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Wasnang
FORTZAAR

(Losartan potassium and Hydrochlorothiazide)

Uszinnaase
Wasmans (Tazsunu TWuedaGuuuaslalnsaaalslsarlan) Ussnauaiasiandidoy 2 nan Aa

angiotensin Il receptor (type AT1) antagonist tazeadiutiadniy

aauyly
ANNAUTARAGY
Wasngsladmsusnmausulaiagylunylianaissnuiaiaaianainuaulafiauaiufisiunu

AsanAuEsTavdasIn1sIinlsauazEnsIN1sAI8In Taavasadanin 1 lunioausulaingeid
Az laviavarvsiain

Wasnasidusnlsznauaialasisunu (Tas1s) uazlalnsmaalslsazlan Tunilioausulaiagaiazi

nzirlanavanaa e Tasisunuuagasenilglusdiuunwaunylalnsnaals lsaslaa Taanaauida
aavansINSLAaTIALazansINIsaaINTsAaandaniiafla Taadalaanatifinisalaasiuaainisane

nTsanaanidanniila, iIdulaialuduasunn uaznaiutilairlavadaaluyraaiuaulatagauazd

A lanavanaa e (QUiva LBaHf)
AUIALATAITUEUISE
Nasna1salvsndvaianainusuladagdindnle

Wasna15a12 vnsana nisusa lunsana1uisi ia

ANusUTanngy

aunenvalgssasunisBununiaiaainanissne fa Wsudssniuanldens 50/12.5 (Taans
unu 50 fiadndu/laTasaaalslsaylan 12.5 Gadndu) asvar 1 uia Suas 1 A%y dusugiafinanauauas
folufina anainsuiaduawasnans (Taznsunu 100 Gadndu/laTnsaaalslsaslam 25 fadniu) Asvas
1 in Suar 1 A%y wiaunlggns 50/12.5 advar 2 in Juar 1 A% auInagsdailile o Wasnaas ad

av 1 uin Tuar 1 A%e uda a5 50/12.5 advar 2 uia Juar 1 a5e T luaslanaanaiusuladinasla
Aalu 3 e udanEunisdne dnsadanialaens 100/12.5 (Tazsunu 100 Gadnsu/lalasaaa

5lsaslam 12.5 fiadnsu) lunihaflasuaTagrsdalsuauina1audy 100 fadndu uaznavnisnalunis
ATLANAINFAULRNTU

Tuarsisuausnuwiiaiidu Intravascularly volume-depleted (191 gihansnuiaaaidiudldaisluauin

g1gv) muaNasnag

Tunusirnlaanaanasluylran lain155uuse (A1 creatinine clearance <30 1adans/u1i) uiawia
NAUNNS



Tuddusavdsuaurnansuauaataldws 50/12.5 luliageany luadslaaiwasvmaslunisinen
Buanlurillgeang

A15anANLNYaEn1N1SIAR IaALaTaNTIN15A18InT1sAKaaatdaniia e luniaadudulaiageiifl
nzrtlaviavanagiain

Tagdnfiauraduau da Tad1sunu 50 fadnsu Mazasy windvludiuisaannnaulaa laaudiviune

AeTawsunu 50 fadnsn asusSvaunalngloainidindsznavaadiasisunuias ldinsaaals loas
lataaunagii (12.5 fadnsu) wasuinduduatadsuauiraaiiduaaslasisunu 100 fadnsulazlalasaaa
T5lsazlam 12.5 fadnsu Muazasy nsalndduidiuisatinauinaidulasisunu 100 fadnsuuiaslaing

Aaalslsarlan 25 Jaansu Juavasy ldwns 50/12.5, ldw1s 100/12.5 uar wasyne1s 100/25 idugiuuy
g adanuibiiinsandiughafi lasunissnsaisanTassunusniu lalnsaaals lsas lam

aanule
wilaaasnens lunsaigil
- wisfunaudsznauleg saveni
- éﬂaﬁ anuria
- vﬁﬂwﬁuﬁmnéuauﬁuﬁrmm sulfonamide

- nePallAgan
Tuarslanasnassiunu aliskiren luriafidulsawnviinu (gidus Ujizuieaduuavan)

YaAI59x N
Tamsunu-lalaseaalsloas laa

anuuAnnanisnluassn

nslaeninanussuuisiu-uadd Tamugulunagiingsnscor lasuiandaatasdiu azann15vineusay 1n
HastiNdn51N15An TsALaclFU EInUaIN15N TUATINUAENITNAUINLARN NAVDIIUIATUANAILADILATIN
aauq (oligohydramnios) d@mnsafidiuvinlvnisnluassniinisuuvigaauasilanuasinilng (lung

hypoplasia) waz1asinseaniingl (skeletal deformations) an1su1vALINITan & AR TuNITALSALARIL

5218 skull hypoplasia ildd@17zuas auauTlanas1 1a21a uasldadin Wansanuni1savassn Tunaa
larenasnaslaalindgamnduldle giius vegallassn

A12:04 1uAu: Angioedema guIUa a1N1TUNALN

A=RVUA I0AINTT
TunusinInlaranasnasluylranaunnisuialafinis5ulse (A1 creatinine clearance <30 1adans/

Uu1) (I YUIALLAZAITUINITEN)

Tau5LLnNu

19 laviriuiuansav
H51u91unistian1ir e luniliguivsie suduwaannnisdudessuy renin-angiotensin vinlunns
vivnuwavladsuuday ganisvinsinaayleatasnduganintniiaviealaen



gnlssinnniinanassuy renin-angiotensin 3:vin‘lut blood urea uas serum creatinine gudiulunilg

renovascular disease % bilateral renal artery stenosis vi%a stenosis of the artery to a solitary kidney

151N UNLNAT LA LNUAT1NANS T TaTISUN U smmﬁm\ﬂu‘naq'lmmLﬂaﬂuuﬂaﬂﬂmamﬂauaamw
LﬂJJLJJEmtIﬂ‘L‘D'U’I

nsiinvavseay TupaiFen Tubon
nslgsmfugduiinainssiuTuaadonludan aravinlmdansldundidonludangsla (@i

Ufifsunafiuvaven)

1aTlnsnaalslsay laa

Hypotension and electrolyte/fluid imbalance
uLfaIAuNIsSnInlgaanAINuAL1aRndug atatinainistiiavainalnuaulanasnlunilaaunese
wWihuasFIneaIn1snNAdinfiudaviivning lndugauavuaanainiadidan1ng las LU volume depletion

