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Indapamide 1a mot thudc ha huyét ap hiéu qua véi co ché tic dong kép: mot hoat tinh loi tiéu han ché két
hop véi tdc dung chéng co that mach mau, din dén giam strc can mach mau ngoai bién. Két qua ttr cac thu
nghiém 14m sang cho thiy viéc ding indapamide 2.5 mg mdi ngay mét 1an c6 thé giam huyét 4p dong mach
hiéu quéa & khoang hai phan ba bénh nhan bi ting huyét ap nhe dén trung binh va mirc giam nay lién quan
dén d6 nang cua ting huyét 4p. Thong thuong, tac dung giam huyét ap cua indapamide xuit hién nhanh
chong (trong vong 1 hoac 2 tuﬁn) va dat 65% muc t6i da sau 1 thang, dat tdi da sau 3 dén 4 thang diéu tri.
Khong ghi nhan hién twong 1on thudc trong qua trinh diéu trj lau dai, ciing nhu khong c¢6 hoi ching cai khi
ngimg thudc. Indapamide da dugc két hop thanh cong vé6i cac thude chen beta, methyldopa va cac thude ha
huyét ap khac, 1am ting hiéu qua dang ké ma khong gay ting dang ké cac phan tmg phu. Nhin chung, thude
dugc dung nap tét va cac tac dung phu thuong nhe va hiém gip. C6 thé lién quan dén hoat tinh loi tiéu han
ché ctia thude & lidu 2.5 mg mdi ngay, diéu tri lau dai hiém khi gay ra thay d6i dang ké trong can bang dién
giai. Thém vao d6, indapamide khong giy anh huéng xdu dén chuyén hoa carbohydrate va lipid.
Indapamide 14 m6t thudce ha huyét 4p hang dau hiéu qua va dung nap tot. Viéc diéu tri 1au dai khong gay ra
céc bat thuong sinh hoa - mot yéu t6 nguy co tim mach, cho thay mot uu diém khéc cua thude nay.

Tir khéa: Loi tiéu, thudc ha ap, giam huyét ap

INDAPAMIDE, mét thudc loi tiéu sulfonamide méi duge phat trién, da duoc st dung & chau Au dé diéu
tri tang huyét ap vO can tir nam 1974 va gén day da duoc gioi thiéu ¢ Uc, Canada, Hoa Ky va Nhat Ban.
Bai bao nay danh gia 10 nam kinh nghiém sir dung thudc nhu mot loai thude ha huyét ap.

Pic tinh dwgec ly
Tac dung ha huyét ap

Indapamide, 4-chloro-N-(2-methyl-1-indoline-)3-sulfamoylbenzamide, dugc chon lgc tir mot loat cac dan
xuét indoline va isoindoline cia chlorosulfamoylbenzamide, nhu mot chét co dic tinh loi tiéu tdi thiéu va
dic tinh ha huyét ap déang ké. Giéng nhu cac thudc loi tiéu khac, indapamide khong cé tac dung ha huyét
ap & dong vat binh thuong hodc ngudi khoe manh'2. Trong mot s6 mo hinh tang huyét ap & dong vat, bao
gom chudt va ché ting huyét ap do deoxycorticosterone acetate (DOCA)-saline; chudt ting huyét ap do
bénh than, cho va méo; va chudt ting huyét ap tu phat, indapamide da cho thay 1a mot chat ha huyét ap
manh va ¢6 tac dung kéo dai.’

Trong mot nghién ciru theo lidu lwong c6 ddi ching gia duoc & bénh nhan bi ting huyét 4p nhe dén trung
binh, sau 40 tuan, hoat tinh ha huyét ap toi da dwoc quan sat & lidu 2.5 mg indapamide hang ngay (giam
trung binh huyét ap tdm truong khi dimg 16 mmHg) va khong co6 su gia ting ndo nita khi dung dén liéu 5



mg hang ngay.* Ngugc lai, muc giam trung binh ndng d6 kali huyét thanh 14 0,4 mmol/L & liéu 2.5 mg mdi
ngdy so voi 0,6 mmol/L & lidu 5 mg mdi ngay. Cac két qua nay cho thay indapamide c6 mot dudong cong
tac dung-phuy thudc lidu twong ddi phang dbi véi viéc giam huyét ap, trong khi dudng cong tic dung-phu
thudc liéu cho hoat tinh lgi tiéu thi ddc hon, xét tir sy giam ndng d6 kali huyét thanh. Két qua véi liéu 2.5
mg hang ngay d duoc xac nhan trong mot nghién ctru twrong tu véi bénh nhan & tu thé nam, cho thiy khong
c¢6 anh hudng cua tu thé dbi véi tac dung ha huyét 4p ciia indapamide.’

