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h'fﬂ-
"/ _ﬁj‘i - Thiazide va Thiazide-like la mét trong nhirng nhom thuoc dau tay
\ 7 dwoc khuyén céo trong diéu trj tang huyeét ap 1 (2.

" ] . ] .
ﬁ  Thuoc l¢i tieu dworc chirng minh ha huyét ap hiéu qua dong théi qua
do lam giam cac bién co tim mach(3l.
 Indapamide 13 loi ti€u thuéc nhom Thiazide-like. TAc dung ha huyét

ap cua indapamide 1a két qua cta sw gidn co tron mach mau va hoat

dong loii tieu. 4

\\A\' \' \\'\ ﬂ‘ b,

[1] European Heart Journal (2024) 45, 3912-4018;  [2] Hypertension (2017) 71:1269-1324;
sustained release: A review of its use in the treatment of hypertension. Drugs 2006; 66: 257-71.

[3] J Am Heart Assoc 7:€009326; [4] Robinson DM, Wellington K. Indapamide



I' UNG KHONG MONG MUON

« Ha kali, ha natri, tang acid uric
va tang ure mau la cac tac

dung phu thwéng gap (1.

 Trong dé, Cac roi loan dién giai
vé ha Kali va Natri mau khi st
dung loi tiéu Indapamide dwoc

gquan tam hon ca.

[1] N Engl J Med 361:2153-2164; ;

_HOM THUOC LOT TIEU

Tang téi hdp thu Na+ & 8ng gan wwwdi- Tdng khang tré dong mach
ﬁ Han ché tic dung ha huyét ap.
Gidm thé tich huyét twong Tang ti hép thu Ca** & 6ng gan !
.' -
7 . Gidm thanh thai Ca?*
/7 7 N Gidm cung lugng tim g Ha huyét dp AL
N
- 3 s

THUGC LOY

tu thé
Loinigu =i Ha Magne méu
Téng téi hdp thu Ca?* & 6ng xa

Gidm thanh thai acid uric —_— Tang uric mau

Téc dong Ién co ché bai tiét nuéc tai than ===  Ha natri méu
|

P
' Gidm luu lwgng mau dén than sl Ting azote mau trudc thin

A
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1. Tac dung phu ha Kali mau



TY LE MO’I MAC HA KALI MAU NANG O

BENH NHAN SU DUNG INDAPAMIDE

> Intern Emerg Med. 2023 Mar;18(2):549-557. doi: 10.1007/s11739-023-03209-8.
; Epub 2023 Jan 30. :
Théng qua bai bao: “Ty lIé mé&i mac ha kali mau nang & . .. . .
] Incidence of severe hypokalaemia in patients taking |
bénh nhan s dung indapamide”, xin gi6i thiéu dén quy  jpdapamide

— dong nghlep: Ziying Lin 1, Bernard Man Yung Cheung 2 2 4, Vicka Tang ', Man Fung Tsoi °

. ) Affiliations + expand
1. Ty lé mé&i mac ha kali mau nang & bénh nhan sw dung PMID: 36715848 DOI: 10.1007/s11739-023-03209-8

indapamide. Abstract

Background: Diuretics are commonly used for the treatment of hypertension. Yet, hypokalaemia is

2- Cac yeu tO I en q uan den ha kal I mau "@ng o benh a well-recognised adverse effect. We conducted a retrospective study to evaluate the incidence of

severe hypokalaemia, defined as requiring hospitalisation, among patients on indapamide.

nhan s dung indapamide.

Methods: We searched a territory-wide database, Clinical Data Analysis and Reporting System of
. , the Hong Kong Hospital Authority. We traced all hypertensive patients who had been prescribed
3. Sw khac biét cua cac dang bao ché (Phdng thich indapamide in 2007-2016 and all admissions due to hypokalaemia in 2007-2018. Factors

associated with hospitalisation were studied using multivariable logistic regression.

nhanh va Cham) lén bién co ha kali mau nang. Results: During the period studied, 62,881 patients were started on indapamide and 509 (0.8%)

were hospitalised for hypokalaemia. 53% of these hospitalisations occurred within the first year of
treatment, and half of those in the first year occurred during the first 16 weeks. Female sex
(adjusted OR, 1.75; 95%ClI, 1.45-2.12) and immediate-release formulation (adjusted OR, 1.41;
95%Cl, 1.14-1.75) were associated with hospitalisation. In the multivariable model, advanced age
was not a significant predictor. There were no deaths during hospitalisation and the median length
of hospital stay was one day.