AT dunlwdandn viadaauaaidavainiinaalsaludand winiiiFuuludandi wiaTlundidan
Judandn Fea1aldndusswiifiannisvandariaandou wazasiin1snsnaindidnTns lanludsuiiu
ST MUANLURUNZHY

Metabolic and endocrine effects
nssnuaglsaslam 813vinlu glucose tolerance [ #a'll FvarsdSuauiaunSndiTsALLIMINTUSINGD

dugdunis (@iva Ufjfsuinafusacan)

sarlanarvannisduiaaidanaannivtddine uazvinluuaaifoulugsugeduidnuas anzuaaligoulu
Haangedu aratfinannnaunist lssasavinvuunniiulduuusian luudasainis et Feadangala
Isarlain naunaLrinn19n51ANTTVINIUUDINANNIST L55ER

svaulaladnasaauar lnsndiaa lsafiiAndu a1adunaainnissnsmaadulddicnanlsaslan

nssnealaananlsaslaa a1vinluinnislaiaiinsagsauiniiuliuas/miamnanlumilae 1iaslnn

gnlagsunuanlannansngan nslelasisunusiunylalnsnaals lsarlan Fvannisiinniizlanail
nsagsanniinldduiilavannadiulddnae

TsausSoimiveidn ulowmar Tuu
Tun1sfnImszuiaingn wuaudananisiinlsanstseiavitivaiia lulauanlunn (basal cell
carcinoma [BCC] uas squamous cell carcinoma [SCC]) tingidiuilialduaudsduaavanlainsnan

15 lsazlagaindu n1aclnauasuate lginanaals laazlaa anadunalnivinluialsanzsyRavivaiia
TudaanTunn

nihanlasuanlalasaaals lsaslan A5 lasunisuavaayalfaINuANIdInan1sIAnTsANEL5 RN
i lulauanrTun warads lasuausinngInunislasiulnaannisduaaLaILanzasvg UVA

Fuesen yihoasnsidausasunaluiuuiiivuasauadidulsedn uaruasunnanuiilianyunanul
dudeiarinnisdszifiucald  nslaanlalnsaaals lsas lanatadndunazaasmuniudnaselunirang
UszifuluTlsansiSeiamilvariia lulauai Tuun (i aan15a9LALN)



N717e178 1AW INIEUWAY (Acute respiratory distress)

Tunsdisuusenwulauaauinaavnzsuialaduinidaunausium Tealasdnidy was Azimulas
wWunIgIENIBUaIS s snwlaTasAaals lsas laa ArsugaaInasngis Lasals lasuN15INEIaaI

mnnsdua i aiiainsudavuaIn1IsgladuIniaUNAY (YU 81N TLALY)

51.47

wihafilasusnlsaylan UfaseunananaindulalugiifilsyiivialufilssiinsunniaduTsaraviin

o

{i51897U21279015 systemic lupus erythematosus Juusvin uiagnnseaulmanduannnisleenlsaslan

n15lur lunageiinssn
vulsamlasnaisluvdeiiagen

lavaneifinalaensenasruuisiu-uasdTamudu dwrsadumgidndussiouasiundinnanisnii
o v o I . - v v - “ o
Adaaisuluassnla Wansranuldidawmassn mugaleaanasnagasviun

wu flvayanislaaiaanaslundguiiagsn waannniafnsludaimaaay wulilawisunuvinluiia
nsanaLasinlnfivawnisnusniinvdasmaanluassn ddaindunaannaifilinassuu renin-angiotensin

Tunuse 15 perfusion wavlanuavilaanluassadinagiun1sWMUIYDISZUY renin-angiotensin Fa3z15u
AUAILLH LOaNdT 2 wadIN1969AS9N AL ANLEENTavmIaauluAssnLANT a1 lra 1 Wasng1s Tua

Tasu1d 2 38 3 YaIn15AIASSN

nslaanninanussuuisiu-uasiTamugulunagiinssnssaslnsunandauardin azanni1svineuaala
waziindns1n1siinlsalazidodinuainisnluassnuasnisnusniin  HauavnIlIATILONAILADILASSA
aauq (oligohydramnios) #nsafidiurinlunisnluassniinisuuvisaavaslanuasinlng (lung

hypoplasia) waz1asinszaniingl (skeletal deformations) a1n1su1vALINITan & AR TUNITALSALARIL

5218 skull hypoplasia ildd@12zuas auauTlanas1 1la21a uasldadin Wansanuni1savassn Tumaa
laasnasiaaisirngannduld e

2115 lufivdsravamanilinas Lf“im‘ﬂmﬁum5‘l‘ﬁmméﬁff‘luwfﬁaﬁﬂﬁﬁ”lmsmaﬁamu,ava'm A19AN¥INIY
iummmma'm‘l,my FuansradauauRnlniivamisnluassnudvain lasuaranaudulainlulasung
WSNUINIFIATSA WU lUTAMNLANANTEIINS T e fifinanaszuuisiu-uasd Tamududunislaen
anANuTafngesan n1susnisianisunsmiiimandulafingessuinisenssnasramuzauiugy
d1dny e mnanssneAnlsy Turigudanaranisauazmisniuasen

Tunseii Wundide luiin1adandunivuicdunal Nnuinissnrina e ninaszuusin-uaddlamuduln
Wuhaan1zsy eavulnuisamsiuiivainudasiataiadiudunisnluassn Iinnisnsiadansian

'Jurﬁl,flusxﬂzl,ﬁaﬂsztﬁuamwmﬂ‘luf]avfﬁﬂ%ﬂ (intra-amniotic) f:;’]W‘LIZ]\TI:i’]ﬂ‘S;’]LLMﬂﬁzﬂlLﬁiaﬁijﬂﬁﬁﬁa‘au‘]
(oligohydramnios) wum‘l‘ﬁmwaéw‘m% nudsuaiansauandunsediauisat nsmadgaunisniu
Assna1aMNNrEN TaaduduIuIudUamiuasnissingsn I’éﬂ’)ﬂLLa:LLW‘Vléﬂ’)’iﬁl‘szwﬁﬂﬁdaﬁﬂ’]‘iqoﬁﬁﬂ%’l
LLﬂﬂﬁthéﬂﬁgﬂsiﬁéauq (oligohydramnios) 813111509 AwNINNENEIInTinaanluassn lasudunsis

agvnalilavar luduisanaufugdniizlnila nisnaaanlannuisaitaglaaiwasngis arsaadnn
Funeaalnagafiinizaiuaulaias dadzuay wazTdusdidouluidangy

