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TO HUONG DAN SU DUNG THUOC
Rx Thude ndy chi ding thea dom thube

Telmisartan and Amlodipine Lablets
Vidn nén

Khuyéa céo:
Boc ky huong diin trae kA s dyng
D4 xa thm tay tf om

THANH PHAN, HAM LUPONG CUA THUOC
M3 vén nén Teimisartan 40 mg and Amlodipine § myg tablets chira

Telmsaran 40 mg -
Amiodipn 5mg £
{Gueh dang amiodipin besiat §,915 mg)

T4 dupe. Mannitol (Pearbiol 20050), poviden K292, natn hydronyd, meglumn, magnesi
stearat. britand blue lake, acd oinc khan

Wl vadn nén Telmisartan 80 mg and Amlodipine § mg Lablets chus:

Telmisatan B0mg

Ao 5my

(s dang armiodipin besdat 6,435 mg)

T4 dupe. Mannitol (Pearttol 2008D), povidon K232, natn hydioxyd, meghumin, magnesi
stearal, brllignt blug lake, 30d eine khan

DANG BAO CHE: Vién nén
QUY CACH DONG GOl Hip 2 vix 14 vign Hop 31 x 10 wén

1] ap dom &b hode vin cic i khae T 74}
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telmisartan + amiodipin nén dugr ding mit , cling hode ung thire
mmmm»mmﬁﬁmmﬁ%m&mﬁmp
Khac

Dity trj thay thé

BEnh i 8 dyng belrmesartan va armiodipmn ndng beél o the thay thit bng cic viln phix hop
!M*Maﬂﬁkm&m&?ﬂmmmﬁm.lmﬁ
bén I hedc tudn B hom,

Chi dinh bt sung

Teimasartan + amiodpen 5 hé Ao ding & binh nhin md huylt 4p khlag duge kibm sadt dly
i chi vén amiodipn hojc telmssartan.

So snh by néng bedl v ca¢ thank phda (14 lelmesatan vé amlodipn) duge Khuyén c3o bude
mmaﬁmpﬁmﬁmmﬁmvﬁmwﬂﬂmmmmma&w
I phap dom in sang phbi hop ko o dinh.
mm&mmmmamwmmmmmmmmm
nhur phi, o thé duge chuydn sang ding vidn telmesartan + amiodipin 400 mg, 1 linngay, grém
iy amiodipint ma khing lam gidm &ap tmg hg huydt ap dy kika

Suy thin

Kniing céin hiu chinh iy ddi viri bnh nhan suy thin, hao gdm nhimg bénh nhén thim tch mau
Amiodipm v telmisartan khéng thé thedm tich frem THAN TRONG)

Suy gan

& nhdmng blinh nhin suy gan nhe din trung binh, cin thin trong khi sik ding lelmisartan ¢
amiodipin. DA v telmisanan, ibu hrgng khing dupe vugt qua 40mg x 1/ ngdy (xem THAN

TRONG).
Chdng i o & b ik suy gan ndng

Ngurdn lom

Knong clin hiéu chinh iy & nhimg bénn nin cao tubs
Tre am

Telmisarlan + amlodipen khing dugre kuyén céo ding cho bink ahdn dutn 18 hubi do thibu 0
lebu v tinh an todn va hiéu qué

CHONG CHI DINH

Cu méin vin telmisartan, amiodipin hodc vén b3t Iy thanh phin 14 duge nao cia thule.
Qua mdn véi ddn chit diydropynidin

Mang thai,

Cho con b,

Rbi loan At nghén mat

am

Sir dyng ddng than wa cac ché phdm chira aliskiren & nhimg béah nhdn tibu dudng hale suy thn
(GFR < 60 miiphity 73n)

THAN TRONG

Suy gan

Telmisartan: Telmisartan hu nhtr dugr I trir qua mal, Banh nhan cb réi foan te nghin mit
hode suy gan nang dugc dy dodn s& (Am gidm 6 thanh thal V1 viy, vién nda telmisartan +
amiodipin chéng chi Ginh cho nhimg bgan nhan niy. y

Vg nién telmisarian + amiodipin chi pén sir dyng than lrgng & nhimg bénh nhdn suy gan ng 4én
e S ik v, ¥ gl by it
kﬁmpﬂft?a il shuae ndnn nan ud chos A ﬂdl‘mdﬂlrh D‘lll!l’l’l‘lﬂ Gid I kidm

Suy tim

e

Tiing kail huyét

eimizarian trinh gidu rf w01 €A i the 8ng U bl ranin- angiaimraie aldosinrnn
;Nmm&wmwazwmmmmwwwn WIBC Theo dix
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inh nghvém 81 dyng ¢4 ding renin angotensin_ wc $1) durg 36ng
%«?ﬂumxﬁmmumm e;ymlmumnwwwm
Uﬁcmﬂmﬂmn&qdﬁﬂ(ﬁwWw,ujwl\édhdénﬁmwwﬁm
6 chn drge phi hop than tng vO1 Ieimsartan

Khie bigt ching e

Vidn nén telmisartan + amiodipn oo hdu Gul K Sy Iy cho bénh nhan Ca den (tutmg 12 ngutn
€6 g 64 thin). TAm quan rong 14 wée L4m G 4p & nhimg bdnh nhan da den 8dn gn
i han huyht Ap duge quan sat thy ¢ bénh nhin khong phdi ngutn da den

Khie

e m&mamwwm*mﬁwﬂxm m'mﬁaﬁﬁ&ﬁn
khaing thy the anglotensin dutmg nhy i héu qud rong @

50 bboh nhdn kg ph da den, c5 thd 1 do 1y I <6 renin thip & nhom benh nhdn L3ng huydt
apwd;d?;%mm Pyt 4p qua mi i bibeh nhén ey mau cuc bY
ng nhu bat 4p knde, wic ha huy8t 4p qué mir
Ogu’;?wnmm«mmwnmwmmwm

Tréem

Telmisartan + smlodipn Khdng dugs kuyén cd ding cho bénh nhin dudn 18 tuds da thibu 62
fgu v tinh @ toan va hiby qui

Tinh gdy ung ther

Khdng ¢ nghién cixs ndo v khd ndng gy ung the duore Iy Fign trén dang phdi hop teémisarian
+ amiodipin. Dir b phi lim sding cho bimg thanh phin dugc bko &0 bén dUh

