.
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PAT VAN PE

Tang huyét 4p (THA) 1a bénh thuong gap nhat trong cham soc stc khoe ban dau
va dan dén nhdi mau co tim, dot quy, suy than, va tir vong néu khdng phat hién sém va
diéu tri pht hop [0,

Huéng dan ESH / ESC 2007 va 2013 nhan manh don tri liéu chi c6 hiéu qua
kiém soat huyét &p (HA) cho sb luong han ché bénh nhan bi THA, va hau hét can két
hop it nhét hai thuéc méi kidm soat duoc huyét ap 3. C6 dinh lidu 1a su két hop
thudc 1am giam nguy co khong tuén tri va nén duoc xem Xét trong viéc diéu tri bénh
nhan bi bénh THA kiéu man tinh nhiam cai thién tuan tri va dem lai két qua I1am sang
t6t hont 4.

Nhiéu nghién ctu két hop cua it nhat 1a hai thuéc da giam huyét 4p hiéu qua va
dat muc tidu diéu tri 1*!. Tac dung chéng THA cua hai thudc véi co ché tac dong khéc
nhau duoc gia ting khi két hop va da sb (60-80%) bénh nhan bj THA c6 thé dat huyét
ap binh thuong véi két hop cua hai thuée [°,

O Chau Au, hiéu qua va su an toan cua san pham LISONORM® di dugc Xac
nhan trong nghién ciru ALFESS . Trong nghién ctu ndy, ching toi tién hanh nghién
ctru tai Bénh vién Pa khoa Trung tam An Giang véi muc tiéu:

- Panh gia hiéu qua cua vién LISONORM® trong diéu tri THA;
- Panh gia vé sy an toan cua vién LISONORM®;

- Panh gia su tuan tha diéu tri cua bénh nhan.

I. POI TUQONG VA PHUONG PHAP NGHIEN CUU

1.1.  Péi twong nghién ciru:

1.1.1.  Tiéu chi nhgn bénh:

- Bénh nhan (BN) trén 18 tudi;

- THA v0 can, va

- Pang dugc diéu tri véi lisinopril va amlodipine véi liéu twong duong véi liéu ding
cua phdi hop cb dinh trong vién LISONORM® (lisinopril 10mg va amlodipine
5mg) nay va dugc nghién ciu vién quyét dinh diéu tri thay thé.

- Trong pham vi bao céo nay, ting huyét p va HA binh thuwong dugc dinh nghia nhu

Sau:
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e THA: Huyét 4p tam thu (HATTh) > 140 mmHg va/hoic huyét &p tim truong
(HATTr) > 90 mmHg, hoic tién st duoc chan doan va dang duoc diéu tri THA.
e HA binh thwong: HATTh < 140 mmHg va HATTr < 90 mmHg.

1.1.2. Tiéu chi logi tri:

- Man cam véi lisinopril hoic bat ky thudc tc ché men chuyén khéc;
- Man cam véi amlodipine hoic bat ky dan chét dihydropyridine khéc;
- Man cam véi bat ky thanh phan ta duoc;

- Ha huyét 4p nang;

- Tién st phi mach lién quan dén thubc @c ché men chuyén;

- Suy tim sau nhdi mau co tim (trong vong 28 ngay dau) ;

- Pau that nguc khong 6n dinh;

- Phu nix c6 thai, phu nir cho con bu;

- Pang tham gia mét thu nghiém [&m sang khac;

- Nghién ruou hoic Ié thudc thudc;

1.1.3.  Dja diém nghién crru:

Khoa Kham bénh, Bénh vién da khoa trung tdim An Giang.

1.1.4. Yéuté nguy co-

bai thao duong;

- R&i loan lipid mau;

- Albumin niéu;

- Thura can/béo phi, béo bung;

- Hut thudc 14

- Udng nhiéu ruou, bia;

- [tvan dong thé luc;

- Ché d¢ in nhiéu mubi;

- Tién sir gia dinh mac bénh tim mach sém: Nam trudc 55 tudi, nit trudc 65 tudi.
1.2. Phwong phdp nghién cuu:

1.2.1. Thiét ké nghién ciu:

Thiét ké nghién ciu tién ctru, mo ta cat ngang, khong can thiép.
1.2.2. Thei gian thu thap da ligu:

Ngay nhan BN dau tién: 20 thang 11 nim 2014,
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Ngay kham cudi cho BN cubi cung: 11 thang 4 nim 2015.