Vl,ﬁaJLsmmm5nmusml,aum'mwu‘lul,§am‘7|mumﬂauﬁa v lunusinlnlargndiutlddnzunlundeiingen
mammwumuso aummmmammﬂumﬁmLLavmaau‘luﬂsﬁn Toun daulunisnusniinusasaaudu
A35N SUIULNEALRDAANAY LLavmmwwmmauq mnmmu‘tuw‘lmy gndiutlagan: Wamnsmlasiunis



IAnTsARUKIASSN (Toxemia of pregnancy) Laz lufinangruliaananasiuduinardinldanzllssTaau
TunissnyTanaduny

N5 181 Tunsan Tuunyns
fiv lunsrumTagsunugnduaannivinuurialy lsavlanasranulaluiuu saitu anilatranaluiia
WAUNLANALINITAN TASUUNNITAT Fvarsudalrnunynsudaneganisloan

mslgarludin
gy lufinnafnedvdszdndninuazalnudaandauavaluiin

masnusninfifilseifinaanarnuisafivaelasawasnans:
wintinn1zddadizuasnizaninuaulaineni IuunlagnsinnissneinIuenlaiaLazni15vii renal

perfusion a13dudunavildsuaiaidanrzaaiyla tlasnriadneulaiasiTunau@An Laz/vmia naununis
Vimuaay lanialné

nsleanluygeang
AnN1sAnEININAANN TunuANLaARNDaIUsEANSAINLazAINUAanN aYave1TasIsLnL- ld1lnsAaa

15lsas lanaavidwiadranylunquiilageans (265 1) uazwihanatguaanin (<65 1)

(Fownd
mn‘ﬁa:gamfiﬁﬂm LIFE ( Losartan Intervention for Endpoint reduction in hypertension ) UsrTaaiany

gnlagsununaansIn1siinlsauaransinisnnauavlsaaanidanidlaliai/ouiaunuan atenolol 1w
Tudrunsanasviiwaulanumilafdniuauaulaiagitasialavasanagalala fuuulna1vaass
dunsnanausulaialuniliafisrlafan Frudulszansminuaaasnisdnei LIFE 9193 au 15

SnaassnTaznsunu Adinalnanaudevay 13.0% laisufuen atenolol (p=0.021) ‘luéﬂ’mﬁmuﬁo
whuanaudn (primary composite endpoint) aavatiinisailaasanaatnisaiaiiiasainTsanaandaniala
,iduTafinluduasunn uaznaiialanis lunsdneiorTassunuainsnanaiudesasdinginis
HnTsauazdnsinisaiaanlsanaanidaminladiaw3ouiisuduan atenolol ‘lu@’mmmﬁﬂaﬁmﬁoﬁﬁ
i laviasaane o llaias 31uau 8660 au Tnagarnulmunaudnaasnisdnen (primary endpoint)
aavaiin1salausinaasnisniaainisavaandaniinla, idulainlusuasunn uasnaiuiiailanie
(p=0.003) asvlsfinu lunsfnuiigihafasiilasunissneiaean atenolol afinuidasuasnisiin
primary composite endpoint wasnMnaurlsRIsA lasua Tagnsunu (p=0.03) Tun1sAATIEnaNLan
Wurtefasi ($u9u 533 au wialszunns 6% wavnthelunisiine LIFE) wihosiuau 29 lu 263 au
wanquiilasuen atenolol &9 primary endpoint (11% , 25.9 @a 1000 patient-years) was 46 lu 270 aulu

nauillasusnTaensunu (17%, 41.8 aa 1000 patient-years)

Uifsunadusave
T1a915UNu

'
aaa

s meiinaundmaudidns linulfdsoinatuaatataaraduiaddynieaindiulaiag
Aaalslsaslagn Adangu 209W15u Trwnsu ATuursinia (gvitwe lataseaals lsaslan uaanagaa v15

Iyisn m3a narcotics A1) AT TAUN TR Lar 83 Inadladu rafisraeulsunuduuasngiauilaaly

anseRua1saanONEN laNN1sANUaadN (active metabolite) &vluiinsUsaifiuiiveanivadiinuad
UiAsamanil



ruLfanAuanaueg Nignadude Angiotensin Il n1slaaniisrufuandiutladitsainsnuissauTdundi g
(potassium sparing diuretics) (lauwn spironolactone, triamterene, amiloride) 15 lasuTUuadFouLaT

inFdanfidudscnavaatlduandidan wiaurduniinatiussauTduadidonludan (laun srndscnaunlelang
W Inwin) anavinussauTduadidanludsugediula

uLfaAuadug SviinananisduataTasfion n1sduaisdidouaidantatay VUL A19MSIATATEAUR

Bonlugiuasnsuinasdy uniinislaindadisunsiunuaingu angiotensin Il receptor antagonists

gauNsanEUiilaafasasn sadvainauiiiainusmnzgelunisaangnadudinisvineuaay
cyclooxygenase-2 anafinaanussandnavavenduldazuazanananusulafadug foiu er1eunis
SnFuiiileafiosoun sadveinauiiiannusrwizgelunisaangnadudinisvineiuaay
cyclooxygenase-2 anavinliwalunisanadnusulafnuavaianausulaieiiignsduds Angiotensin Ii

wsa ACE inhibitors wauay

Tughousianfitdogrizaviavinnuinfednd (U Wiageans uiawnagluniizdsuinsiiuae saudesy
Nlasunissneaaaidullddneg) derditaviansunissneaaaiaunisaniduniladifiasaan saudeengu
Afiaudnnizgelunisaangnadudenisrinsnuaas cyclooxygenase-2 n1slutianalnaulainanigns

£fuglv Angiotensin Il 38 ACE inhibitors 57ua18 a13fimavinlunisvinuaaylaiadsngay sauiiiland