Ngoai ra, theo ddi huyét 4p dong mach trong 24 gio cho thay rang liéu chuan cta indapamide, 2.5 mg mdi
ngdy, cung cap kha niang kiém soat huyét ap trong sudt 24 gid, do d6 gitip tang kha nang tuan thu diéu tri
ctia bénh nhan.% Cac két qua nay cho thdy rang ¢ bénh nhan ting huyét ap, indapamide 2.5 mg mdi ngay c6
hiéu qua trong viéc ha huyét ap véi chi anh hudng han ché 1én hoat tinh lgi tiéu.

Co ché hoat dong kép
Hoat tinh lgi tiéu

Indapamide c6 cac tinh chét loi tiéu phu thudc lidu & ca dong vat va ngudi.” Cac nghién ctru ngfm han &
bénh nhan ting huyét ap chi ra ring indapamide 2.5 mg mdi ngay chi ¢6 hoat tinh loi tiéu nhe, trong khi
hiéu qué nay tré nén 13 rét ¢ lidu 5 mg mdi ngay.>** Két qua nay di duoc xac nhan trong cac nghién ctru
trung han kéo dai 10 thang.* Nhin chung, két qua cua cac nghién ciru ndy cho thiy riang ¢ liéu 2.5 mg mdi
ngay khong c6 anh hudng dang ké dén tong luong natri hoic kali trong co thé va thé tich huyét twong, trong
khi giam can, ha kali huyét va tang axit uric mau chi & murc nhe. Nguoc lai, hoat tinh renin huyét tuong va
aldosterone huyét tuong ting 1én rd rét hon.

O ca cho va ngudi, vi tri tac dung ctia hiéu qua loi tiéu ctia indapamide dudng nhu tap trung chi yéu & doan
gan cua 6ng luon xa ciia nephron.'®!" Két qua tir mot nghién ctru cap tinh & cac tinh nguyén vién khoe manh
cling nhur cac nghién cru ngan han & bénh nhan ting huyét 4p cho thiy indapamide khong c6 anh hudng
dang ké dén muc loc cau than (GFR) va luu lugng mau qua than. Mot s6 nghién ciru khac goi y riang
indapamide c6 thé co thém co ché tic dung so vé6i cac thude loi tiéu khac ding nhu thude ha huyét ap. Thi
nhét, tir cac nghién ctru so sanh trén dong vat tang huyét ap, c6 vé nhu indapamide, ¢ mirc hoat tinh 1gi tiéu
tuong dwong, co tic dung ha huyét 4p manh hon so véi cac thude loi tiéu khac. Thi hai, & mét nhém nho
bénh nhan ting huyét 4p c6 suy than ning, khong con chirc ning thin va dang chay than nhan tao lau dai,
4 tuan diéu tri voi indapamide 2.5 mg hang ngay cho thiy tic dung ha huyét ap dang ké khong lién quan
dén hoat tinh loi tiéu."

Hoat tinh chéng co mach

Céc bang chimg ngay cang ting cho thiy, ngoai tic dung loi tiéu, indapamide con c6 nhitng anh huéng dén
mach mau gop phn tryc tiép vao viéc giam sirc can mach mau ngoai bién. Trong cc nghién ciru trén dong
vat sdng, indapamide dd giam phan tmg mach mau gia ting ddi voi cac amine gdy co mach, kich thich dién
va angiotensin II & chudt ting huyét 4p® va di diu chinh phan ung tim mach bit thuong ddi voi
norepinephrine (va & muc d6 thap hon 1a angiotensin IT) & bénh nhan ting huyét 4p ma khong gay ting hoat
dong ciia hé than kinh adrenergic."? Trong cac nghién ciru in vitro, indapamide lam giam phan @mg mach
mau ddi voi cac chat gdy co mach khac nhau theo liéu lwong va tac dung nay duogc cho 1a do 1am giam véan

chuyén canxi qua mang trong co tron mach mau.'>!