Tedmisartan: Khéng co bing chimyg gdy ung thy & chult chng vA chudtnhat. Cac nghién oy 2
adm & chudt pdng vi chult nhat cho thiy khing o bd! ky sy gia Bng Khdi u nac ki dang
telmisartan trong bia n vir Béu thn frot 3 1000 va 100 mof kgl ngdy. G tn AUC huyét fuang

& by a0 nhét xbp 13 60 va 15 tin cao hom, romg Umg, 50 ven Gia I 7 nhimg ngue st dung liéu
a0 nhét dugs khuytn co

Amodpn mm&mnzmmhmmwmmwmwmwmm
4G ngivén oiru théng thurmg vé bim nang gy ung thu. Amindipin khéng gay ra kndi u @ chudt
gm ubing dén 2,5 g/ kg (nbng & trong huyét vamg hrong dueng Adng dd &at duge trén lam

9¢ tinh i truyén

Khisng b nghién ciru ndo v 8 tinh d tsyén dumc Hién hanh én dang phék bop telmesartan +
W.Dﬁ&mmmmwwm&mmmmmm " o
eimisartan: Tetmisartan khang cd ddc tinh di mét inal cac 18 nghidm v sy 831
o 4o i ek e B - ? .
Arnlodipin: Amiodipn knng phi b ddc 14 d ruyén qua métioat cac xél nghuém vé sy 6t bién
gen va dbt bién nmdm she thé

SIFDUNG THUGC CHO PHY NP €O THAI VA CHO CONBU

Phy nir cé that

Anh huréing cia telmvsartan + amiodipen trong thas ky chira dur bt Kiviing i cie nghidn cinu

phi m séng ngfwén e vé 3¢ tinh sinh sdn o v teimisaran + !

Khéing khuydn cho ding thulc 84 khing thy thi angatensen | & 3 thang du thas ky. Ching chi

dinh thisbe 861 khdng Iny thé angiotensin I 3 thang gicra va 3 thang cud thai ky. Khi dege chuda

dadn mang thai, nén ngung dling hude 361 khang thy theé angrotensin I ngay Bp birc v thay thi

o b khdie. Kni phat hign 2 thai, nén ngung dung leimssartan cing sém cang 188 Tré sa sinh 68

me d3 Bimg chdl 86 thing thy td angiolensa Il chn e theo dd1 chat ché v ndu chiimg ba
tdp. gedm ndu va Ling kall huydt. Cde nghuba cur bdn m sding cia teimisartan khéag cho
y hiu qud gay qual thal, nung dd cho thily syr &0c bao thal

Amlogn: D1 béu v& mit vés tnrtmg hop mang thai co dung amiadigen kndng chi ra ring

amiodpin hode cac chit dés kndng thy hé cala khac oo anh hutmg xdu 6l sire khod cua bao thai

Tusy avén, cic thudc ndy o8 tm ning gdy gidm oxy hupét & thai sh én quan 8én sy ha huyit 4p

& nguedn me, v o0 thé o nguy cor senh non ke 64

Cho con bu

Chura bibt telmisartan V&' hodc ambodigin o bai bt vio sira mg hay khéng, do 64 chdng chi dinh
mﬂﬁmm*awmmwwmmm Cac nghin cing phi [4m séng
ngmudn ci Lie dyng oua tedmisartan + amipdipin trong thow gian cho con by chua duge bbn hinh.
Cac nghién curu rén 0ng vl cho thdy cb su ba bét telmisartan vao sira me

Phy nlr cho con b hode ngung dung teimisadan + amiodipin hode ngumy cha cen b ndu duge chi
dinh ding lelmisartan + amiodipin

ANH HUGNG DEN KHA NANG LAI XE VA SU DUNG MAY MOC

Khang o8 nghién cinu ndo v dnh hurimg b Khd ndng 181 xe va sir dyng midy moc dupe thit hidn
Tuy nhidn, bénh nhdn cin dugre bt ho o6 B g&p nhimg tc dung khing mong mudn nhe ngdt,
ngu, hoa mdt, hadc chéng mat trong qua trinh Gy tn. Do 64, cn hin trong khi Lii xe hode
vn hanh may méc. Néu Bénh nhin 44 img cb nhimg tie dung khdng mong mudn ndy, nén tranh
cic viin d9ng mao hibm nhr 1l xe hode van hann may moc




). Tenisatan » amiogpi nn 8uge sir dyg Chn i & g béoh nhdn
Tang huyet ip do hep dbng mach tn

Tekmesartan Nguy oo ha hirydt 4 v suy thin ndng cb thl ting khi binh nhdn hep ddng mach thin
hal bén hodc mit bén da ok nhdn chi chn mt thiin duvre diby i g cdc thule b finh hudmg
040 hé thing renin.angiotensi-akdostamn Tng crestinis huydt thanh 03 dugrc quan sét dy rong
CAC nghién ol v Thud (g ché ACE & nivimg béah nhin hep ding madh thgn dom hadic hai bén.
]&m?mwmmmcmﬁmmomﬂmmb&wcmwm

Suy thin va edy ghép thin

Khi i dung vide teimisartan + amiodipin & blénh nhin suy gidm chire ndng than, cin heo o8 nbng
m&mﬁkﬁ.mwumﬁmﬁmmmmmam
Telmesartan: N it 1 qud 6 vk i o I thing renin-angrctensin-a ouka; ey Py
&s:m niéng thin ob thé duoe dy dodn & nhimg nguen dB mée bilnh. Telmisartan khang

1ach

Armiadiin: Amiodipin dege chuydn hia phiin 1m thinh cie cht chuypdn hba khing ¢ hoat tinh
vin 10% duor bai bt Gl dang khdng 4 qua nude thbu. Sy thay & nling db amiodipin trong
mﬂlmmmmwmmmm.mmwﬂmmmam
Bnh rihdn ndy v hdu bink thetmg. Amiodipin khdag thé mdm tich.

Gidem thé tich ni mach

Ha huydt 89 trgu chimg, d3c biét 14 sau khi diing idu 8by tién, ob thé xdy ra & nhng brh rhin &
gidm thé tich ndi mach vA/ hoda natn do didy rj blng thubc igi tdu manh, ché 8 &n han ché
béu chilly hodt ndn mira. Cn dibu tr nhimg trigu chimg trdn tnrd khi diing dang phéh hop.