Thomas JR. A review of 10 years of experience with indapamide as an antihypertensive agent. Hypertension. 1985;7(6 Pt 2):11152-11156



f_j‘_ PHUONG PHAP NGHIEN CcUU
(]

Thiét ké: Nghién ctru hoi ctru.

« Dir liéu ttr hé thong Phan tich va Bao céo Div liéu Lam sang (CDARS) cua Co’

= quan Y té Hong Kéng.
 Thei gian theo ddi: 2007-2018.
« DPoi twong: Bénh nhan tang huyét ap sir dung indapamide.
 DPinh nghia ha kali mau ning: Can nhap vién (chan doan ICD-9 ma 276.8).
« Loai trir bénh nhan str dung cac thudc loi tiéu khac.

« Céc yéu tb thu thap: Tudi, gi&i tinh, dang thudc, th&i gian diéu tri.

Intern Emerg Med. 2023 Mar;18(2):549-557.



KET QUA NGHIEN cUU

Tong s6 bénh nhan: 62.881 ngwi.

Ty Ié nhap vién do ha kali mau:

0,8% (509 nguwoi).

Ty 1& mé&i mac: 3,5 trén 1.000 nam-

ngwoi.

Hon 50% ca nhap vién xay ra trong

nam dau tién dieu tri, dac biét trong

16 tuan dau.

Intern Emerg Med. 2023 Mar;18(2):549-557.

Pac trwng

Tudi diéu tri ban dau, nam
Phan nhém
<45
45-64
65-79
>80
Trung vi
Tudi nhap vién, ndm
Gi6i tinh, n (%)
Nam
N
Dang bao ché indapamide, n (%)
2,5mg phong thich nhanh
1,5mg phoéng thich cham
Thaoi gian diéu tri, ndm

Phan nhém
<1
1-2
34
25
Trung vi

Thoi gian ndm vién, ngay
T& vong khi nhap vién, n (%)

Nhap vién (n = 509)

26 (5,1)
205 (40,3)
181 (35,6)
97 (19,1)
67 (57, 77)
69 (58, 79)

156 (30,6)
353 (69,4)

400 (78,6)
109 (21,4)

268 (52,7)
152 (29,9)
54 (10,6)
35 (6,9)
0,9 (0,3,2,1)
1(1,2)
0

Khéng nhap vién (n =

62.372)

3.294 (5,3)
25.979 (41,7)
22.937 (36,8)
10.162 (16,3)

66 (56, 76)

NA

27.200 (43,6)
35.172 (56,4)

44.768 (71,8)
17.604 (28,2)

26.290 (42,2)
17.603 (28,2)
9.042 (14,5)
9.437 (15,1)
1,4 (0,4, 3,5)
NA
NA

Gia tri P

0,42

NA

<0,001

0,001

<0,001

NA
NA




a8 GIC EU TO NGUY CO’ CUA HA KALI MAU NANG

EF,_...' - Bénh nhan nir thwong dwoc ké thudce

4 000

F lgii tiéu hon (hinh a) [ vi dwee cho la co

3 000

S0 lwong bénh nhan

loi v&i tinh trang gitv mudi nwée, phu

2
&J chan va dic biét 1a tranh tac dung quai ™

d > )
\_</ thai cua trc ché hé RAAS. N

’J 50 (b) = Nam

e « Trong nghién cwu nay, bénh nhan nir ' - N

40—

J »_ cO0 nguy co ha kali cao hon nam gi&i

30

»_ /" (hinh b) va phu hep vé&i cac nghién ciru

20—

S0 lwong bénh nhan

trwwéc day [1-3],

10

[1] Intern Emerg Med. 2023 Mar;18(2):549-557; [2] Int J Cardiol 245:277-284; [3] Br J Clin Pharmacol 71(1):95-104