Gan day, vai tro tiém ning cia indapamide trong viéc can thiép vao qua trinh tong hop cac prostanoid c6
hoat tinh mach mau di dugc dé xuat.'S Cac tac gia da tim thay su gia ting déng ké trong bai tiét nudc tiéu
ctia prostaglandin PGE2, mot chit gdy giin mach va ha huyét p, & bénh nhan ting huyét ap sau 6 tuan sir
dung indapamide 2.5 mg mdi ngay. Phu hop véi cac phat hién nay, ciing nhom nghién ciru ciing chi ra rang
indapamide c6 hoat tinh manh hon hydrochlorothiazide (HCT), furosemide, hoac spironolactone trong viéc
tic ché tong hop thromboxane A2 va kich thich tong hop prostacyclin in vitro. Nhimg phat hién nay hién
tai con kho danh gia va chac chin can dugc nghién ciru thém.

Cubi cuing, mot s6 nghién ctru goi y rang diéu tri v6i indapamide 2.5 mg mdi ngay trong 1 dén 2 thang gay
ra cac thay d6i huyét dong hoc tuong ty nhu cac thay doi do gidn mach dong-tinh mach. Trong cac nghién
ctru nay, khi danh gia huyét dong hoc tim mach bang cac ky thuat xAm I4n (sir dung 6ng thong nhiét pha
lodng) hoic khong xam 1an (siéu 4m tim hodc do tré khang tim mach), cung lwong tim va nhip tim hau nhur

khong thay dbi, trong khi sirc can mach mau ngoai vi tong thé giam dang ké khoang 15%.'6!7

Dwoc dong hoc
Phan nay chi tom tit cac dic tinh dugc dong hoc quan trong nhat. '8

C6 thé lién quan dén d6 hoa tan cao trong lipid cta indapamide, qua trinh hap thu thudc tir duong tiéu hoa
dién ra cyc ky nhanh chéng (trong vong 0.5 - 1 gio sau khi uéng) va hoan toan. Sinh kha dung cua dang
vién nén dat 100% va hau nhu khong thay d6i khi dung ciing thtrc an hodc thude khang acid.

Indapamide phan bd rong rai khép co thé va lién két manh mé& véi mot sb vi tri cu thé. Trong méau, thude
gan két nhiéu véi hong cau (80%) va cu thé 12 vé6i carbonic anhydrase (98%) ma khong c6 hoat tinh trc ché
dang ké ddi v6i enzyme nay. Trong huyét tuong, thudc gin két kha cao vdi protein huyét tuong (79%).
Thudc ciing thim nhap & mirc d6 déng ké vao thanh mach méu véi su lién két dic biét voi elastin. Do kha
nang lién két cao trong ngan mach mau, thudc co thé tich phan b rd rang twong dbi thap (+ 60 L) va 40%
lidu dung c6 mit trong mau sau 1 gio udng.

Sau khi udng lidu don 2.5, 5 va 10 mg, ciing nhu sau khi dung 13p lai lidu 2.5 mg hang ngay trong 15 ngay,
thoi gian ban thai cua indapamide khong thay di trong huyét trong khoang 16 dén 18 gid, cho thay viée
dung thubc mot 1an mdi ngay 1a kha thi va khong c6 thay d6i nao trong duoc dong hoc sau khi dung lap lai.
Dir liéu tir cac liéu don va da liéu déu cho thiy dugc dong hoc cua indapamide 13 tuyén tinh. Nong d6 6n
dinh trong huyét trong dat dugc sau 3 dén 4 ngay ké tir khi bat dau diéu tri va thudc khong tich lily & bénh
nhan ting huyét 4p c6 mirc d6 suy than khac nhau.

Indapamide dugc chuyén héa nhiéu trong gan. Puong thai trir chinh 1 qua nudc tiéu (60-70% tong lugng
hoat tinh phong xa duogc dwa vao), nhung chi ¢ 5-7% liéu duoc bai tiét dudi dang thude chua chuyén hoa;
20-23% hoat tinh phong xa dugc thai trir qua phan. D§ thanh thai qua than cia indapamide khoang 5
mL/phut, chi chiém du6i 10% do thanh thai toan than. Nhing dit liéu nay twong phan rd rét véi cac thude
loi tiéu tham chiéu, trong d6 lugng thude chua chuyén hoa bai tiét qua nudc tiéu thuong chiém hon 50%
lidu da dung va do thanh thai than c6 thé dat dén 300 mL/phut.