Anlanadaundu  danatatilduisandudugnitzlndle aviu arsusnisnislaansiuiuacy
sedinss T lunianlavinvuiiiailng

n15laen 2 finsannulunisdudessuy renin-angiotensin-aldosterone (RAAS) aneen angiotensin
receptor blockers, ACE inhibitors, #aa aliskiren fdiuduwuslunistiuaaudesuasn1siinainuauen

wuan sesuTdusdidanlulfangy wasildouilasnisvitviuaadls (sudivianaldounan) Waliauiy
nslaadad luasiaminuaulais nisvinuaaylatazdidnang lanaavlnagalunianlasuainasn
A1suaza1du Niinana RAAS lulaen aliskiren saunuwWasnaslugdiandulsaiuivinu ninldoenis

‘a1 aliskiren squfuWasnaslunaniinisvinviuaaslaunnsay (GFR <60 fiaddnsnauiil)

vnsWWaniidrudsznaundudaaulau CYP 450 uazatavirluminuanauaay active metabolite wavla
fH1TUNUARAY FIa1raaNan1Ts N ATUAnAsvn1sus InainsWnsnaauslasuawasngis

1aTnsnaals lsay lan

'
aaa

Waluarsadu aasvnanina ldilanainljiseinanuiuanduldddzngulsaslan

uaanagaa y15inisn wia narcotics - 21AFFNANS TULAANITANAU AN duLilavaInnisilaau
BEHRMI

8157187 15MUIMINY (DAATULTNIUURLAUYAL) - 2130 a9IN15UTVVUINLITABI TTALLININY

Y1a0A AU TATAEIF U - NauDIUUNNTIU



laaa Insiiu uas Taiaadwaa 1551 - nagaduladlnsaaals lsarlan udalua1lusuiy anionic
exchange resins aunaNluasvidarvavlaad lnsdiu nialaadafinaa 155U Wua1zdunulalng
aaalslsazlan uasvinlunisgadulalansnaanls lsaz lanarnniaiiuainisanas 85% was 43% aNdiau

masdi laaibiesaan, ACTH, w5a glycyrrhizin (Wu Tusrsian) - \fian1agoiadilan1sng languusydulnaianie
Arluedigunluidansiin

Pressor amines (17U asa5u141) - 913vinliun19nauduadna pressor amines anad o ludidunavnenen

Skeletal muscle relaxants, nondepolarizing (174 tubocuraring) - NSMAVFUDINDNIIAANLHIVDY
nauLialANT L

A5 - odiuldd112vinlu renal clearance waval5auanay wazltinaNLdaInan1stAnRenaBan Ty
wusinlulaansindu guandisiinuaivavsinsuaaisounaula

107UN15INAUTI IVSIGE5080 TINTY EINGUITTIAIMTUN =gV TUN 15000 QNEEVENIAITVIINIUYAY
cyclooxygenase-2 nslaanunisaniduniiiadifissasa sruiivainquindiainudnwizgelunisaangns

fiudnigvinenuaiay cyclooxygenase-2 asvinluniadiuldadnie nnsdulafiauaanniildd1ir uaznisan
ANuAUlanvavetulda1IIEanaY

Wrhouseifidowidaslavinnnfifalnd (ou giliogeargusagiayluniizlauinsintas sy
Alasun1ssnsasendullaaniz) Eefidelasunissnmoaiaunisdnduiiilaadiosesn samdainag
Afiaudnzgelunisaangnaiudenisrineiuuas cyclooxygenase-2 nsluanananudulainiiigns
fiuéie Angiotensin Il ¥§a ACE inhibitors 59uan8 a1afinavitlinisvinviuzaslaialsiuas saudeiitanaa

W laadlaunau FanaiatidiuisandvAugnitzdndla fatu A15U5115N15 THa15mA UL
sedinss T luianlavinvuriiailng

y11gasen1snaday luvavljianig
ilavannanlsas lasaiinanaluaiuadduaadiaatday Aalu a1finansznunaniIsnagauni1svinuiiaas
AaNNIST INTaan (RHnaa waAI55¢ )

21N15VLALN
AnNITNAaaINNAdTATavETagIsuny WWuedidau-lglnsraals loaslas lunwuainisui@dasdula

UanNANAINITU LAWY Ia1nn15 10 Tassunu Tusndidan uaz/mialalnsnaalslsaslaq daadl
FIENTUUINDU DINITUNLALNVNIURNATANEIINANITITILIUT IAINAISANNT WuIwas) AunISIu
placebo uasilasifunuavnisuanlaarsnenfinasg Aunisiu placebo tauiu

Taen? ldwihanualafiliasneinlaanlagsunu Iluedigdau-lad1lnsaaals lsarlan dulugyainig
anAsNAaduliasdnuasas luddunasnaanislaen

nNNIAaINinisAluANNItisN¥1 essential hypertension Wu21a1NI5ULALNNLAR A TU9aNIn
dvaifinisaasuinnl1n1slu placebo ustAndiuilssunns 1% vianinnansaviliansneialaa1asisg

unu TlupaiEan-d1nsaaals lsaslan



lunrsAnsmadinuuuaiuaulugiiaarusulatageniviilavavanaials wuawihanusaalass
wnwlusduuuangunulalnsaaalslsaslanlad adn1sdulufivlssavaniiguuanannaiwulauaangn

Aa fud aaulldg/aauan uariiann1558nuyu

2 N15UNLALN IS ULANLAN NN T lanasng1s A auasIniinisduuialunavaaia waz/mia lu

AsANEININAATN 1ia annTsloaunazsniduavalssnaunianaviinissnnuiglunatnaia:

(davanoia lusieusy, tlavaneinsiousiuas 7,1/;77,1/75{754‘:1'/%2767 (56 zyvu”"lumﬁbzﬁya): TsAuzLE
favierfia lulawuanTunn (basal cell carcinoma, squamous cell carcinoma)

AIuAnYAGvavTLIIEaAUA UYEDY: MImnGalEanen Tafinane aplastic anemia hemolytic anemia
Audfinidanuiisii agranulocytosis