Uc ché kép b thing renin-angiotensin-sldastercn

Telmisartan: Nhur mét b qué clia viéc (o ché b renin-angiotensin-aldosteron tim thary 88l chirc
nwwcmdnmandma«mmmamwamkmmﬁmw
heyp vén €4¢ sdn phim thube doh hirdmg dn b ihing nay, Telmisartan + amladipin cb thi dugc
dng chung voi cac thude na huybt ap khac, uy nhign vidc (o ¢hé kép b (nbing renin-
angolensa-aidostercn

=

(vi du biling cach thém mit chikt dre ch ACE hoic aliskiren trye titp vao mdt chit 64

khang thy thE angiolansin ) khdng duge khuyls cdo vA do dé néa han ché chc tnsimg hop Suege
xhe dinh fdng bitd v vidc thea ¢8I chit chi chire niing thin (xem chng chi dink),

Trong thir nghiém ONTARGET, bénh nhdn sir dyng phdi hor lelmisarian vé ramipnl khding cé
théen I ich gi 50 ven éu phap dom i, nimg oo tang 1 1§ mac chimg Ling kall huyét, suy thin,
ha huydt &9 vA ngAt 0 v nhom ting telmisartan da b hod ramipel dom I (xem Tuomg e
vén e loal thudbe khdc). Khing nén diing &g thir thulic lelmesanian + amiodipin va ramipril &
nhimg bérh nhain &5 kidm sodl huyétdp. Cic insimg hop Kaac kich ich hit renin-angiotansin-
aidosteron.

me ';amgmnﬁdmmw?@mﬂmwm 3;;&
bénh than tiém &n, bao gdm hiep ddng mach than), didu i bing thude (vi dhs e ché men chuyéa
angiotensin va thubc 04 kiding thy thé angiatensin 1) cb ién quan 8fn ha huyé! dp cdp, ling

trrong lrc. by it hodc hidm gdp nbar suy thin clo v/ halie L vong.

Sir dyng phdi hop cie chit ire ché ACE hojc chit ddi khing thy thé angiotensin, thubc ehdng
vidm v cic thude iod tida thiazid

Vige s dung thube (e ohE ACE hosic chdit 88 khing thy thé angiotensin, thide khang vim
(NSAID hodc chdt ire ché COX-2) va thude gt tiéu thiazid cing ite m ting nguy co suy hin
Dibu ndy bao gbm vide s dung tong cie thube diang phibi higrp e dinh o chira nhilu hom mé! logi
tude. Vide 0 ayng cae ioai tude dang phdi hap ndy chn & 6i v vibe then d8i nling 89 creatiin
uq&mmw:nmwmjxpv&mmﬁummgunmmmm
thin trong 03¢ bikt & béah nhdn cao tull hade nhimg bénh nhan ob bdn sl bi suy Bdn.

Chimg ting aldosteron nguyén phat

Taimizartan: Nhimg bénh nhan bi chimg ting aldosteron nguyn phat ndé chung sé khing dip ing

ven ez ube ha huybl 4p hoat 89 IhGng qua sy (e ché h renin - angiatensin. Do 8, khdng nén

i dyng telmisarian.

D4l thio dwimg type 2 -

Cie phdn tich tham d6 kebm dinh £ hai nghién ciru lelmisarian cb chimg G dugc 83 cho iy

nguy cor 17 veng do nhdi medu oo tim va 1 vong do bm mach dit ngdt (tr vong xdy ra trong vang

24 gitr sau khi xudl hén clc tidu chimg mi khng xdc dinh durre nguyia nhdn tim mach va khéng

m&qmmmmm%mmwwna nguybn nhin khae) &

binh phan &4 1o dudng mé Khding o4 lén sir v bénh mach vih hode nhdi may oo tim. & binh

mwmm.mmmmumwwmumuwm&mm
fodn.

Dvbu 1 wir tnufic ha huyéd &p telmisartan + amlodipin cé thil 1m gidm sty ving mau mach vinh

& nhmeg bénh nhan ndy Do 83, binh nhin 4 thdo dubng cin duoe chn dadn ey th va duge dilu

4y phil horp trurére khi &t adu Gidu trf voi telmisartan + amlodipin

mgch chii vi van tim, the nghén phi dgi co tim
Mdmm.mmmhécwmma&mimemémm
nhiin bj hiep @dng mich chis hoje hgp van tm, hode bgnh Iy cor tm phi dai.

Do thlt rgye B dinh, b miu cor tim clip tinks

Khéng b dir fibu dd hé trg wilc sir dung vifn teimesaran + amiadipin trong Sau it ngure khang
& dinh va trong sutt gai dags hodc trong ving mé! thng sau khi nhi mdu corbim.
Amlodipin. hibm khi, binh nhdn, ddc bift [ nhing ngutr 8 béh ddng mach vinh ndng, nhin
thay thn 3, then gian hodc mirc & nghidm trong el dau thl ngwe hodc nhi mau cor bm cp linh
gia tAng khi bt ehu dibu I véi thuc chen kénh caled hade vo thén dibm tBng béu. Corché (4

@0ng ndy chua duge bibt b,

Ngumg dang beta-biocker

Amlodpin: Amlodipin khéng pha 14 thude chen beta v do dokhdng dugc bio chéng lal cic
cor el e ngung dung beta blacker A4t ngdt; bt ky vibe ngLmg ding thudc nio nhur trkn
wwammuumm.

6 1A CAATHUOC V0N THUOC KHAC VA CAC LOAI TUONG TAC KHAC
Nndn thdy khig o hromg tic gira hai Bh4nh phdi ciia dang fhudc phis hop iu o dinh trong cic
gt Gy l3m sang

Tuomg tie thusng gip 651 véd dang phdi hep
Khéng ot nghein ol bromg e e ndo At iy hadn v thude phéi hop tekmesartan +
amlodipin v i Bwide khde Co 1l wiz dyng déng Ben.
o thudic ha huyt &9 Khdc: T8 dung ha huybt e i il telmisartan » smiodipin o i ting
Jén khi sir dyng ddng this v6i cde Mhmmﬁ_s@mu
Dipa vio tinh chit e I cika Pl cic s phdm sau o

1 t4em ting tc dung ha huylt 4p cisa 141 o cc thube chéng ting huydt 3p bao gdm telmisartan +

backfen, ami thé dimg o e frim rong hon do
mmmmwwmmmrhm

Cic
khic.