Ngudi ta cho ring d9 hoa tan cao trong lipid ctia nhém indoline mang lai cho indapamide kha nang lién két
dic hidu cao véi cac cdu tric trong hé thong tim mach. Diéu nay, khac véi cac thude lgi tiéu tap trung chu
yéu trong nudc tiéu, co thé giai thich mot s6 khac biét trong hoat tinh dugc 1y giita indapamide va cac thude
loi tiéu khac.



Hiéu qua diéu tri va tinh an toan
Thudc don tri trong lwa chon diu tay

Nhiéu so sanh mu don va mu doi véi gia duge hodc cac thude ha huyét ap khac da cho thay hiéu qua cia
indapamide khi duoc sir dung don 1é, dugce dénh gia qua viée dua huyét 4p tré vé mirc binh thuong & 58-
71% bénh nhan tang huyét 4p dugc diéu tri.*'*22 Khi phan tich thoi gian diéu tri v& hiéu qua ha huyét ap
ctia indapamide v&i lidu 2.5 mg mdi ngay, 1 rang tir cac két qua cua cac nghién ctru trung han cho thay tac
dung giam huyét ap ciia thudc xuat hién nhanh chéng (trong vong 1 hodc 2 tudn) va ngiy cang rd rét hon.
Théng thudng, sau 1 thang, hiéu qua cua thudce dat 65% muc tdi da, muc niy dat duoc sau 3 dén 4 thang
diéu tri va dugc duy tri subt thoi gian nghién ciru. Khi didu tri bang thudc duoc ngimg lai va bénh nhan tiép
tuc dugc theo doi trong 2 dén 4 tuén sir dung gia duoc, huyét ap tu tu tro vé mirc trude diéu tri ma khong
gy ra hién tuong tdng qua muc hodc phan tmg doi ngugc.'>?!

Trong cac nghién ctru so sanh véi cac thude ha huyét 4p dau tay khac, hiéu qua ctia indapamide voi lidu 2.5
mg mdi ngay duoc chirmg minh 1a twong duwong véi cac thude loi tiéu khac (HCT 50 mg/ngay; HCT 50
mg/ngay két hop véi amiloride 5 mg/ngay; chlorthalidone 50 mg/ngay; metolazone 2.5 mg/ngay;
bendrofluazide 5 mg/ngay) va cac thude chen beta (atenolol, metoprolol va pindolol), va vuot troi so voi
methyldopa.*'7*'* Cac nghién ctru dai han di xac nhan hiéu qué cua indapamide trong diéu tri ting huyét

ap v cin nhe dén trung binh va khong phirc tap trong thoi gian dai hon (1.5-3 nim).2"-2526

Tinh an toan

Indapamide 2.5 mg mot lan mdi ngay duoc dung nap tot. Tac dung phu hiém va nhe, thuong gip nhat 1a
suy nhugc, chong mat, dau dAu, mét moi, chudt rat co va rdi loan tiéu hoa, thuong xdy ra trong thang diéu
tri dau tién. Cac phan tng bét loi khac khong dic hiéu va it gip. Phat ban da va rdi loan cuong duong ciing
dugc bao cdo nhung khong phd bién.

Ha kali huyét thanh 1a tac dung phu vé sinh héa phd bién nhat. Khoang 10% bénh nhén diéu tri ¢6 gia tri
kali huyét thanh giam, nhung chi 1% c6 gié tri dudi 3 mmol/L, bit ké murc kali trude diéu tri (theo théng
tin ké don & Canada va Hoa K¥). Sau khi diéu tri dai han véi indapamide 2.5 mg mdi ngay, mirc giam trung
binh ciia ndng d6 kali huyét thanh 14 0,3-0,4 mmol/L; viéc bd sung kali hiém khi can thiét va chi trong cac
truong hop bénh nhan c6 mirc kali thip ban dau.