AIuAnYAGvavTLLAIANAY: fIsavutasaavn1siaUd5un Anaphylactic, Angioedema 5nvivii
27In1sUINYaInAaded uaraavdnadey vinlmAaniadurialaandu uaz/mia faanisuanvaslumin
1hn pavies wazmia aulugihoflelagnsunu Gsuwaruaasgirowanil wuaeaia Angioedema
mué’ni‘iaiﬁ%mm;‘j'u's'mﬂv’qmnéu ACE inhibitors wus1gv1un15tinannis intestinal angioedema ‘luvgyﬂ'm
#ila5e11 Angiotensin Il receptors antagonists sau&vn1stina1nssanalugthauesieilasan Tagnsunu

aImdalndvaviunivadanuas Tahou1a15: \daainis seetviinialuldangy ssavgdalulfangy adulu
dunavavdianing lan saudvszaulafouluifansiuazszauldundifanluifansii
Abndaginvisan: wauwluvay, nsedunszdny

amAandvavssyyYseam: n1ssugadidanay tandsuer taalunsu anusdnduiatuie

AmAndndaver: aanisiiududindas ansiduadensn

AIuAnUnGYav#1 19: Wdu W lamuisy

AImAnUnGYavTEYYAsMEDR: NanaNINTIFITasEudaduRuS T uLUIAL necrotizing angiitis
(vasculitis) (cutaneous vasculitis)

AIMARLAGYaVIELYNIIGUNIE 19 nTvanuazdarinunawan: la Anayn aavadanldy ARG
aav lgid nsfiaidauasntaiunialagiuuu nznianialadiunn dasdniduuazuiiailutas fisraviu
Astian1sugladuinidaundunaauin (R0 aAITITI)

AIWAAYAAYSYSUUNIIALAI1IT. 81T LlEaE UIanay 5EA8LAaINTEINIE NIUNDY NavLlda Navpn
aduld a13ou Ausaudnidy aanviatuanidu
AIwdalndivaveiuuasada: sruanidu fanu (intrahepatic cholestatic jaundice)

AIWARYAGYayssULAIEvuas dada TaArdy: Fulay Au Wna (39089 Henoch-Schoenlein
purpura) toxic epidermal necrolysis AufAu KmbaaaRailng n1aelanauds cutaneous lupus
erythematosus
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Tablets
FORTZAAR®

(losartan potassium and hydrochlorothiazide)

THERAPEUTIC CLASS
FORTZAAR (losartan potassium and hydrochlorothiazide) is the first combination of an angiotensin |

receptor (type AT4) antagonist and a diuretic.

INDICATIONS
Hypertension
FORTZAAR is indicated for the treatment of hypertension, for patients in whom combination therapy is

appropriate.

Reduction in the Risk of Cardiovascular Morbidity and Mortality in Hypertensive Patients with Left

Ventricular Hypertrophy
FORTZAAR is a combination of losartan (COZAAR) and hydrochlorothiazide. In patients with

hypertension and left ventricular hypertrophy, losartan, often in combination with hydrochlorothiazide,

reduces the risk of cardiovascular morbidity and mortality as measured by the combined incidence of
cardiovascular death, stroke, and myocardial infarction in hypertensive patients with left ventricular
hypertrophy (see RACE).

DOSAGE AND ADMINISTRATION

FORTZAAR may be administered with other antihypertensive agents.

FORTZAAR may be administered with or without food.

Hypertension
The usual starting and maintenance dose of HYZAAR is one tablet of HYZAAR 50/12.5 (losartan

50 mg/hydrochlorothiazide 12.5 mg) once daily. For patients who do not respond adequately to HYZAAR
50/12.5, the dosage may be increased to one tablet of FORTZAAR (losartan 100 mg/hydrochlorothiazide
25 mg) once daily or two tablets of HYZAAR 50/12.5 once daily. The maximum dose is one tablet of
FORTZAAR once daily or two tablets of HYZAAR 50/12.5 once daily. In general, the antihypertensive
effect is attained within three weeks after initiation of therapy. HYZAAR 100/12.5 (losartan
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100 mg/hydrochlorothiazide 12.5 mg) is available for those patients titrated to 100 mg of COZAAR who

require additional blood pressure control.

FORTZAAR should not be initiated in patients who are intravascularly volume-depleted (e.g., those

treated with high-dose diuretics).

FORTZAAR is not recommended for patients with severe renal impairment (creatinine clearance

<30 mL/min) or for patients with hepatic impairment.

No initial dosage adjustment of HYZAAR 50/12.5 is necessary for elderly patients. FORTZAAR should not

be used as initial therapy in elderly patients.

Reduction in the Risk of Cardiovascular Morbidity and Mortality in Hypertensive Patients with Left

Ventricular Hypertrophy

The usual starting dose is 50 mg of losartan once daily. If goal blood pressure is not reached with losartan
50 mg, therapy should be titrated using a combination of losartan and a low dose of hydrochlorothiazide
(12.5 mg) and, if needed, the dose should then be increased to losartan 100 mg and hydrochlorothiazide
12.5 mg once daily. If necessary, the dose should be increased to losartan 100 mg and
hydrochlorothiazide 25 mg once daily. HYZAAR 50/12.5, HYZAAR 100/12.5 and FORTZAAR 100/25 are
suitable alternative formulations in patients who would otherwise be treated concomitantly with losartan

plus hydrochlorothiazide.

CONTRAINDICATIONS
FORTZAAR is contraindicated in:
- patients who are hypersensitive to any component of this product.
- patients with anuria.
- patients who are hypersensitive to other sulfonamide-derived drugs.

- pregnant woman

FORTZAAR should not be administered with aliskiren in patients with diabetes (see DRUG
INTERACTIONS).

PRECAUTIONS

Losartan-Hydrochlorothiazide

Fetal Toxicity
Use of drugs that act on the renin-angiotensin system during the second and third trimesters of pregnancy

reduces fetal renal function and increases fetal and neonatal morbidity and death. Resulting



oligohydramnios can be associated with fetal lung hypoplasia and skeletal deformations. Potential
neonatal adverse effects include skull hypoplasia, anuria, hypotension, renal failure, and death. When
pregnancy is detected, discontinue FORTZAAR as soon as possible. See PREGNANCY.

Hypersensitivity. Angioedema. See SIDE EFFECTS.

Hepatic and Renal Impairment
FORTZAAR is not recommended for patients with hepatic impairment or severe renal impairment
(creatinine clearance <30 mL/min) (see DOSAGE AND ADMINISTRATION).

Losartan

Renal Function Impairment
As a consequence of inhibiting the renin-angiotensin system, changes in renal function including renal
failure have been reported in susceptible individuals; these changes in renal function may be reversible

upon discontinuation of therapy.

Other drugs that affect the renin-angiotensin system may increase blood urea and serum creatinine in
patients with renovascular disease such as bilateral renal artery stenosis or stenosis of the artery to a
solitary kidney. Similar effects have been reported with losartan; these changes in renal function may be

reversible upon discontinuation of therapy.
Increases in Serum Pofassium
Concomitant use of other drugs that may increase serum potassium may lead to hyperkalemia (see

DRUG INTERACTIONS).