HA KALI MAU NANG THUO’ NG XAY RA

TRONG NHUNG TUAN PAU SU DUNG

 53% ca nhap vién xay ra trong nam

100+ ’ + .
Ve dau tién dieu tri, dac biét 50% trong o0 50
” < < Bl ~80
£ 4z oLz A a3 - )
s6 dé xay ra 16 tuan dau (4. - 2
" ot P . i %‘ 60 é—l
- Cac nghién ctru khac cho hau het : o §
cac bénh nhan bi ha kali trong 12 £ * o %
@ 30+ =30
N A > = . 7 = = 4= R - ?
ngay dau khéi tri véi loi tieu 2], P 2
. 10+ 10
« Theo doi dién giai d6 quan trong oLl M ———— N
- A A .. . R -'9* ,Hr & ¥ Y Sy By oy By Dy 1oy
trong nhirng tuan dau khei tri va d Tho gian tr liéw

dinh ki vé&i khoang th&i gian xa hon.

[1] Intern Emerg Med. 2023 Mar;18(2):549-557; [2] Br J Clin Pharmacol 61(1):87-95 .



LO'N TUOI KHONG PHAI LA NOI LO SO CUA HA KALI MAU

Khéng c6 méi lién quan giira tudi va bién
c6 ha kali mau ning ké ca trwéc va sau khi
hiéu chinh (P > 0.05) [1,

Két qua nay mét lan nira ung hd két qua
cua nghién ctru HYVET (Hypertension in
the Very Elderly Trial): Indapamide hiéu
qua va an toan ngay ca bénh nhan rat cao

tudi [,

khi SO

hydrochlorothiazide, indapamide ha ap tot

Ngoai ra, sanh véi
hon va khéng khac biét vé tdc dung phu

ha kali [31.

Ty s6 chénh
chwa hiéu chinh
(95% khoang tin
cay)

Tubi diéu tri ban dau, nam

<45 1 (Tham khao)
45-64 1,00 (0,66-1,51)
65-79 1,00 (0,66-1,51)

= 80 1,21 (0,78-1,87)

Giatri Ty so chénh

P

0,44

hiéu chinh
(95% khoang

tin cay)?

1 (Tham khao)
0,97 (0,64—1,45)

0,94 (0,62—1,42)

1,02 (0,66—1,59)

Gia tri

P

0,92

[1] Intern Emerg Med. 2023 Mar;18(2):549-557;

[2] N Engl J Med 358(18):1887—1898:

[3] Hypertension 65(5):1041-1046



 Indapamide dang phdéng thich nhanh

7R (IR) gay ra tinh trang ha kali mau nhiéu
hon so vé&i dang phéng thich cham
15 = e
‘ (SR).

« Dang SR dwoc giéi thiéu tir nam 1997,
giam liéu indapamide tir 2.5mg xuéng
1.5mg nhwng hiéu qua ha ap van giir
nguyén va néng thudc trong mau on

dinh hon dang IR 2],

50

Indapamide SR 1.5mg

Steady-state mean i~
+.1r [ w \ concentration -

1L I

254

-
2
g 0 '
E 4 8 12 16 20 24
c
8 »
8 200
©
1=
&
o o

0 Indapamide IR 2.5mg

1004 ¢ Steady-state mean

-I- concentration
1
50
$ L

T T T T T T
4 8 12 16 20 24

[1] Intern Emerg Med. 2023 Mar;18(2):549-557; [2] Drugs 2000; 59 Suppl. 2: 27-38
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PPTAC dung phu ha Natri mau



. Ha natri mau nghiém trong, dwee dinh nghia la néng d6 |

natri trong huyéet thanh dwéi 125 mmol/L, hiem khi xay ra
v&i chi mét vai bao céo ca bénh dworc cong bo trwére day.
11 Trong nhirng trwro'ng hop nay, ha natri mau dao dong

trong khoang ttr 103 dén 117 mmol/L.