1.2.3.

Phwong phap:

Diy 1a nghién ciru khdng can thiép, do dé viéc diéu tri voi LISONORM® hoan toan

tuan theo hudng dan sir dung thude va cac huéng dan diéu tri théng thudong, BN duoc

bac si quyét dinh diéu tri theo quy trinh thyc hanh 1am sang thuong quy bét chap viéc

nghién cuu.

Nghién ctru s& theo di BN trong 8 tuan véi 3 lan tham kham:

1.2.4.

Lan kham 1: xem xét tién sir bénh, kiém tra cac théng sb co ban (gigi tinh,
chiéu cao, can nang, chi sé khdi co thé), do chi sé HA theo phwong phap mo ta
dudi day, thu nhan BN vao nghién ciru, Ky phiéu xac nhan tinh nguyén tham gia
nghién ctu, khoi dau diéu tri voi LISONORM®

Lan kham 2: 4 tuan sau, kiém tra HA, kiém tra tinh trang siac khoe BN, kiém
tra tdc dung phu.

Lan kham 3: 8 tuan sau, kiém tra HA, kiém tra tinh trang siac khoe BN, kiém
tra tac dung phu va két luan diéu tri. Cac théng sé stc khoe cua timg BN duoc
BS ghi lai vao ban thu thap dir liéu nghién cizu trong mdi lan tham kham.

Chi s6 HA duogc xac dinh bang huyét ap ké thay ngan Riva-Rocci.

Mach duoc xac dinh bing cach dém nhip dap dong mach quay.

Panh gia hiéu qua: Puoc xem la thanh céng khi dat hoac duy tri HA binh
thuong (< 140 mmHg/ 90 mmHg) vao hoic trude tuan thi 8.

Panh gia d§ an toan: Theo dbi sy xuat hién tac dung phu trong qué trinh
nghién ciru ¢ 1an kham 2 va lan kham 3.

Panh gia @6 dung nap: BN khong phai ngung diéu tri sém do anh huéng cua
tac dung phu (vi dy, tinh trang ho khan, phu, nhic dau, hoa mat...) 16n hon
nguy co hoac muc chiu dyng cua BN.

Panh gia sw tuan thi: Bénh nhan khong bo diéu tri.

X ly sé liéu:

S6 ligu dugce trinh bay bang ti 1& % cho bién dinh tinh, tri sé trung binh va SD
Chi bién s, néu bién sé khdng c6 phan phdi chuan duoc trinh bay bang tri

trung vi, bach phan vi 25,75.
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- Dung phép kiém Fisher exact dé kiém dinh sy khac biét ti 16 % va dung
ANOVA téi do luong dé kiém dinh sy khac biét (HA, mach) trung binh giita 3
thoi diém.

- Xt ly sb liéu thdng ké bang phan mém SPSS 16.0.

Il. KET QUA

2.1.  Pgc diém ciia mdu nghién ciru:

C6 183 bénh nhan déng y tham gia nghién ctu, nhung c6 9 BN bo hodc ngung diéu
tri, con lai 174 BN, véi 88 BN nam (50,6%), tudi trung binh 61,7 + 12,6, BMI trung
binh 24,2 + 2,4 va thoi gian dugc chan doan THA trung binh 75,6 thang (thap nhat 9,6
thang va lau nhat 1a 20 nam). Hau hét (85,6%) BN déu co it nhat 1 yéu td nguy co
(YTNC), trong d6 53,4% BN c6 tir 2 YTNC tré Ién.