Trong qua trinh diéu tri dai han, murc acid uric trong huyét thanh da tang khoang 8%, nhung chi mét sb it
bénh nhan bi xuat hién bénh gout. Chuyén hoa glucose va lipid dudng nhu khong bi anh hudng dang ké boi
indapamide, theo cac két qua vé su 6n dinh ciia nong do glucose trong mau va lipid huyét thanh trong sudt
qué trinh diéu trj dai han.528

Céc tac dung phu hiém khi nghiém trong dén muc phai nging thudc. Ty 16 bénh nhan nging thude do
khéng dung nap 1a cuc ky thap; vi du, chi 1,3% trong s6 1202 bénh nhén chi st dung indapamide trong 3
thang da ngimg tham gia mot nghién ctru da trung tim & Vwong qudc Anh. Trong nghién ctru nay, cam nhan
strc khoe chi quan ctia bénh nhan duge danh gia bang thang do hinh anh. C6 55% bénh nhan cam thiy tbt
hon khi chi ding indapamide so v&i diéu tri trudc d6 va chi ¢ 5% cam thay té hon, pht hgp véi ty 1é ngimg
thudc thap.'

Liéu phap két hop



Trong cac nghién ciru kiém soat bang gia dugc, khi indapamide duoc két hop véi cac thude chen beta
(atenolol, metoprolol, nadolol, oxprenolol, pindolol hodc propranolol), tic dung ha huyét ap cua hai thude
nay thuong bd sung cho nhau. Nhin chung, sy két hop nay dugce dung nap tbt vi cac tic dung phu khong

cong don.!”*

Cic nghién ciru trén ddi twong diic biét

Mot s6 dic tinh cta indapamide nhu mot thude ha huyét ap, cu thé 1a tic dung giam huyét ap dan dan, lidu
dung mot 1an mdi ngdy, co ché hoat dong bd sung khong qua than va tac dong khong dang ké dén chuyén
hoa carbohydrate va lipid, 1am cho né tré thanh mot hop chit tha vi vé 1y thuyét cho diéu tri dai han & nguoi
cao tudi bi ting huyét ap, bénh nhan ting huyét 4p c6 suy than va bénh nhan ting huyét ap c6 dai thao
duong. Thudc ciing c6 thé co gia tri nhd tic dung 1én lipid va lipoprotein huyét thanh.

Bénh nhan ting huyét ap cao tudi

Diéu trj tang huyét 4p & ngudi cao tudi gip nhiéu khé khin vi nhiéu Iy do khong thé trinh bay chi tiét trong
pham vi nay. Néu viéc diéu tri bang thudc 14 can thiét, khong nén qua manh mé va cin tranh cac tac dung
phu nghiém trong. Do d6, giam huyét 4p & mirc vira phai véi it tic dung phu 1a mét chién luoc chap nhan
duoc.

Céc nghién ctru trén bénh nhan cao tudi bi ting huyét 4p>'® di xac nhan rang hiéu qua 1am sang va tinh an
toan ciia indapamide 2.5 mg hang ngdy trong nhém bénh nhan niy tuong tu nhu & ngudi tré tudi. Ciing nhu
& nguoi truong thanh tré tudi, theo doi huyét 4p dong mach trong 24 gid & bénh nhén cao tudi ting huyét
ap cho thay huyét ap dugc giam trong sudt 24 gio véi lieu dung mdi ngay mot 1an. Khong ghi nhén cac tac
dung bat loi trén kiém soat phan xa tim. Tir nhitg nghién ctru nay, c¢6 vé nhu véi tac dung ha huyét 4p dan
dan, hd so tac dung phu thuan lgi va liéu dung don gian, indapamide co thé 1a mét lya chon co gia tri trong
diéu tri bénh nhén cao tudi bi ting huyét ap.

Bénh nhan ting huyét ap c6 suy thin

Céc thudc lgi tiéu thiazide thuong khong c6 hiéu qua ¢ bénh nhan ting huyét ap c6 gia tri GFR dudi 25
mL/phut, trong khi cac thudc lgi tiéu quai va cac thudc ha huyét ap khac van duy tri duoc hidu qua & cac
bénh nhan nay. Do co ché tic dung bo sung khong qua than, indapamide c¢6 thé 14 mot Iya chon thay thé
hop 1y vé mit Iy thuyét.

