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BACKGROLND:

Alm: This Is & post marketing swurssiflance cared ool b0 sssess he clinical safely and officacy of S(<) Amiodipine in patients
with hypedension. Materfals & Methods: B1 praclicing physicians throughout India collaborated in the recruitmant of 235
parernsive patients ouwer a perod of & manhs. Hyporensive pabants ware admingtersd S(-) Amlodipine (2.5 or § mg). The
fall in Blood pressyrs was obsearead at the end of 30 days Serous sdverse events wes also reviewed,  Results: Shnificand
raduction was obmarved In the syatodc and diastellc blood pressure afle lrestmen wilh S(-) Amiodipine for a period of 30 days.
More than 0% of te patients on 5{-} Amlodipine monatherapy achieved the JNC 7 goal m standing; sitling and sipine positions.
Conclusien; Thass resulls ars resssunng and pronde Turther svidance of the safety and afficacy of 5i-1 Amiodipine @ the mansgeament
of hypertension. Key words: Hypertenson, 5{-JAmiodiping, Blood pressure, Post-Marketing Surveliance.

INTRODUCTION
Hypertension, a highly prevalentcondstion, represents the number
o il ey g couse of death seorldwide, 1 s pwell-known major
risk factor for organ damage and cardeovascular (OY) disease m
ol |Jl.=".'-:.'J|||'||.'|J anil dl."..-..ll-:tping fountres,

Recent reports indweite that newrly | billion adults (more than
a quarder of the world's population) had hyperiension m 2000,
il Lhis is predicted o inerese to |56 billion by 2025*

[he Seventh Keport of the Jount Mational Commities on
Frevenbion, Detection, Evaloation, omd Trestment of High
Blood Pressure has publizhed pusdelmes for the monagement

of h:-.-p-:m.-rmnn which recommend a lu.rj:;l'."l hiiad presesane ol

[0 o Hg for all patiends wath hypedension, Despite
an ilh‘."l'—'ﬁ.‘hl—' ol AwWirerEses i”l!'.l Lrgsaliveemi ';}Il I|'||';k|!|1|.'".\:li';,m i'lTld
pubdelines outlining anti-hyperensive inatment strdegies during
the past few decades, only a momeniy of patienls schicve targel

Blst pressure. Thus & major challenge in the treatment of

b pertensgion 5 1n:||.‘|un:|:|:_||h.-l_1|-" control, with onky 3-3 8% of patiends
warldwide :|1l:|.i|:||nE imrpet BP of < F4,/90 mmHg. .-‘I.TI.'||:||1;EI the
various factors contributing to inadeguate BP contrel, efficacy angd
teloruflity of drug treatmicinl seem Lo play a promingnt rele,”

Armning thi varinas classes of pharmeacological ageis used in
treagrenbofl iy perensgson, ."u'|'||-:|-d'if|:|lu.:“1|.|1|1'_.'4,In||'_|'_..'m1|1|r_'|':|||,:|1|.'r|.1
channel blocker, 15 the plential tirst-line I:|'||.'1'.'|p:.'. elfhier iklome or
i combination with other agents in hypertension monagement
guidelines,™ Peripheral edema, particulardy of the lewer limbs
{imcpdence manging from 306% = 36,8%1.%" 13 one of the mosi
commmaan acdverse effects of dibydropyndme calcnam channel
Blockers and may result in the need B dose sedustion o dras
withdrawal, both of which can adversely affect antihy pertensive
efficacy.

To prevent peripheral edema, amlodipme is psed in
combination with potest and highlyv selective blocker of the

renin-wngistensing system (like ACE inhibioes, ARB, Direct
rerin receplor mhiiors, e compensate for the arterielar dilntion
produced by amlodipane by also dilsfing the venules, lomiting
fliaed leakage into Desues,®