2.2.  Két qud diéu tri

Bang 1. Sé bénh nhdn ting huyét dp chwa dat muc tiéu diéu tri trong lan khdam dau

Lan kham 1 Lan kham 2 Lan kham 3
(thu nhan) (N=183) (N=179) (N=174)
50 BN chua dat HA 22 (12,0%) 14 (7,8%) 4 (2,3%)

binh thuong

Trong lan kham dau tién, trong tong s6 BN THA dang dugc diéu tri va thu nhan
vao nghién ctu, ¢6 22/183 (12,0%) BN chua dat HA binh thuong. Trong lan kham 2
(sau 4 tuan) c6 14/179 (7,8%) BN THA chua dat HA binh thuong. Lan kham cudi (sau
8 tuan) chi con 4/174 (2,3%) BN chua dat HA binh thudng. Diéu nay dong nghia véi
su gia ting s6 BN dat HA binh thuong khi dugc diéu tri véi LISONORM, va su gia
tang nay c6 y nghia théng ké (p = 0,01).

2.3. Dién tién HA tim trwong, tam thu, mach sau 3 lan kham:
Bdng 2. Dién HATTh, HATTr, mach cia nhém 174 BN tgi 3 lan kham

N Linkham 1 Lankham2 Lankhdm3 p-value

HATTh trung binh (mmHg) 174  126,3+10,3 123,446,7 122,615,9 p < 0,001
HATTr trung binh (mmHg) 174 77,0+ 7,6 75,916,2 75,845,8 p = 0,004

Tri $b mach trung binh 174  76,8+5,9 76,5t6,1 76,0 £5,7 p <0,001

Ky yéu Hoi nghi Khoa hoc Bénh vién An Giang — 2015 49



Trong toan nhoém dan sé PP (174 BN), tri sb trung binh caa HATTh giam 3,7
mmHg, tri s6 trung binh HATTr giam 1,2 mmHg, tuy nhién su thay doi nay déu cd y
nghia vé mit thong ké (ANOVA tai do luong, su thay d6i HATTh c6 gia tri p < 0,001
va su thay doi HATTh c6 gia tri p = 0,004) (Xem biéu d6 1).

Mach ¢ ca 3 lan kham déu thay d6i khong dang ké, dao dong tir 75-76 lan/phit.
Nhung so sanh gitra Lan khdm 3 va Lan kham 1, su thay doi c6 y nghia théng ké véi p
< 0,001.

140
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Biéu do 1. Dién tién HATTh va HATTh cia nhém 174 BN tgi 3 lan kham
Sy giam vé tri s6 trung binh cia HATTh va trj s6 trung binh cia HATTr dugc thay
rd & nhom 22 BN chua dat HA binh thuong khi thu nhan, véi mac giam tuong (ng
cho HATTh 14 22,7 mmHg va HATTr 14 7,7 mmHg. Su thay doi ndy c6 y nghia thong
ké vai p <0,0001 (Xem bang 3).
Bang 3. Dién HATTh, HATTY, mach cia nhém 22 bénh nhan tai 3 lan kham

Linkhim Linkhim Linkhim .02y 901
N lan3sovéi  p-value
1 2 3 2
lan 1

HATTh trung

binh (mmHg) 22 14824105 125,519,6 125,548,0 - 22,7 p < 0,0001
HATTT trung

binh (mMmHg) 22 89,148,1 79,145,3 80,5+3,8 -8,6 p < 0,0001
Tri $b mach B

trung binh 22 823429  828+27  8l437 -09 p=0,163
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Biéu do 2. Dién tien HATTh va HATTh cuza nhoém 22 BN tai 3 lan kham

2.4. D¢ an toan va d¢ dung nap:

Trong suét nghién ciu c6 8/183 (4,4%) trudng hop dugc ghi nhan gap tac dung
phy, trong d6 5 trudng hop phai ngung diéu tri tir 1an kham 2, 1 trudng hop phai
ngung diéu tri tir 1an kham 3, va 2 truong hop BN ho khan nhe tai 1an kham 2, tiép tuc
duoc diéu tri va triéu chitng ho khdng xuat hién trong lan kham cudi. Cac tac dung phu
duogc trinh bay trong badng 4.