POI TUONG BENH NHAN CO NGUY CO' CAO
HA NATRI MAU

1. Bénh nhan c6 tién st ha Natri, Kali mau
3_) 2. Thé trang kém (Nhiéu bénh di kém (> 5), dm yéu, an udng kiéng khem
~ 4 & dan dén thiéu Na+; K+)
3. Théi quen uong nhiéu nwéc
4. Dung kém céac thudc nhw thudc chong tram cam (SSRI, Benzodiazepin),
thuéc nhém NSAID, amiloride/spironolactone.
5. Giéi tinh nip

6. Pai thao dwong typ 2

George Liamis et al., Journal of Geriatric Cardiology (2016) 13: 175R1182
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3. Roi loan dién giai trén nhém s dung
PH v&il Indapamide SR



No Nghién ctru Thiét ké Két qua vé do dung nap
196 bénh nhan trudc day khong
dudc kiém soat bang liéu phap don
tri CCB (BP >140/90 mm Hg) hodc [Sau 45 ngay, khéng cé thay doi nao co lién quan vé mat
= 1 [The EFFICIENT Study trioc day khong dugc dieu tri tang |ldm sang trong cac thong so xét nghiém so voi ban dau.

huyét ap vo cdn dd 2 hoac 3
(BP>160/100 mm Hg), dugc dung
SPC Inda SR/Amlo 1,5/5 mmHg
trong 45 ngay.

Mot so it bénh nhan (n =3 [2%]) bao cdo tac dung phu
va hau hét (n = 194 [99%]) tuan thu diéu tri.

107 bénh nhan tir 65 tudi tré lén
dugc diéu tri véi PH thudc (53

Chi c6 2 bénh nhan bi ha kali mau (<3,4 mmol/L) trong
nhém indapamide SR/amlodipine. Ca hai phac do diéu

bénh nhan vao nhdm Aml/Val.

e indapamide SR/amlodipine so vdi tri déu trung tinh vé mat chuyén hoa, khong thay tac dung
54 enalapril/amlodipine) nao lén chuyén héa lipid hodc glucose.
3 [Dominiczak study  |nhién vao nhém IndSR/AmLva 23205 1OP g '

2 bénh nhan da bao cao mét tac dung phu nghiém trong:
ung thu than va ha kali mau
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4. Phong ngtira roi loan dién giai ha Natri/Kali mau.



PHONG NGUA HA NATRI/KALI MAU

1. Str dung liéu thap cac thudc loi tiéu Thiazide

2. Loai trir cac nhém bénh nhan c6 nguy co’ cao ha Natri mau va st dung liéu
phép thay thé bang cac nhém thuoc khac. =
= , 3. Can trong v&i nhém bénh nhan dang dung thuéc anh hwédng dén can bang
nwdc nhw SSRI (thudc chong tram cam), NSAID, amiloride/spironolactone.
4. Kiém tra dinh ki cac chi s6 dién giai ddi véi nhirng bénh nhan dang dung thubc
loi tiéu. (trong giai doan dau va dinh ki 3 thang)
5. Can danh gia can than céac triéu chirng goi y gidm néng do natri/kali ngay sau
khi ké don thudc thiazid va thwérng xuy@n trong qué trinh diéu tri (cac triéu chirng

than kinh, mat 6n dinh, thwéng xuyén nga, giam sw chu y).

George Liamis et al., Journal of Geriatric Cardiology (2016) 13: 175R1182



KET LUAN

) 0y Indapamide |a lgi tiéu thiazide-like dwore khuyén céo 1a mét trong
—-J- nhirng lwa chon dau tay trong diéu tri tdng huyét 4p theo ESC 2024.
‘,}_) ' 2. Ha Kali/Natri mau nang can nhap vién |a tdc dung phu hiém gap cua

iIndapamide SR.

3. Theo dd&i dién giai do khi kh&i tri va dinh ki sau dé gitp phéat hién
s®m ha Kali/Natri mau.

4. Can loai trtr cac nhém bénh nhan c6 nguy co cao gap tac dung phu
ha Kali/Natri méu va str dung diéu tri thay thé.

5. Dang phong thich kéo dai Indapamide SR gilp giam thiéu nguy co

roi loan dién giai va cac tac dung phu khac.

George Liamis et al., Journal of Geriatric Cardiology (2016) 13: 175R1182
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