Hydrochlorothiazide

Hypotension and electrolyte/fluid imbalance
As with all antihypertensive therapy, symptomatic hypotension may occur in some patients. Patients
should be observed for clinical signs of fluid or electrolyte imbalance, e.g. volume depletion,

hyponatremia, hypochloremic alkalosis, hypomagnesemia or hypokalemia which may occur during



intercurrent diarrhea or vomiting. Periodic determination of serum electrolytes should be performed at
appropriate intervals in such patients.

Metabolic and endocrine effects

Thiazide therapy may impair glucose tolerance. Dosage adjustment of antidiabetic agents, including
insulin, may be required (see DRUG INTERACTIONS).

Thiazides may decrease urinary calcium excretion and may cause intermittent and slight elevation of
serum calcium. Marked hypercalcemia may be evidence of hidden hyperparathyroidism. Thiazides should

be discontinued before carrying out tests for parathyroid function.

Increases in cholesterol and triglyceride levels may be associated with thiazide diuretic therapy.

Thiazide therapy may precipitate hyperuricemia and/or gout in certain patients. Because losartan
decreases uric acid, losartan in combination with hydrochlorothiazide attenuates the diuretic-induced

hyperuricemia.

Non-melanoma skin cancer

An increased risk of non-melanoma skin cancer (basal cell carcinoma [BCC] and squamous cell
carcinoma [SCC]) with increasing cumulative dose of hydrochlorothiazide has been observed in
epidemiological studies. Photosensitizing actions of hydrochlorothiazide could act as a possible

mechanism for non-melanoma skin cancer.

Patients taking hydrochlorothiazide should be informed of the risk of non-melanoma skin cancer and
advised to take preventive measures to reduce sun and artificial UVA exposure. Patients should regularly

check their skin for new lesions and promptly report suspicious skin lesions to their physicians for



evaluation. The use of hydrochlorothiazide may also need to be reconsidered in patients who have

experienced previous non-melanoma skin cancer. (See also SIDE EFFECTS.)

Acufte respiratory distress

Very rare severe cases of acute respiratory distress including pneumonitis and pulmonary edema have
been reported after taking hydrochlorothiazide. FORTZAAR should be discontinued, and appropriate
treatment should be given if the patient presents with acute respiratory distress. (See SIDE EFFECTS.)

Other
In patients receiving thiazides, hypersensitivity reactions may occur with or without a history of allergy or
bronchial asthma. Exacerbation or activation of systemic lupus erythematosus has been reported with the

use of thiazides.

PREGNANCY
FORTZAAR is contraindicated in pregnant women.

Drugs that act directly on the renin-angiotensin system can cause injury and death to the developing
fetus. When pregnancy is detected, discontinue FORTZAAR as soon as possible.

Although there is no experience with the use of FORTZAAR in pregnant women, animal studies with
losartan potassium have demonstrated fetal and neonatal injury and death, the mechanism of which is
believed to be pharmacologically mediated through effects on the renin-angiotensin system. In humans,
fetal renal perfusion, which is dependent upon the development of the renin angiotensin system, begins in
the second trimester; thus, risk to the fetus increases if FORTZAAR is administered during the second or

third trimesters of pregnancy.

Use of drugs that act on the renin-angiotensin system during the second and third trimesters of pregnancy
reduces fetal renal function and increases fetal and neonatal morbidity and death. Resulting
oligohydramnios can be associated with fetal lung hypoplasia and skeletal deformations. Potential
neonatal adverse effects include skull hypoplasia, anuria, hypotension, renal failure, and death. When

pregnancy is detected, discontinue FORTZAAR as soon as possible.

These adverse outcomes are usually associated with the use of these drugs in the second and third
trimesters of pregnancy. Most epidemiologic studies examining fetal abnormalities after exposure to

antihypertensive use in the first trimester have not distinguished drugs affecting the renin-angiotensin



system from other antihypertensive agents. Appropriate management of maternal hypertension during

pregnancy is important to optimize outcomes for both mother and fetus.

In the unusual case that there is no appropriate alternative to therapy with drugs affecting the renin-
angiotensin system for a particular patient, apprise the mother of the potential risk to the fetus. Perform
serial ultrasound examinations to assess the intra-amniotic environment. If oligohydramnios is observed,
discontinue FORTZAAR, unless it is considered life-saving for the mother. Fetal testing may be
appropriate, based on the week of pregnancy. Patients and physicians should be aware, however, that
oligohydramnios may not appear until after the fetus has sustained irreversible injury. Closely observe

infants with histories of /n ufero exposure to FORTZAAR for hypotension, oliguria, and hyperkalemia.

Thiazides cross the placental barrier and appear in cord blood. The routine use of diuretics in otherwise
healthy pregnant women is not recommended and exposes mother and fetus to unnecessary hazard
including fetal or neonatal jaundice, thrombocytopenia and possibly other adverse reactions which have
occurred in the adult. Diuretics do not prevent development of toxemia of pregnancy and there is no

satisfactory evidence that they are useful in the treatment of toxemia.

NURSING MOTHERS
It is not known whether losartan is excreted in human milk. Thiazides appear in human milk. Because of
the potential for adverse effects on the nursing infant, a decision should be made whether to discontinue

nursing or discontinue the drug, taking into account the importance of the drug to the mother.

PEDIATRIC USE

Safety and effectiveness in children have not been established.

Neonates with a history of in utero exposure to FORTZAAR:
If oliguria or hypotension occur, direct attention toward support of blood pressure and renal perfusion.
Exchange transfusions or dialysis may be required as a means of reversing hypotension and/or

substituting for disordered renal function.

USE IN THE ELDERLY
In clinical studies, there were no clinically significant differences in the efficacy and safety profiles of

losartan-hydrochlorothiazide in older (=65 years) and younger patients (<65 years).