Khic

Cac hrang 1 khdc oh § nghta m séng chua duye xie dnh Vil s dung Blng thd temisaran

véi digoin, warfarn, hydroclorothiazid, gibenciamed, ibuprofen, paracelamol, sinvastatin vl

T s neg o e OB oy e SV o
r @ womg

mmm il by 1), i hebu chich hode nqung <0

mmwmumm
dyng thirl telmisanan + amiodige
Thinirgng mng sir dung phék hop

Cic thube viém kivding sterond (NSAIDs) Viés dibu tn i NSAIDs (aspinin & phac 38 iy
khidng viEm, thude (¢ ché COX-2 v NSAID khing chon loc) o khal nding gdy suy thiin cip & bish
nhin bj mé nude. Cic hap chd te ddng trén hi renin-angiolensin i telmisarian ef the e te
dyng 8lng vAn. Binh nhan ding NSAID v taimisartan nén Aot cung chp nundc dby & vi phii
theo ddi chire nang than khi bt ahu ddu i phil hop_ Sy gim tic dung ciia thubc ha huylt dg niur
teimisartan bdng cich (e ehé giin mach do prostagiandin da duo bia c3o tong qud trinh ity b
phbl hap vei NSAID

Noue i, Cmax v AUC o telmsartan gem rong (ng i 31% va 16%. S lién quan tm sang
trong nghién ciu néy civea duor biét . Khi iy r phdl hop teimisartan vé ramprl, dip (mg 0
e e g L e
trong m3 v 0 v
ramipeil rong B nghsbm ONTARGET 44 tam ting déng k4 kali ruylt, suy thdn, n huylt dp va
gkt 0 ver dom i bling lelemisartan hode ramipal (xem Duge Iy, Duge déng hoc. leimsartan)

Ds 6, khdng nbn s dung &g thin lelmisantan v3 ramipnl & blinh nhin 33 lobm sodt dige huyét
3p v nia gidn han & nhimg tnrong hop 43¢ bi#t xis Ginh chn duge theo 631 chit ché chire ndng

Twong tic voi amlodipin

Thi irng tong st diing ph hop _ ;

Buidi vA nude Bt Khing nén ding vién teimisartan + amiodipin v bud hede Aude bedt vi s

kd dung oo thil ting I & el 88 bénhy niain nido dé dlin dén lm ting buyét &,

Thude i ché CYP3AL: M3t nghein gy & bénh nivin cao hulk 44 chi ra raing dilliazem ue chd s

rao 64 chlt cis amiodipn, o5 thé thing ua CYP344 (ndog 38 trong huydt hvomg ting khadng

50% va tang thc dung ciis amiadipin). Khd ndng ( ché CYPIAL manh hom (nhu ketoconazal,

ilraconazol, ronave] o the 1am ting ndng g9 amladipin trong huyét tromg & mire 84 cao hon

dilliazem khong Iné khing & cép. Amiodipin nén dugre si dung thin trong khi phii hop v cic

chdt e chid CYPIA,

Thube cim (mg CYP3A (thudc ching co gidt (vi dy carbamazepn, phenctiartitai, pheryion,

mm.m.m.wmrmumﬂmaﬁm

gidm ndng 30 amiodipn bong huydt teang. Theo doi 1am sing duge chi dinh, oo W Ny chinh

tiby amiodipin trong i ran dibu b vi Brade cam img va sau khi ngung diing thube. Amiodipin

el duge sir dyng U Long K phik hep v thedc cdm img CYPAAL,

S dyng ddng then cdn e dé cip

Simwastatin: S dyng dog it amiogieen w1 simwastatin 80 mg kim ting ndng 83 senvastatin

mmiomv:ammmm.omwddwmwmwmmm
20 g mdi ngdy.

Tuﬁmﬂx‘m.wmmn&hl the dyng todn thin cia cicosporin hode

tacrobmus khi phii hop, Thiring muydn 10 88( nding 8 ccosportn v torlimus irong huyét

1romg vé hidu chint by ndu duree khuydn oo,

Khdc.

Trong idy phap don (. amiodipa & st dung n todn v thube i By thiazid, thude chen
bela, thudc (e chi AGE, nitrat o hogt tinh keo dai, nitrogiycenn ngdm dutn ludi, digaxin,
wartain, atorvastatin, sidenatl, hube khang acid nhdmmagle, cimetdin, thudc kiang viém
Khing steroid, Aharg Snh v b hg Gumg huyét daimg ung. K ding pivs hop amiadipn vi
sidenafl mi thudc o0 tac dung ha huydt p déc ip

Théng tin bd sung
g it 240 L nurde ép budn vén lidu don 10 mg amiodipn & 20 tink nguyén vide
%ﬂm_m:h,m muﬂ'ummm“ e clia amiodipn. Si dung
fhén amiodipin i1 Cmeldin khing od 4nh hudmg ding ki 0 duoc dng hoc clia amiodipin
Sir dyng 04ag o1 amiodipin vin atocvastatin, digon hade warfarin b dnh hudrmg ddng ké
&;‘&mmmmmmdmmhﬂm - .
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TAC DUNG KHONG MONG MUON
Dang phéi ngp ik cb dinh

Sir-an toin wa ki nang dung nap oia valn mnen einvsatan « amiodigen 04 dupc dAAR gid tong $
ighilts el Lam 54ng <6 kidm s2al ven ham 3500 b nivin, trén 2500 nowon durae A b ¥

1 phds hop amiodipin. Chc 144 dung khang mang muda dugc bao e bong ¢A¢ 10
nghiém m 5ang vor tetmisaran ghibi hap amiodmin dUoT Irnh biy duem day theo phn loal b e
qhean

Cac thc dung khéng mang miubn doc <3 1dp dirth dang nham the sudt 50y dyng i 8. RAL
thurtrmg g30 (21/90], thirtrng g (211100 dén <1710} 1t gdo (2111 000 gdn <1/100). dm (2P
(21110 D00 dén <111 000N, rit hibem g (<1790 000), chura bidt (kg b e tinh k- dir WU €4
shn) Trong méd nhom the sb, tc dhang Whding mang mubn duge Hinh bay theo thas tu giden 0dn
Mhsde bidn vt mhifim by ginh kg
Hibm gdp Wibm bang quang
A& dsan thm thdn
Hidm gap: Trdm cdm, ko lng, mbt ngd.
Rtk doper ) Ehdin Jm
Thurdmg Ghong mat
llﬂ -ngih. dau nlra A, Bau ddu, df cdm
Hiden gap NgAlxiu, B ly Ihdn kink ngoai bibn. ha huydt ap. rds loan vi gide, run
R hoan thin grie v be fav
Khing thudng xuydn Ching mid
R logn tim mach
] Ntp bim chdm, ddnh trdng ngyc
W g0 ark de N i N . 64
i 3 1 4p, hn it ap irrg. 88 bimg
mwn@ﬁfwwumm
I gdp Ho
R4 logn by hoa
It gdp Draw byng, bitu chiy, bubn nbn
Hebm gap O mira, wbm lgn phi das, chimg ki tidw, khd miéng
R ioan dia vd md din da
] Novra.
Hibm gip Ecrema ban 84 phit ban
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Théng tin bé sung d8i vid thude phéi hop