Amlodipine 15 used therapeutically as a racemic mixture,
composed of 5 and B enantiomers in equal proportion, but with
cabcium channel-blockingeffect confined only io 5 -)Amlodipine;
R -milasdiping being 1000-fold less active than s S-counter part,
il pvrliices long-losting amtthypertensive effect with lesser reflex
tachveardia, 11 muntisms and reintorces the pharmacokinetics
advantagras of ambodipine | higher baoay snbabality, longer o 1ife,
lepophilicity, vascular selectvity ete, )" Smee S(-JAmbedipine
exhibiis lesser '-.-unu.|1||il:.- in 'p|::$rr.|.'| gonceniration than the
racermate it results in smoother wnd non Auctunting reduction in
blood pressune, " Furthermone, the physicochemical propertics like
charged slate  phy=iclogic pH levels, high membrane affiniy
aned lipophilicey tht endeny anti-atherosclerodic propertics on
imlocdipine are all inherited by Si-1Amlodipine. In addition. it
alser exhibits enhanced satety and predictability of response in
elderly patients."" S(-1Ambodipine w1 half the dose of moemic
pmledipime 15 commercially available in various counimes
fow the frcament of hypermenzion wd angma." Bandoniized
comirolled 1wiaks of (- |-'|.1r|||'||.|1|'||||1|: al hall the doge of macemate
L] l|'r|.' IreanmeEl aof |"|'_'.'|"u:|l|.'|'|ﬁ||.|r|. Ilil"n.' hl:u_m'n il k4 |11.' as allevcine
1% e .1m|1'-|jipin¢.“‘" Fardwer pl,'q.1'|1'|u.rk|;||ng survel llunce
kiuwdies (n=4089) of S(-)Amlodipme have confirmed its
antihvpertensive efficacy and have also demonstrited thal the
incadence of peripheral edema s lower with 5{=-pAmlodipine
s compired to recemic ambsdipine, Funber, the paticits with
peripheral edema who were switehed over from saceinic amtlodipine
to Si-lAmlodipine resolved their edema assocmed with the
racemate, while sustining the Bleod pressione conrsl !

The cbjective of this post-marketing survesllance sudy of
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Si-tAmlndipine was t peconfirm its antrhyperiensive efficacy
und =afety profile,

MATERIALS AND METHDDS

Study subjects

Ploysicians throughom ndn wereinvied wparticipate in thissiudy

Eighty one phyvsigins recriiled patients with a turget numiber o

4 pateents per |:I|1:-.-.li-:-l.:1|.I:I1 from Movember 2008 fo ."4.51!'” Jonk,
The targeted potient population was newly dingnosed

Iy penensives (aped = 18 years). The study also included putients

who coubd have besn on previeus drug therupy which was

considered mappropriate due 10 lack of efficucy or side-effects

Study design .
This post marketing surveillance was an opet, uncontrofled.
prospective ohservational stedy wherein patients were evaluated
For efficacy, comphimce and occurrence of miverse reaclions al
day 15 nnd day 30 from the beginning of treatment, Patients were
classified accordimg o the severitg of hvperiension based on the
TN T Category. All therapeutic decisions were determinad solely
by the stiending physician. Depending upon the baseline blaod
pressure valwes, paticnis were preseribed 5{-) Amiodipine [Eslo|
2,505 (hmg orally once daily, The duration of observation was for
one month, Medicil examinations were perfomned at 13and 30
days. Atench folbow-up visit. standing, sitting and supime blood
pressure and pulse nide weee measured. Patients’ spontanecis
peports of any problem whether related o therapy of o8 wiere
recorded, In noeordance with the normal presenbing practice,
dosage ndjusiments wene ellfected by ihe physician as necessary,
A1l the materials used in this study, imcluding thie drugs, were
proviclest |1:|. Auventies Healthenre Lid,

Data coellection

A spamclardszed case repor form { CHF | was provided to the docior
where it of each patient was documenied over o period of |
month, Patienis’ blood pressune values ond adverse reactions
repried or phserved during the study were recorded in the CRF
hy the participating physicians. Ench completad CRF was sent
to the Auvenius Heoliheare Lid, for analysis

Statistical analysis

Data eollected during the study were analyzed descriptively and
were deseribed by the total pumber of ebervations, mean and
standard devigtion, Eficacy was esiimnted by médsuring the
average sysiolic and diastolic bleod pressure before and after
fregiment, Siatistical significance was caliulated wsing paired
Sgadent s -test. Owerall *p7wvalue less than 0005 was considered
as statrstically significant, Safely wis estimaoted by megsuring the
proportion of patients reporfing adverse evenls.

RESULTS

A tal of 360 patients were recruited into the study by the

phyiicians. Valid entry data with adegoate reporting of

demographic data were available for the 235 subjects representing
the study popilation.