RACE
Based on the LIFE (Losartan Intervention For Endpoint reduction in hypertension) study, the benefits of
losartan on cardiovascular morbidity and mortality compared to atenolol do not apply to Black patients

with hypertension and left ventricular hypertrophy although both treatment regimens effectively lowered



blood pressure in Black patients. In the overall LIFE study population (n=9193), treatment with losartan
resulted in a 13.0% risk reduction (p=0.021) as compared to atenolol for patients reaching the primary
composite endpoint of the combined incidence of cardiovascular death, stroke, and myocardial infarction.
In this study, losartan decreased the risk of cardiovascular morbidity and mortality compared to atenolol in
non-Black, hypertensive patients with left ventricular hypertrophy (n=8660) as measured by the primary
endpoint of the combined incidence of cardiovascular death, stroke, and myocardial infarction (p=0.003).
In this study, however, Black patients treated with atenolol were at lower risk of experiencing the primary
composite endpoint compared with Black patients treated with losartan (p=0.03). In the subgroup of Black
patients (n=533; 6% of the LIFE study patients), there were 29 primary endpoints among 263 patients on
atenolol (11%, 25.9 per 1000 patient-years) and 46 primary endpoints among 270 patients (17%, 41.8 per

1000 patient-years) on losartan.

DRUG INTERACTIONS

Losartan

In clinical pharmacokinetic trials, no drug interactions of clinical significance have been identified with
hydrochlorothiazide, digoxin, warfarin, cimetidine, phenobarbital (see Hydrochlorothiazide, Alcohol,
barbiturates, or narcofics below), ketoconazole and erythromycin. Rifampin and fluconazole have been
reported to reduce levels of active metabolite. The clinical consequences of these interactions have not

been evaluated.

As with other drugs that block angiotensin |l or its effects, concomitant use of potassium-sparing diuretics
(e.g., spironolactone, triamterene, amiloride), potassium supplements salt substitutes containing
potassium, or other drugs that may increase serum potassium (e.g., trimethoprim-containing products)

may lead to increases in serum potassium.

As with other drugs which affect the excretion of sodium, lithium excretion may be reduced. Therefore,
serum lithium levels should be monitored carefully if lithium salts are to be co-administered with

angiotensin Il receptor antagonists.

Non-steroidal anti-inflammatory drugs (NSAIDs) including selective cyclooxygenase-2 inhibitors (COX-2
inhibitors) may reduce the effect of diuretics and other antihypertensive drugs. Therefore, the
antihypertensive effect of angiotensin Il receptor antagonists or ACE inhibitors may be attenuated by
NSAIDs including selective COX-2 inhibitors.

In some patients with compromised renal function (e.g., elderly patients or patients who are volume-
depleted, including those on diuretic therapy) who are being treated with non-steroidal anti-inflammatory

drugs, including selective cyclooxygenase-2 inhibitors, the co-administration of angiotensin Il receptor



antagonists or ACE inhibitors may result in a further deterioration of renal function, including possible
acute renal failure. These effects are usually reversible. Therefore, the combination should be

administered with caution in patients with compromised renal function.

Dual blockade of the renin-angiotensin-aldosterone system (RAAS) with angiotensin receptor blockers,
ACE inhibitors, or aliskiren is associated with increased risks of hypotension, syncope, hyperkalemia, and
changes in renal function (including acute renal failure) compared to monotherapy. Closely monitor blood
pressure, renal function, and electrolytes in patients on FORTZAAR and other agents that affect the
RAAS. Do not co-administer aliskiren with FORTZAAR in patients with diabetes. Avoid use of aliskiren
with FORTZAAR in patients with renal impairment (GFR <60 mL/min).

Grapefruit juice contains components that inhibit CYP 450 enzymes and may lower the concentration of
the active metabolite of losartan which may reduce the therapeutic effect. Consumption of grapefruit juice

should be avoided while taking FORTZAAR.

Hydrochlorothiazide

When given concurrently, the following drugs may interact with thiazide diuretics:

Alcohol, barbiturates, or narcotics - potentiation of orthostatic hypotension may occur.

Antidiabetic drugs (oral agents and insulin) - dosage adjustment of the antidiabetic drug may be required.

Other antihypertensive drugs - additive effect.

Cholestyramine and colestipol resins - Absorption of hydrochlorothiazide is impaired in the presence of

anionic exchange resins. Single doses of either cholestyramine or colestipol resins bind the



hydrochlorothiazide and reduce its absorption from the gastrointestinal tract by up to 85 and 43 percent,

respectively.

Corticosteroids, ACTH, or glycyrrhizin (found in liquorice) - intensified electrolyte depletion, particularly

hypokalemia.

Pressor amines (e.g., adrenaline) - possible decreased response to pressor amines but not sufficient to

preclude their use.

Skeletal muscle relaxants, nondepolarizing (e.g., tubocurarine) - possible increased responsiveness to the

muscle relaxant.

Lithium - Diuretic agents reduce the renal clearance of lithium and add a high risk of lithium toxicity;
concomitant use is not recommended. Refer to the package inserts for lithium preparations before use of

such preparations.

Non-Steroidal Anti-inflammatory Drugs Including Cyclooxygenase-2 Inhibitors - The administration of a
non-steroidal anti-inflammatory agent including a selective cyclooxygenase-2 inhibitor can reduce the

diuretic, natriuretic, and antihypertensive effects of diuretics.

In some patients with compromised renal function (e.g., elderly patients or patients who are volume-
depleted, including those on diuretic therapy) who are being treated with non-steroidal anti-inflammatory
drugs, including selective cyclooxygenase-2 inhibitors, the co-administration of angiotensin Il receptor
antagonists or ACE inhibitors may result in a further deterioration of renal function, including possible
acute renal failure. These effects are usually reversible. Therefore, the combination should be

administered with caution in patients with compromised renal function.

Drug/Laboratory Test Interactions
Because of their effects on calcium metabolism, thiazides may interfere with tests for parathyroid function
(see PRECAUTIONS).

SIDE EFFECTS
In clinical trials with losartan potassium-hydrochlorothiazide, no adverse experiences peculiar to this
combination drug have been observed. Adverse experiences have been limited to those that were

reported previously with losartan potassium and/or hydrochlorothiazide. The overall incidence of adverse



experiences reported with the combination was comparable to placebo. The percentage of

discontinuations of therapy was also comparable to placebo.

In general, treatment with losartan potassium-hydrochlorothiazide was well tolerated. For the most part,
adverse experiences have been mild and transient in nature and have not required discontinuation of

therapy.

In controlled clinical trials for essential hypertension, dizziness was the only adverse experience reported
as drug related that occurred with an incidence greater than placebo in one percent or more of patients

treated with losartan potassium-hydrochlorothiazide.