Trong hai nghién ciru khac nhau,'>® mét s6 lugng nhé bénh nhan ting huyét ap c6 suy than tir nhe dén
ning da duoc diéu tri tir 6 dén 8 tuan bang indapamide 2.5 mg mdi ngay. Thudc da lam giam huyét 4p dang
ké & tit ca cac nhom bénh nhan, bat ké mirc do suy giam chirc ning than. Ngoai ra, & nhitng bénh nhan ting
huyét ap khong con chirc ning than dang diéu tri bang phwong phap loc méau dinh ky, viéc sir dung
indapamide 2.5 mg mdi ngay trong 4 tuan da lam giam huyét 4p dang ké ma khong gay ra cac tac dung bat
loi trén céc chi sd sinh hoa.

Nhing két qua kha quan nay rat dang cha y, nhung can dugc xac nhan & sé lugng bénh nhan 16n hon trudc
khi ¢6 thé dua ra két luan vé hiéu qua cta indapamide & nhom bénh nhan ting huyét ap dic biét nhay cam
nay.

Bénh nhén ting huyét ap c6 dai thao dwong



Tac dong “sai duong” cia cac thude loi tiéu thiazide 1én dung nap glucose & ngudi khong bi dai thao duong
va 1én kiém soat duong huyét & bénh nhan dai thao duong co6 ting huyét 4p hién da dugc thira nhan rong
rdi. Vi nhidu nghién ctru khong cho thiy sy khac biét dang ké trong muc duong huyét lac d6i ¢ bénh nhan
tang huyét 4p khong bi dai thao duong sau 1 dén 3 nim diéu tri véi indapamide, viéc danh gia trén nhiing
ngudi da bi dai thio duong 12 rit quan trong.2>?’ Nhirng nghién ctru ndy di x4c nhan rang khong c6 su thay
d6i déng ké nao trong murc dudng huyét lac doi trung binh va mirc dudng huyét sau in 2 gio.

Lipid huyét thanh va lipoprotein

Cac thude loi tiéu duoc biét dén 1a co thé anh huong bat loi dén nong do lipid va lipoprotein trong huyét
thanh. Cy thé, ndng do cholesterol toan phan va lipoprotein ty trong thap (LDL) ciing nhu triglyceride toan
phan va lipoprotein ty trong rat thap (VLDL) c6 thé tang 1én. Vi mét s6 chi s6 nay duoc coi 1a yéu té nguy
co xo vita dong mach, nén tac dong ctia indapamide 1én lipid va lipoprotein huyét thanh da dwoc nghién
ctru. Weidmann va cong sy?® da cho thiy rang sau 6 tuan diéu trj voi indapamide 2.5 mg mdi ngay, khong
c¢6 anh hudng dang ké nao ddi voi cac mirc lipid hodc lipoprotein huyét thanh dugc nghién ctru.

Két ludn

Qua viéc danh gia 10 nam kinh nghiém sir dung indapamide nhu méot thudc ha huyét 4p, rd rang rang thude
dap g céc tiéu chi hién nay cho mot thube ha huyét 4p hang dau, két hop hiéu qua giam huyét ap tdt véi
tan sudt tac dung phu thap va ché d6 dung thudc don gian, mot 1an mdi ngay.

Tai liéu tham khao

1. Noveck RJ, McMahon FG, Quiroz A, Giles T. Extrarenal contributions to indapamide's antihypertensive
mechanism of action. Am Heart J 1983;106:221-228

2. Grimm M, Weidmann P, Meier A, et al. Correction of altered noradrenaline reactivity in essential
hypertension by indapa mide. Br Heart J 1981;46:404-409

3. Hicks PE. The effects of long terra oral treatment with indapa mide on the development of DOCA -salt
hypertension in rats: vascular reactivity studies. Clin Exp Hypertension 1979; 1:713-731

4. Morledge JH. Clinical efficacy and safety of indapamide in essential hypertension. Am Heart J
1983;106:229-232

5. VelascoM, Guevara J, Morillo J, Urbina-Quintana A, Heman dez-Pieretti O. Clinical pharmacology of
indapamide. In: Velasco M, ed. Arterial hypertension. Amsterdam: Excerpta Medica, 1980:200-205

6. Rowlands DB, Glover DR, Young MA, Stallard TJ, Littler WA. Once-daily indapamide in the treatment
of the elderly and young hypertensive. Eur J Clin Pharmacol 1984;27:397-405

7. Campbell DB, Phillips EM. Short term effects and urinary excretion of a new diuretic, indapamide, in
normal subjects. Eur J Clin Pharmacol 1974;7:407-414