Bang 4: Téac dung phu ghi nhdn trong nghién cizu

Tac dung phu S6 bénh nhan (%)
Hoa mat 2 (1,1)
Nhure dau 1(0,5)
Nhire dau va hoa mat 1(0,5)
Ho khan 3(1,6)
Ho khan va phu 1(0,5)

2.5.  Tuan tha diéu tri:
Trong tong s6 183 BN tham gia, 4 truong hop bo ngang khéng rd nguyén nhan
va khong tai kham tir 1an kham 2, 5 truong hop phai ngung diéu tri tir lan kham 2 do

tac dung phu. Su tuan tha diéu tri caa BN dugc trinh bay trong bang 5.
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Bang 5: Tuan thu diéu tri

N  Bo hoic ngirng diéu tri Ty 18 %
Lan kham 1 183 Khong ap dung Khong ap dung
Lin kham2 179 4 97,81%
Linkham3 174 9 95,08%

I11.  BAN LUAN

Trong tong s6 183 bénh nhan, c6 174 BN tham gia dén khi két thic nghién cau
trong d6 c6 88 bénh nhan nam (chiém 50,6%) va 86 bénh nhan nix (chiém 49,4%), tuoi
trung binh 12 61,7 + 12,6, thoi gian méc bénh trung binh 6,3 + 3,8 nam. Dit liéu nghién
cttu cho thay phan 16n BN c6 yéu té nguy co tim mach, trong 174 BN, c¢6 25 BN
(14,4%) c6 yéu té nguy co tim mach thap, 118 BN (67,8%) c6 tir 1 dén 2 YTNC, va 31
BN (17,8%) c6 nhiéu hon 2 YTNC.

Sau 8 tuan diéu tri, ty 1¢ bénh nhan dat va duy tri huyét ap binh thuong khi sir
dung Lisonorm la 97,7% trong tong s 174 bénh nhan. S6 bénh nhan dat HA binh
thuong (huyét ap dudi 140/90 mmHg) di tang tir 152 BN 1én 170 BN. Su gia ting nay
c6 y nghia thong ké véi p = 0,0002 va dic biét co y nghia 1am sang vi nhiing bénh
nhan nay truéc d6 dang dwoc diéu tri vai lisinopril va amlodipine véi lidu tuong
duong trude khi diéu tri voi LISONORM.

Sau 8 tuan diéu tri, trong nhém dan sé PP (174 BN), ca tri ¢6 huyét ap tam va tri
s6 huyét ap tdm truong déu giam nhe nhung c6 ¥ nghia théng ké. Pac biét c6 su giam
rd rét va co ¥ nghia thong ké trj s6 HATTh va HATTr ¢ nhimg BN (22 BN) chua dat
HA binh thudng vao thoi diém thu nhan.

Nghién ciu cho thay do an toan ciing nhu mirc d6 dung nap cua thudc 13 khé tét.
Chi ¢6 8 (4,4%) bénh nhan dugc ghi nhan cé tac dung phu, mét ty & twong ddi thap,
trong d6 c6 6 bénh nhan phai ngung diéu tri, va khéng ghi nhan trudng hop nao gap
tac dung phu nghiém trong phai nhap vién cap ctu.

Trong nghién cau nay, ti & tudn thu diéu tri caa bénh nhan kha cao, dat 95,1%
(174/183 bénh nhan). Trong mot s6 nghién ciru khac nhu nghién ciru ALFESS™ ty 18
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tuan thu 1a 73,33%, con trong nghién ctu cua Franz H. Messerli cd dén 24% BN

khong tuan thu .

IV. KET LUAN

Diéu tri LISONORM® 4 hiéu qué va an toan cho bénh nhan ting huyét ap. Ti I¢
tac dung phu nhu phu, ho khan 1a tuong d6i thap. Vién két hop cé dinh liéu
LISONORM® dugc thiét ké dé don gian hoéa phac db thudc va cd kha niang cai thién

sy tuan thu.
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