Phis nyoai mmmdnmmmmmmmmmm,wmnﬁp
n'nrog;mk hn & nhimg bénh nhidin duge Gbu i van phl hop telmesartiansamiodigin vén

1) 18 thilp hon & ahng binh nhdn chi nhan Sy by véi amiodgin CAc thimg bénh bin quan déa
phis (phis ngoal bién, phis thng quat va phu nd) thumg xult hén it hon & nhimg bénh nhdn ding
thube leimisartan>amiodgen Khe £o v nhing bénh nhin chi ding amisdipin 10 mg. Tiong thi
nghitm thilbt ké gl thira, ty 1@ phuia 1,3% von telmsanansamiodipin 40V mg va 806 ma,

8,8% v telmisanan ~amiodmin 40/10 mg v 80/10 mg va 18 4% v amledipn 10 g O AhOng bénh
nhin khang wge kdm sodl vén amlodipin § mg. 19 1 oha 1 @ 8% vor ibu 8045 mg wa B0 my v

24 3% o vin amladwpin 10 mg

Thing tin bb sung adi vor timg thank phin thube
TkmMmemmmmmmmmwthM@w
bt (amioddipin hode lelmisartan) co thé 1A nhimg e dung kndeg mong mudn ubm &n vin vidn
1elmisanansamipdipn, ngay ol khi khdng duge nhin thiy trong cbe thr rghidm iam sng hade
trong i glan hiu ma

Telmisantan
cacmmmmmmmmmmnmwmmwdmw
tiuydt dp, khidng phin bigl quan , A sau :
Nun‘:immnwam&nwsmmnn&mmu&tmwum._m!myme
(nhur vidm bang quang). rhidm duremag b hip irén, viem phé qudn, nhibm knudn, 4p xe,

mach mach mau nao
i 'rwh:nmmmkmw.mmaau 1t ngue.
Tngn hidu hoa Dy hen, kha chju 43 day, tho bon, vidm ¢a day, bénh irf, vidm dg ddy rudl, vigm
m\.mwduqs«mm.m:ﬂg

foan gan mar Chie nang gan bt inuemg, rél Ioan gan”
* Hiu hét che tnremg hop bAt thueng chire ning gan/ 1 loan gan sau hiu mal von telmisanan xiy
12 6 binh nhan & NNSL Ban, AImg nqudn cb nivdu khd ndng g4p cAc lac dyng khong mong Mubn

m'mnn‘emmdmda-Pn&mm{gnyww,mh&nbm,n&mm.mmuqu

?&“mﬂm'mﬁopvammmm gan (wbm diy cnling cb b Inbu chimg), viden KhGp
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véu dbm

Cae rly t Binh rher clim, dau, s8

ot m&"ﬁ%uﬁ% cenatinin huydi ramg, tng creatin prosphokinase syt

trong, bl thuang ECG

M +

Cac tac dyng khding mong muln khae due bao cho kudl hiEn kit dam 1 wen amiodipin, kRGng
phan bt quan hié nhdn qud, nhu sau

ey laan b mach mau va bach huyét Gram adh cly, grdm by chu.

Féi logn hi midn dich. Cud min

R loan dink dutmg v chuydn hoa. Tang duong huybt. bidng an

Ridy logn tim thiln Thay 41 1Am trang, ﬂmlmﬁimn,gll:mwm.lﬁllun nhdn cach,
chng thing

Rili lopn b tndn kint R8I oan ngogi thit
ﬂd«mmmﬂmygmmﬂmﬂmmmaum&n

Ré& iy vis el U Ly, ching mgl. ; .
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R foan mach mau Vidm mach

Kbt chal kiing kibm hom d3 duge khing dnh trong phin lich PP-PP, trong 45ty W nguy oo 102
(97 5% C1 0.63.1 12, p (kg kim heom) = 0 0078) ¥k tir ki gedn hian trén cun KTC 97 5% thilp
mwnﬁmummmma‘tmm,uagﬁmp&mmamm_
hare 18 dun 0,0125 trong o phdia tich ITT va PP thir nghiém 63 (hanh ciing rong villc chirg manh
i kidng kéen hom cia telmesartan sa vin ramipel trong vide phong ngilra chi by im sing thinh
WA {udn vh tinh kivdeg kém hon duge tim n-syvlnﬁnummmud_mimudn Mn:a
NN!MI!MIHuth&)M!MMWKmmwhhﬂﬂtﬂﬂlﬂuuﬂmm’l‘nu:v
e phidis nhim dyra trén tul, gen tinh, chiing 18¢. by phap phii hop ban dlu hodc binh har
Telmsartan cing duge Him thity 26 hidu Qu 1omg 1 nhu ramepnl i mdt vis ohi tidy phy duge x3c
mnnm_m;ﬁnwmummm_nwMwwmmwwwaﬂwm
by K vore, chi 1 chinh rong nghidn el tham chibu HOPE. dB danh g heby qua clla ramipr
30 i gil duge Tj 10 nguy o 17T cia teimisartan 5 vén ramipnl d& v chi béu chink hidy ba
ONTARGET 14 0,89 (97 4% €I 0.90-1 D8, p (khAng kém hem) = 0 0004). vk duepe xac nhgn bin ty
18 nquy co PP 1,00 (97 5% €10 011 11, p (khdng kém hom) =0 0041

So sdnh phili hgp teimisartan v mmepal vor don 1 rampnl -

Vil phi B elmimartan vir Famipal khong lm ting Tem 1ac dyng cha ramipni nods
tedmesarian, do do khdng thi chiumg minh tinh w vt cia su phl hap Aay. T 1 enl bé chinh (&
16,3% & nhden phdl hop lelmsartan vA rampnl. S0 w1 pham teimisartan (16,7%) va ramiprd
(16,5%) Ngodi ra, c6 mit 1 1§ cao han dang kb vl tng kali mdu, suy thin, ha huySt 4o va nght
ammwmurawm Do 66 Wc sir dyng phi hop lelmisartan va ramipnl khng
dugc khuyfin cao cha 03¢ luomg nay