8. Caruso FS, Szabadi RR, Vukovich RA. Pharmacokinetics and clinical pharmacology of indapamide. Am
Heart J 1983; 106:212-220



9. Danielsen H, Pedersen EB, Spencer ES. Effect of indapamide on the renin-aldosterone system, and
urinary excretion of po tassium and calcium in essential hypertension. Br J Clin Phar macol 1984;18:229-
231

10. Pitone J, Kim KE, Valvo E, et al. Site of action of indapamide in the human nephron [Abstract]. Clin
Pharmacol Ther 1978; 23:125

11. Materson BJ. Insights into intrarenal sites and mechanisms of action of diuretic agents. Am Heart J
1983;106:188-208

12. Acchiardo SR, Skoutakis VA. Clinical efficacy, safety and pharmacokinetics of indapamide in renal
impairment. Am Heart J 1983; 106:237-244

13. KraetzJ,Criscionel,, Hedwall P. Dissociation of vascular and natriuretic effects of diuretic agents
[Abstract]. Naunyn Schmiedebergs Arch Pharmacol 1978;302:R42

14. Mironneau J, Savineau JP, Mironneau C. Compared effects of indapamide, hydrochlorothiazide and
chlorthalidone on elec trical and mechanical activities in vascular smooth muscle. Eur J Pharmacol 1981
;75:109-113

15. Gbeassor FM, Grose JH, LeBel M. Influence of diuretics on prostaglandin and thromboxane synthesis
[Abstract]. Clin In vest Med 1982;5:26B

16. Gensini G, Esente P, Giambartolomei A. A systemic hemody namic evaluation of indapamide. Clin Ther
1983;5:475—482

17. Velasco M, Urbina-Quintana A, Herndndez-Pieretti O. Car diovascular hemodynamic effects of
indapamide and atenolol in hypertensive patients. Curr Ther Res 1982;31:1007-1017

18. Grebow PE, Treitman JA, Barry EP, et al. Pharmacokinetics and bioavailability of indapamide: a new
antihypertensive drug. Eur J Clin Pharmacol 1982;22:295-299

19. Wheeley MStG, Bolton JC, Campbell DB. Indapamide in hy pertension: a study in general practice of
new or previously poorly controlled patients. Pharmacotherapeutica 1982;3: 143-152

20. Andries EW, Brems HM, Clement DL. Long-term effects of indapamide in patients with essential
hypertension. In: Velasco M, ed. Arterial hypertension. Amsterdam: Excerpta Medica, 1980:182-190

21. Beling S, Vukovich RA, Neiss ES, Zisblatt M, Webb E, Losi M. Long-term experience with indapamide.
Am Heart J 1983; 106:258-262

22. Anavekar SN, Ludbrook A, Louis WJ, Doyle AE. Evaluation of indapamide in the treatment of
hypertension. J Cardiovasc Pharmacol 1979;1:389-39

23. Bing RF, Russell GI, Swales JD, Thurston H. Indapamide and bendrofluazide: a comparison in the
management of essential hypertension. Br J Clin Pharmacol 1981;12:883-886

24. Chalmers JP, Wing LMH, Grygiel JJ, West MJ, Graham JR, Bune AJ. Effects of once daily indapamide
and pindolol on blood pressure, plasma aldosterone concentration and plasma renin activity in a general
practice setting. Eur J Clin Pharma col 1981;22:191-196



25.Baba S, Amano M, limura M, et al. Study on safety of long term administration of indapamide in patients
with essential hypertension. Special study on the effects on glucose tolerance. Geriatric Med 1982;20:1207-
1216

26. Goto Y, Tanabe A, Tagawa R, et al. Study on efficacy and safety of long-term administration of
indapamide in patients with essential hypertension. Geriatric Med 1982;20:839-848

27. Harrower ADB. Blood pressure and diabetic control during treatment of hypertensive diabetics with
indapamide. Practi tioner 1984°228:602-603

28. WeidmannP, GerberA, MordasiniR. Effects of antihyperten sive therapy on serum lipoproteins.
Hypertension 1983; 5: {suppl 1U):in-120-111-131

29. Brennan L, Wu MJ, Laquer UJ. A multicenter study of indapa mide in hypertensive patients with
impaired renal function. ClinTher 1982;5:121-12