Patient characteristics

The demographic duta of the 235 patients recruited (o the study
are shown in Table 1. The mean age of the patients was 5172
e S0¥) 105 vears with o range from 8 o 83 wears, The dusalion
of ypertension ranged bebween 0,02 w 20 vears with o migdiun
ol 284S0 2.8 yeors,

Concomitant therapy

The concomitmil medication taken by the patients ane alowis in
Figure | Oinly 1305.53% ytook a concomitant ofantihy periensive
apents. A the various anti-hyperfensives, 7.69% took ACE
inhibators, 30,77% an ARB, 61.54% took beta-blockers and
53.85% a dretic

Eificacy of the treatment regimen:

Reduction by blood pressure

Figure 2, Figure 3 and Figure 4 show (he fall in bleed pressare
pver the period of 30 days. The mean systolic and digsiodic Hood
pressure in standing, sitting and supane position in 235 patienis
whes seecessfully completed 30 day ireamment is fabolated n
Table 2. Significant reduction wis observed in the svstolic and
diastolic blood pressure after trentment with S(- ) Amlodipine for
a period of 30 days. Itshoukd be noted that only 5.53% of patients
were taking other antihypertensive medication inaddition o 5{-}
Amlodipine.

Achieving INC VI goal blood pressare
AsperJNC T, the treatrment goal foc individuals with by pertension
S

and no other compelling conditions is <1 40590 mmHg. 73.61%
(17372350 of the toial patients achieved this goal in all the 3

Table 1. Basaline demographic dakta

M (236) S

sarzem0s | e 93,19

Ags Mol Stated 16,00 B.51
Males m1 &4 26

Baan

Famales 84 35.74
2.5 my 152 6484
Dose £ g 682 20,38
Mot Siated 1 8,04

Lass an 1 45 1915

Laas than 5 a9 4213

Diratice {Yrs) Less than 10 .08
More than 10 18 634

Nod Sialed 50 1. 26

Fra-hypanension i 255

Severity Stage | 98 40,85
EE?E H 133 56,60
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Flgure 1, Concamitant madication taken by the

patients during the ohservation period
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Flgure 3. Reduction in BP in sitting positicn
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Figure 2. Reduction in BP in standing position
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Figure 4, Reduction in BP In supine position
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positions, at e end of 30 days of reatment. Sehgrouposialvs: DISCUSSION

shoswed that 222 patients were on 5= Amlodipime monotheragsy,

B1.08%, BOG3A% and BOU18% of these patients achieved the
INC poal meostanding, gitting and sapine positions iespectively,
Among the 12 patients who took other snti-hyperiensive diug
concomitantly, 65 23% achieved the JNC goal.

Amiong the 222 paticnts on 5¢-3 Aanlodigine monotheragsy,
Lo fehieved tee INC goal simsilsmeousty in allhe 3 positiins,
Arrongihese patients, 3.060% had prehypertenshon sefore remimesit
while 3L.83% had Stage | hypertension and 44,5 1%, had Singe

Il hypertension,

Fesolatbon of associated symploms

Most patients with hypertensson lave no specific symploms
teferabile tor their Blood pressure elevation, In this study, other
associnted complaims which mavbe related 10 eleviied blood
[ressure repnTed |'-_'. the patents were recorded. The resolutson
sl Thede &y mploans durmg tha treatmend wath S0-1 .-".|1'|-.'|-,i|'|'\-|1|;' 15

showm i Figere £

Gafety assessmani:

91 4% el the patients did ned repaort e incidence of wnkle edemn
over & period of 30 dayvs, On the basas of climeal data availahle,
uther adverse evenls reported i less than 3% of the palients
icluded ansiety (A3, anorexia (0,43%5), irriabon (0.43%0,

headachse 2,1 3% and Gl |'Il.|h|1'-r|;__' 12.13%h

As with the previowes postmarketing surveiflance studics on
wilithyperiensive draes, this ~;l|n1}' 15 i ehssreationnd cohor
stsdy designed o detect onsuspected adverse neactions. Dhala
an efficacy are incidemal, However, m the ovenill eonfest of
ihe msk-benedn of II'.|.'r:||'|1,-, 11 15 nporian o oselect a |,‘||'--|n|_:
sihedule that i3 both appropreate nnd efficocisies, [n this cober,
acheguite controd of blood pressure was achieved and mean blood
pressire wis sigmhcantly reduced { Takle 2% in the 235 patients
who success fully completed | month tremimient. The majori
[T5.74%) recetved B-)Amlodipine abone

Ihe reduction in blood pressure ohserved |||||1|'.l_- this ,-l-,n,l:.
wits gimilar 1o these observed i previous studies conducied on
5 mmbsdpine, "7 Althenagh, the reduction of BP was similar,
e durstion of tremtmeni was shorber is compared 1o the previous
sinickics, !