Amiadhpin

Arlodipin 18 cht (2 £nd dang cale cia nhim dihygrogynadn (Mudc chen kinh Lim chdm niep
mﬂmmmwamawwmhmmmwmd:;‘mgm&u
Cochb ting huydl ap cda amiodipin 1 da tac dyng QAR nd e o mau,
alin ddn 5 gidm sy co mach mau ngogi i i hy huyll dp Dir M thyc nghvém chira ring

A

ambadipin gan kbt vir £ hal v tr] bén kit dihpdropyndn vA ropyricin. Amindipin o
Khid nang lira Chen MIch may tuang 88, cf Anh nudmg (rin cle 18 bao oo trom mach mi nivd
han ko 18 bdo oo im

(o] nhén 2o a0, dung HEu MGt tn mbt ngdy Lm gam huydl ap dang kb rén Bm Lang
ammmmﬁ&mmw.mmmmmwm.hmﬁapﬁpmn

€ nhiing blnh nhdn tng huydl dp oo cre ndng by thisomg, [y Sdu b cla amiodipn Lam
mmwo&x‘m’?uhmmmn:umium AN v e legmg misu dén Ihsn Neda qua ma
hhéng tha 18 lge hoic proten
kﬁmnrmﬁmmﬂhﬂlk&&mmn@mmmWM!m
A lipedt eyt tarerng v phe hop cho nguien bdnh hisn, @4 thao durémg va coul.

57 tyung cho bdoh nhin suy lem

Nghiin cini hurydl ioc vl e Ther nghidm Lam siang o kném soat theo NYHA & nnlmg bnh nhin
suy bm d0 1i- dd cho thdy amlodigin khéng g3y suy gdm m sang khi do dung nap wlin ding,
ohin sudt tng miu thit trd va tdu ehimg 18m sang mmmwdﬁm;ﬁummssj
durgre thabt %8 88 dank gi bEnh nhan suy Um 63 LIV theo NYHA kb ding dgoxn, thube 1o idy
vA thude (re chd ACE d3 chi ra rkng amiodipwn khing tim Lng rguy o0 ir vang hade i vong dbng
lemsukwug'ﬁm )

Trong nghibn cin c6 kiem sodl gid duge, By d3i, B2a tuc (PRAISE 2) cla amiadipin & nhimg

Béierh nhiin suy bm 80 11 vl 1V Ineo NYHA ma khong co indu chimg Lm sang hodc cac prat mén
Khach quan bénh tém dn hode tién tribn 1y &n dinkh o nhimg thullc e chd ACE digitalis, vl
thube ki Ky, amindipin khing e inh hedng Shn Hr veng da tim mach todn bd. Trong clng mat
dds rgng may, amiodipin oo kén guan dén wic tng phu phiy mdc du khing o & nhau ding
i gicra by 19 sy im ndng s vin g+ duge

DAC TINH DUQC BONG HOC
Do ding hoe caia hbu phls hop
T It v mire 06 hdp thi vién nén phéi hop teimisartan+amiod pin krong dweng ver khd dung sinh
Figse X Lol mesantan va améodipn khi si dung Bt Nahidn edr sinh khd dung (1235 12) due
thirg Msen weri wilbe phdi horp b o dinh 64 chi ra ring vl ding vién telmsartaramicdpin 8010
mg vén bira &n gidu chit béo lm guiem tdog dibn 1ieh dud duang eong thed glan- ndng 48 trong
g\zﬂlmmLEjﬂCmuﬁwmmm&nImmz&ﬂﬁﬂ'ﬁ.

win amlodipin, AUC v Crmax khiding bi thay dds (xem Lidu lrgma va Cach ding) Tuy nhidn,
xist ddn divimg cong Aap (ng by duy trl vl phgm v didy i 1ing cua lekmesanan, dah wdng Cud
mummmmmmmmwwmmmmumsudw
chuyén thanh niimg khac bidl nho 50 vor tubu qud ha huydt 3p. khéng dugc coi (3 o6 [én quan dén
18m s4ng, khidng hiu qué, clng nhar khang an loan
Dﬁcdﬁvgmmmﬂml don a1
Mép thu
Telmisartan Sau khi ubng teimisartan, sy hdp thy xdy ra nhanh {omax dao dgng tu 0,5 dén 2 g}
mac 0 huong hip thu thay dbi Sinh khd gung tuydt &b el telmesantan duoc cho thiy Ia phy thube
I Sinty kha dung tuyét ddi tnang binn ca telmisanan 40 mg (a 40%, frong khy do Sinh kN dung
fuyelt @51 trung bink cis Iy 160 my L khadng 60%
Khi 50 €ung telmisanan chung vin thire &n, wec gebm én tion due duong cong ning 89 trong
huydl Lremg (AUCH-=) cla teimasantan dao ddng by khabng 6% (bu 40 mg) dén khodng 19%
mlmm;svg&nnmmmwmmmmm Do dd. telmisarian cb thi duoc

\reng bira &n hode khing
Amlodipin. Sau ki ubng 1du don amiodpin, nbng 00 dink amiodigan Trong Huyel teong gat dugc
frong B-12 git. Senh khid dung iyt 8b duge linh tr 54% dén B0%. Sinh ki dung cUa amisdipin
khng by dnh hudmig bén thire &n

Fhan bd
Talmisartan, Telmisartan ¢ & e cao v protein nuydt wrong (> 89.5%), chl ylu 18 aloumin v
glycopeoledn alpha-1-acid Thé tich phan b & trang this An Sinh trung binh (Vess) o 13 66

Likg )
Amiodipin: Thib fich phiin b cia amiodipn xip xl 21 Ukg Cac nghbn cun in witrn ca amdodipm
the 1.;i.rr-unt!ncr91',5%:hmdclu.n-uru.inm:ic.n'.n;mrmnm\mr.‘u|:w:urmr|mmhn.-wr.nr--g-:wl:wrmnr:.aﬂcm

Chasydn hoa

Telmusadan Telmesanan tdi qua qua tinh tao 8 chit 1&n dbu Sang kb do da hop vin
acylghucuronid. Khdng o0 tae dung duge iy a0 dugc by heén oha s én hop Telmisartan khiing
dugr chuyén hda b hé thing cytochrom P450
WMWDMMMHM&MMMMMMMMHW
{khodng /]