In a controlled clinical trial in hypertensive patients with left ventricular hypertrophy, losartan, often in
combination with hydrochlorothiazide, was generally well tolerated. The most common drug-related side

effects were dizziness, asthenia/fatigue, and vertigo.

The following additional adverse reactions have been reported in post-marketing experience with

FORTZAAR and/or in clinical trials or post-marketing use with the individual components:

Neoplasms benign, malignant and unspecified (incl cysts and polyps): Non-melanoma skin cancer
(basal cell carcinoma, squamous cell carcinoma).

Blood and the lymphatic system disorders: Thrombocytopenia, anemia, aplastic anemia, hemolytic
anemia, leukopenia, agranulocytosis.

Immune system disorders: Anaphylactic reactions, angioedema including swelling of the larynx and
glottis causing airway obstruction and/or swelling of the face, lips, pharynx and/or tongue has been

reported rarely in patients treated with losartan; some of these patients previously experienced
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angioedema with other drugs including ACE inhibitors. Intestinal angioedema has been reported in
patients treated with angiotensin |l receptors antagonists including few cases with losartan.

Metabolism and nutrition disorders: Anorexia, hyperglycemia, hyperuricemia, electrolyte imbalance
including hyponatremia and hypokalemia.

Psychiatric disorders: Insomnia, restlessness.

Nervous system disorders: Dysgeusia, headache, migraine, paraesthesias.

Eye disorders: Xanthopsia, transient blurred vision.

Cardiac disorders. Palpitation, tachycardia.

Vascular disorders. Dose-related orthostatic effects, necrotizing angiitis (vasculitis) (cutaneous
vasculitis).

Respiratory, thoracic and mediastinal disorders. Cough, nasal congestion, pharyngitis, sinus disorder,
upper respiratory infection, respiratory distress, pneumonitis and pulmonary edema. Acute respiratory
distress has been reported in very rare instances (see PRECAUTIONS).

Gastrointestinal disorders: Dyspepsia, abdominal pain, gastric irritation, cramping, diarrhea,
constipation, nausea, vomiting, pancreatitis, sialoadenitis.

Hepato-biliary disorders: Hepatitis, jaundice (intrahepatic cholestatic jaundice).

Skin and subcutaneous tissue disorders. Rash, pruritus, purpura (including Henoch-Schoenlein
purpura), toxic epidermal necrolysis, urticaria, erythroderma, photosensitivity, cutaneous lupus
erythematosus.

Musculoskeletal and connective tissue disorders. Back pain, muscle cramps, muscle spasm, myalgia,
arthralgia.

Renal and urinary disorders. Glycosuria, renal dysfunction, interstitial nephritis, renal failure.

Reproductive system and breast disorders: Erectile dysfunction/impotence.

General disorders and administration site condjtions: Chest pain, edema/swelling, malaise, fever,
weakness.

Investigations: Liver function abnormalities.

Description of Selected Side Effects

Non-melanoma skin cancer (basal cell carcinoma, squamous cell carcinoma)

Based on available data from epidemiological studies, a cumulative dose-dependent association between

hydrochlorothiazide and non-melanoma skin cancer (BCC and SCC) has been observed.

The largest study included a population comprised of 71,533 cases of BCC and 8,629 cases of SCC
matched to 1,430,833 and 172,462 population controls, respectively. High cumulative hydrochlorothiazide
use (250,000 mg) was associated with an adjusted odds ratio (OR) of 1.29 (95% CI: 1.23-1.35) for BCC
and 3.98 (95% CI: 3.68-4.31) for SCC. A cumulative dose-response relationship was observed for both

11



BCC and SCC. Another study evaluated the association between lip cancer (SCC) and exposure to
hydrochlorothiazide: 633 cases of lip cancer were matched with 63,067 population controls. A cumulative
dose-response relationship was demonstrated with an adjusted OR of 2.1 (95% CI: 1.7-2.6) for ever-use,
increasing to an OR of 3.9 (95% CI: 3.0-4.9) for high use (225,000 mg) and an OR of 7.7 (95% CI: 5.7-
10.5) for the highest cumulative dose (=100,000 mg).

Laboratory Test Findings
In controlled clinical trials, clinically important changes in standard laboratory parameters were rarely
associated with administration of losartan-hydrochlorothiazide. Hyperkalemia (serum potassium
>5.5 mEq/L) occurred in 0.7% of patients, but in these trials, discontinuation of losartan-
hydrochlorothiazide due to hyperkalemia was not necessary. Elevations of ALT occurred rarely and

usually resolved upon discontinuation of therapy.
OVERDOSAGE

No specific information is available on the treatment of overdosage with FORTZAAR. Treatment is

symptomatic and supportive. Therapy with FORTZAAR should be discontinued and the patient observed
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closely. Suggested measures include induction of emesis if ingestion is recent, and correction of

dehydration, electrolyte imbalance, hepatic coma and hypotension by established procedures.

Losartan

Limited data are available in regard to overdosage in humans. The most likely manifestation of
overdosage would be hypotension and tachycardia; bradycardia could occur from parasympathetic (vagal)
stimulation. If symptomatic hypotension should occur, supportive treatment should be instituted.

Neither losartan nor the active metabolite can be removed by hemodialysis.

Hydrochlorothiazide

The most common signs and symptoms observed are those caused by electrolyte depletion
(hypokalemia, hypochloremia, hyponatremia) and dehydration resulting from excessive diuresis. If digitalis

has also been administered, hypokalemia may accentuate cardiac arrhythmias.
The degree to which hydrochlorothiazide is removed by hemodialysis has not been established.

AVAILABILITY
FORTZAAR tablets, each containing 100 mg losartan potassium and 25 mg hydrochlorothiazide, are
supplied in pack of 30’s.

Storage
Store at room temperature (15-30°C).

Warning

1. This drug is prohibited in pregnant woman.

2. Consult physician if lethargy, or nausea, vomiting occur.

3. If angioedema including swelling of the larynx and glottis causing airway obstruction and/or swelling
of the face, lips, pharynx and or tongue occurs, discontinue the drug and consult physician
immediately.

Impairment of renal function may occur, so use with caution.
Development of hyperkalemia may occur, concomitant use of potassium supplement or potassium

sparing diuretic is not recommended.

Imported by ORGANON (THAILAND) LTD.
Bangkok, Thailand
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