Iri this study, fveo stremgths of 5- inmiodipine were prescribed
by the physicins, 16 was observed in our study than oot of the
152 panents who recerved 2.5 me of S-lamlodipioe, & had
prehyperiension, Tivhad Stope Lwhile Téhad Stmge L hyperension
Aot these, the INC ponl was achreved by [MR9GS patients

the prebvpertenson aroup, BT, 14% m Sape | ond 57 9% m the
Suaoe 11 groaep, Likewise oil of the 62 palients who received
5 mg ol 5 :l.-"u|||-:'-41||:-i:||.' FA haed Stnge | winle 4% had Stage [0
hypertension, 93, 30% of the patients in Stage | group were able

to achieve the INC goal while in the Stage 11 groop it was only
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SITTING SUPINE
Befora Aftar Befora Aftar Bafors After
kean + 30 Pean + 50 Bean + 50 KMean £ 50 Mean £ S0 Mean + 50
16012 %1753 | 13564 £1231 | 15856024791 | 1333521235 | 15760+ 1746 | 13286+ 1202
E";F,”“"" 2546 ¢ 14,38 25,15 + 15.48 2474 + 14,83
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5227 Altheugh these resules do vot signify any magor finding,
it peinforces the wse of 2.5 mg of S-jAmbodipine & an initial
anigtle agent i the reatment of hyperension. notonky inomild
mindernie hyperlensean but also in aevere hyperiensien. Previous
stdhies have demonsirated thi 2.5me of 5-)Amledipine is
eiuvalent in s efficacy and tolerability when compared to Smg
Amladipineg
previous studies show that a dosé of 25mg ol SC- A ladipane

“The ebservataons ot study incompusiction with

miay B s {Tacient for the treatrment of hvpertenaion, [nerease in
dinss should be considered m case ol inadequate blood pressime
control, The new BP guidelives (1o be published in the October
2 smee of thesoerna of Fyperiens i) by European Soclety of
Hyperiension {E5H Jout i thaa rather than emphasieing which
nntthvmertensivas shoukd be wsed fest-line, second-line, ete, il is
nclvisabde o Latlor e therapy o mdiadil] pabientcircunsianees
e duga froem thes sidy <how's that S4-)Anilodipine moy bave o
miche role o play 1 such customeed therapy,

Crenerally, addition of o second drag from & defferent cliss
i5 imiteaged when te use of a sirgle agent in adoquate doses
ks wo acheye the goal. Ameng the 13 patients who ook other
ti=Nypertensive drug eoncomitantly, 69.33%, achieved the ThE
gl Thaes itonly adds on 1o existing data of the uhility of S(-}
Aomlodiping i combination therapy of hypenension

Fhe mcidence of ankle edema 2 higher with treatment of

racemic ambodipine. Clinical stedies have lended w give low
catimaics of incidence of ankle edema with Si-1Amlodipine
Cherall incidence of edema is |39 as aguinst the reporied
incidence ranging from 1.7 b0 32% with racemic Amlodipine.”
This stwdy Found an overall incidence of 8.5 1 % The comparntively
high reporting of this problem obipined in this postmorkesing
siudy tends to support the relative bias favoning reportimg of such
well knevan associations as this, Minor events muy or may nol
be recorded by individual practtioners and reporting is Based
towards adverse reactions known or suspected of benge drog-
related, Seriows evenis, particularly life threatening and fatal
evenis, are subject to less bias in ascertainmen

Although the reduction of BP observed in this study was
atatistically sigivificant, the observed sample sige wos small,
Hence furher ebservational siudies involving lazer popalation
will further volidate the observations of this study,

In coenclusion, this postmarketing surveillance of 5{-]
Amlodipane confirmed its antibhypertensive ethency and showe
that the wcidence of penphernl edema is very low with 5i-)
Arnledipine cormparcd 90 racemic ambodipine. 1o the light of ifs
efficacy amd favorable wlevability profile, S(-pAmlodipine wsed
alone of in comblmation with other antihyperiensive drugs. isa
valunhle treatment option in the management of hypericnsion
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