Thi tnir
Telmusanan: Telmisartan duge dic tnmg bén duge dig hoc phin rd theo ham mi binh phueng
in NGk gean ban i cudi cung cda chu trinh 13 183 230 g0

Nng 46 huydt lierng 15 da (Cenax|) va, & ndng dB tndip hon. dién Lich du dutng Cong T Ganndog ¢

trong huydt lveng (AUC) ting khéag tvong xing von ldu Kndng co bdng chong vl su

Mch iy tedmisartan idn guan difn [dm séng trong khodng My khuyén cao. Sau kv wng (v pem

tinh mach), tebmssarian glin nh duge hai g qua phdn, cha yiu dutn dang Abdng 8 Lugmy bas

bt ok Loty SO i hoing
n i amiodhpin bir huytd buong has pha, wini thén gaan Ban (hdy pha

30 ditn 50 g, Nng 60 huydt trong trang tha de dinh dat ot sau ki dung huds kén tye |

T - Bogdy 10% amiodipin ban dba vt 60% chdt chuydn Noa amiocon duore b b Gua e

D 3800 hoe B vén nhien bdnh rhdn die b

Tra em (clurcri 18 tudi)

Khing e ol Wb dugre ddog hoc nbo 68 vis A tugng trd em

o i

Telmusartan Dy ddng hoc cua lelmisanan khéng khac bé| gdra bénh nhin nhi va nguen ton
(Bdnh nhds trbn 65 huli)

Amiodipin Than gaan 88 dit sdng 6 dinh cia amiogipn hupbt Lrong Liwong tr gira Bénh nhin
i vib nguen Wm0 ngurdn lom, 38 than thidi amiodpys 003U hUomg gudm, L Lng g tich dud

i e A e i e B il
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MAATC. CO0804 (dang phi byp), COFCAOT (tesmusarian), COBCAD1 (amiodipin).

Cor ché lhe

Dang phis hop teirmsartan v wiri cac oo ol b sung 34 kidm soin huyplkt g & ahtmg
mmmwuwm wmmu“m n,msm&uw
kibrity calky dhydropyndin_ amiodipin. Sir phl hop ndy eb Lae dung ha huyt ap cbng hop. dm
g huyld p Wt B 56 v mes thanh phin

Dung phds hop ledmisartan vl amisdion mdl (n mbi ngdy Lim gadm hadu qud va a dnh huydl ip
trong khodng Idu ddu b 24 g

Tolmcartan

Telmusartan & mdt chdt 6d¢ khing hy 1 chwytn bt angiotensin il AT} vl b qud dudng
whng Talmsanan canh iranh angotansin || do e et can (e v U Odn Kbt vao e th AT1, h
i Chyu rach niubm cho cde hoat déng &4 bt cla angeolens I, Telmssartan khdng thd tdn
Ky haat tink chd v3n kimg phln nda &ty (8B ATY Telmisartan [@n kit 26 chon loc wer thy (hA
AT1 vl kéo da Teimsanan khing o 4 hye vin zac thy thd khac, cing nhw ire ehd ranin
Pt heong & ngurtn) hosc ahen oie kinh o Hdu qud Lim shng & bba quan 88n vide chen hy
AT & guim Buydt &3 bang cach (rc ehd £ mach tus Béo Gy ra ban angsalensn (| ala dbn
Lirn gubm s ca mach. Trong ki didu 11 bing teimisartan, v foa: bd phdn bl Am cia angolsrsin
10 8 wirl v bkt reren e tng hawat tinh remen huyt tuemg. ddn 38a ting angiatessan I trong
byt bromg Mbc du ning &8 renan tng. hoal 1imh chibng 1ang hupdt 8p v gudin ndng 88 aldostersn
@4 cha thity weo chen thy thd angoters:n 11 oo hibu qud. Telmisartan kiving ue chi enzym chuydn
angehergan (Wrinasa 1), efzym e e dung L gdin Sradyline Do 40 khing 8 khil ndng e
mwwmmmnmmwrﬁ
€ ngurtn, b B0 mg bebmesadtan e chi gin mbu hodn todn tc dung gy 13ng huydt dp cua
angotensn || My qua v chd uge duy tr tong 24 o vt viln AAnh g Ao i 48 gy
Sau khi gung léu diy aia ielmsartan. ki phat te dung ha huybl 4p xiy ra dbu ¢3n frang ving
Jgior Tac b3 byt Ap 1 da thurdmg dat duge sau 448 tudn sau ki bt dbu Sdu th va duos
Gy i trong dids 1 0 han
The dung endng thng Ruylt 45 ko di [ e rong 24 g sau kil clng thude va 4 ol cuds tuac
b dung lbu S0 1ne0 khe B0 huydt 3p hé dung Vi vite theo di huydt &6 1hE dUng va do huylt
Ap Ihatng ruydn 8 b B thadn huylt 8p 24 g thudmg trie B0% 3 vin e hupdt ap Lim hy
58P va #p thm (D8P) sau khi dung kb 40 mg vi 80 mg teimaartan trong nghidn
cu l3m sing ol curoe &8 o

0 b sl tang huydt 3p, Telmesartan ke gdon huydt ap 1Am tha va Em fruong ma khdng dnh
bt dibn Abyg bent. Hadu GuA M Nuydl 4p coa lolmsartan khong phu RGOS vaa gin linh Nodd tuds
v hibu Gudl fuang Somg vin cie thide Sje tung thuds tac nhom thiuds ha huys ap khds (duroe
chimng mirh trong cac thir nghitm Em sing 50 sich Telmsanin v amiodgn. atenoiol tanlapd
ramphi hydrodorsthand, knnopnl vl vaisanan)

By 0 Blng Ietmisarian 43 dupc chi ra trong cac thi nghiém Km sang co Ién quan din v gidm
e y nghia thibeg k kinde lugng thlt iras v enl 358 khde luramng ThAL Irdi & bénh nhan ting huyét ap
V@ nihdi TEw that trin

Ty i ho khan Qang ké & niimg binh nhdn Ebu In bing Lelmeariun so von phimg inude ut
chd men chiybn angotensin reng cac iy nghuém im sing tnyc bbo 50 sdnn hal phuong phip
$dy i ha huyM ap

Prang ngus Wr long v [ vong o im mach

ONTARGET (On gowng Teimesanan Alene and Camisnaton with Rampril Global Endpon|

Tral) so sanh hdu qua s leimaanar, rampnl va 5 phis hop telmsartan vii ramipnl rdn kéf

qui bm mach & 25620 bnn nhan 1 55 by iy 1én o bén sir béna ddng mach vanh. 604 quy, ta:
bidn mach maw nda. bdnt meack My AGea: A1 hode biinh G thio dutmg £d tén trong co quan
ich {vi gy bbnn ving mac. phi das thit . albusmen macrs hode mucraaibumin ndu). G0 deén cho
mdt phiin kom cae binh nhdn o NGUyY O UM Mach a0

Car mupe by bin phat ci6a B nghudm ONTARGET 1 xac dinh ik () phé ngp didw by
\mimvsartan 8O mg va ramiprl 10 mg cb 14t hom dat i rampnl 10 mg Moy khbing v néu (b) tie
dung cUa teimisartan B0 mg khdng kém hon ramipal 10 myg Yoo pam chi Léu 1am sing chinh
tr vong B0 um mach, nhdi may oo tim khang gy i A quy ¥hing gdy Kr vong, hode rhip
wthfumwbiz’my&LNhquh&rngh-émwl- durgre thire hign bibng cie 1y 1) nguy oo
vih s phan tich bebn thebn Indn gan-budn od (Kaptan-Meer) VLR

Gt tbis gl iog s bdimi nindn e b B30 ghm. sy tim a0 u Chumg hodc vm adc
P ke, CAC indu chimeg oMt Ciia benn cin hec chirm bt hodt 60 kA hoach phdu Uit bm Long
mnwauna.wmwm.umm»mmmmwmmMI

1
Bénh nhidin Gugre phin nhém nghu nhidn o mot rong ta nhom Gdu In s lalmesanan 80 mg (n
= B5AZ]. ramvpei 10 mg (1 = B578] nodc ph hop teimegran B4 mg vor rampnt 10 m = |
B502) va I Gian B0 B thung Bink 33u 40 13 4.5 nm DA fuepng pghién cuu L T3% nam. 74%
rren o trieg, 13% nguen chiu A va 43% 1 6% tuli e M
Ting byl 85 xult i 1hn gin 83% barh rhdn duoc phan nhom ngl A
1 37 a0 uyBl 4o nghu Anadn va trin 14% co Puylt Ap twe 1 > 180/0 mmtg Tae thin
ban fhu wmmunnmmmmummamumnmamwuﬂ
glucose 1mdommulnbmauwg&nmmmnﬁumtﬁ?‘lw
(57%) Dade then kinh cales %), ntrates (29%) v inudc ign thu (28%). At
VHBC LA U did ) vart tadimisartan (4 hom wod ramipn| |gimesantan
uawmmwmnmﬂﬂmumu
B o e e e s e ketr &t O DI Y
PrAn tieh cie e dyng kniing mong mudn din déa g

in !
mang mebn nghedm trong cho thdy ho i mach L gdp hom & nhimg biinh nnan deba b ¥
teimusanan 5o vir Binh nhan G ) bing rarmpnl, trong o cho nbidil hom
Rt i by i talmisarian ol ’“!" f ‘;Mﬁmdﬂ .

50 san leimisaran von ramipal Vb hra chon bilin 89 Mving thdi hoh 113 chl dya trba k8t qult
nghén curu HOPE (Hean Outcomes Prevenbon Evaluation), m‘&m’:ﬂ

lr ramiprl rong «ic gudm chi Leu 13m sdng chink 13 hr vong do tim mach, nhid mau oo Bm khang
@by 1 vong, 00 quy khéng gy 12 vong, hodc nhap win do suy

THIE chi e Lim sdnq long by gida telmisartan (16.7%) va ramipel (16.5%). Trong phan tich

AuocC

ron che thir ngheben W s o 3y gea Ling oA ¢ nghia L sdrg vl &0 (mg Puylt 0
W*mmmm&ln Aimg & phu ndr M&mmﬂ
Béah nhdn suy thin

mLiptwit) chay

minh j nghia lm sang. Tekmesarten Suer: gdn kil chilt ché van cic proten huyét vomg @
€ BN tromg sy gidm chirc ning thin vi khding thi phue s blng cach orgy thin Thon gan bas
Il khting durcre Bhary 84 & bdnh nhdn sy than
WWMMMmummwwm-lwmmm

nhdn
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Gung tuydt dds in gdin 100% Thar gan ban thil Khdng duoe Sy 4 & Dok nhin sy gan
Amledpin Nhimg bloh ahin suy gebm chire ning gan 8 LM gum &3 thanh i cua armsedion
vin ki qui tam tang AUT khodng 40-60%
Thir ngheden Lim shng
Viln néa lelrraartan + amiodipin

o kbt qud Aghlie 2i7u [Am sang oM han nio fupe Bhur bl Blng clich su Sung win ohi
hop lees off deh
Hidhs el il dedmisartan # Silodion trong Sdii 1 tng hoydt 4p €3 Suoe nghin sun ién hom
3800 blinh nevdn trong B nghien cuns G G ngd nilka (M T nGRam €0 a4 UM ol due
vk et thels ngghwlbeny £ B cirung- thisbe thilt) vil B 1800 Bdeh nisbn frong han (Bn 1y Aohdm thes
G0 khdng mu Tang Pyl &0 LAm 1 dom Ge & nguren Iom [ nhe Sk ndng (huykl 19 W inegmg
lrung bink 2 98 mmbig vA < 119 mmidg] dupe ghn el lroeg B ngadkm S churd, U Suot
Trong hai Iy nghiém co G4 chimg-hubc hat, mhin ndy ngur om <o nudt ag 1 e ung
bink 2 95 (s e b it 0] PO 2 100 mmig (nhy erdag Sy 1 Sdng e
chdeg tang huyét Ap) vi cng kining dap umeg ddy &) Muydt 8o tim fuomg ning bink & 30 mmig)
say § tudn don tn kKhdng mu vin amiodiper
Trbu ehvude ol T €A C3C I nghaiem pha hop win Chéeng chl Jink va Gie ditu iodn g bt ke
trong muc Thin irong Beh nhin theg huyb ap thi phil thng Fupdt 5p Endng kdm sodt va muy
B sUng huyds G0 Uy cnumg dd duot log e Kihdng oo ngheln tuns rdo dUTT thu hfn oy hé o
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