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coMPostTtoN
Niaspan'* 500 mq Prolonqed-Release 28 tablets:
Each prolonged-r?lease ta 'b let  contains 500 mg nicot in ic acid as
act ive inoredient .  Reo Lebanon 195262
Niasoan{ 750 mq Piolonoed-Release 28 tablets:
Each'  prolonqed-r i lease ta-blet  contains 750 mq nicot in ic acid as
act ive inoredlent .  Reo Lebanon 195263
Niaspand 1000 mq Prolonoed-Release 28 tablets:
Each orolonqed-re[ease tab' let  contains 1000 mq nicot in ic acid as
act ive inoredient .  Reo Lebanon 195264

Excipienis: hyproreiose, povidone, stearic acid

PROPERTIES
Niaspan contains nicot in ic acid in a prolonqed-release form.
Nicot in ic acid is  a B-comolex v i tamin and a nat-ural  inqredient  of
food. Used for medicinal rjurposes, nicotinic acid can implove blood
fats ( l ip ids)  such as cholesterol  and t r iq lycer ides and thus help to
reduce' the r isk for  st roke and heart  d isea-s6.
Nicot in ic acid reduces tota l  cholesterol  (TC),  low-densi ty l ipoprotein
cholesterol  (LDL-C),  t r iq lycer ides (TG),  and increases hiqh-densi tv
l ipoprotein cholesterol  tFIDL-C).  The maqni tude of  the indi i idual  l ip id
response may be inf luenced by the sevel i ty  and type of  the undei ly-
inq l ip id abnormal i tv ,  Nicot in i t  ac id t reatr i rent  a l ib decreases serum
levels of  apol ipoprotein B-100 (Apo B),  the maior  protein component
of the very loiry-bensity lipoprotein (VLDL) and LDL fractions, and of
l ipoprotr i r i  a (  Lp(a) ) ,  a va ' r idnt  form of  LDL independent ly associated
with r isk for  heart  d isease.
Fol lowinq oral  administrat ion of  Niaspan, n icot in ic acid is  rapid ly and
extensivelv absorbed (b ioavai labi l i tv  60-760/0 of  dose).  The ihdiVidual
Niaspan tdblet strenqths show differinq rates of absorption. Thus, the
tablet  st renqths are-not  interchanqeat le,  Administra i ion wi th food
increases bioavai labi l i tv ,  and the t ime to reach maximum ef fect  is
significantly increased from 2-3 hours fast to 5-6 hours with a light
meal .
The pharmacokinet ics of  Niaspan are not  proport ional  to dose.
Metabol ism involves two metabol ic  pathwavs,  one of  whicn rs sar-
urable'cxBlainins tle no+-linear relationshib between nreotinic acid
dose and plasma-concentrat ions.  Nicot in;c bcid and i ts  metabol i tes
are raoid lv e l iminated in the ur ine.

INDICATIONS
Treatment of  dysl ip idaemia,  part icular ly  in pat ients wi th combined
mixed dysl ip idaemia,  character ised by elevated levels of  LDL-choles-
terol  and t r iq lvcer ides and low HDL-cholesterol ,  and in pat ients wi th
pr imary hvpdrcholesterolaemia.  Niaspan should be used in pat ients in
tombinat ic jn wi th stat ins (Hlv lG-CoA reductase inhib i tors) ,  when the
cholesterol  lower inq ef fect  of  stat in monotherapV is inadequate.
Niaspan can be usedas monotherapv onlv in oat ients who do not  to l -
erat i  s tat ins.  Diet  and other non-pharmacoloqical  t reatments (e.q. ,
exerc ise,  weight  reduct ion) should be cont inue-d dur ing therapy wi ih
N iasoan.

CONTRAINDICATIONS
Niaspan must not  be used in pat ients wi th:
.  Hipersensi t iv i ty  to n icot in i t  ac id or  to any of  the excip ients (see
LOmp05 r I r 0n , ,
.  Siqhi f icant  l iver  dvsfunct ion
o Aciive oeotic ulcei disease
o Arter ia l  b leeding

Preonancv and lactation
Niaipan should not  be taken bv preqnant women unless stncl rv nec-
essary.  l t  is  not  known whethei  n ico-t in ic acid at  doses typical ly  used
for  l ip id d isorders can cause foetal  harm when administered to oreq-
nant women or whether it can affect reproductive capacity. Airim-al
studies are incomplete.
Niaspan must not  be used by breast- feedinq women because nico-
t in ic acid can pass into breasi  mi lk .

SPECIAL WARNINGS AND PRECAUTIONS
Liver
Severe l iver  dvsfunct ion,  inc ludinq fu lminant  hepat ic necrosis,  has
occurred in pai ients who have taken lonq-act inq nicot in ic acid prod-
ucts in p la ie of  immediate-re lease nic-ot in ic 5cid.  Since the bhar-
makokinet ics of  Niaspan are di f ferent  to other n lcot in ic acid.prepara-
t ions,  Niaspan must not  be replaced wi th other preparat ions,  see'Dosage and administrat ion ' .  See also the product  informat ion of  the
stat in used.
Caut ion is  advised when Niasoan is used in pat ients who consume
substant ia l  quant i t ies of  a lcohol  and/or  have a history of  l iver  d isease.
Elevated l iver  t ransaminases have been observed wi th Niaspan thera-
py.  However,  t ransaminase elevat ions were revers ib le upon discont in-
uat ion of  Niaspan. L iver tests inc ludinq AST and ALT must be per-
formed per iodi ia l lv  in a l l  pat ients dur ihq therapv wi th Niaspan and
prior to treatment i,n case of history andfor symtritoms of hepatic dys-
TUnCIr0n [e.9.  Jaun0rce,  nausea, Tever,  an0/0r  malarse] .

l f  the t ransaminase levels show evidence of  Droqression.  0art icular lv
i f  they.r ise to three t imes the upper l imi t  of  nbrnia l ,  the drug must be
o tsconl  n ueo.

Skeletal muscle
Sinqle reports on rhabdomyolysis ln pat ients on combined therapy
with Niasoan and stat ins 'have beeh received f rom s0ontaneous
report inq.  Doctors contemplat inq combined therapV wi th 'stat ins and
Niasoan-should careful lv  weiohihe ootent ia l  benef i ts  ano r isks and
shou' ld careful lv  moni to l  pat i6nts for 'any symptoms of  rhabdomyoly-
s is,  e.q. ,  muscle pain,  tenderness,  or  weakness,  part icular ly  dur inq the
in i t iaImonths of  theraov and dur inq anv per iodi  of  dose escalat ion of
either aqent. Periodic seium creatin-e phosphokinase (CPK) and potas-
s ium determinat ions should be considered in such s i tuat ions.
A CPK level should be measured before startinq such a combination
in patients with pre-disposing factors for rhabdomyolysis, as follows:
.  renal  tmDatrment
'hypothyio id ism
. a lconoJ abuse
o aqe > 70 vears
o pErsonal  or  fami ly h istory of  heredi tary muscular  d isorders
o previous history of  muscular  toxic i ty  wi th a f ibrate or  a stat in

Muscle damaqe must be considered in anv pat ient  present inq wi th
diffuse mvalqia, muscle tenderness and/or marked iircrease iri-mus-
cle CK leveli(> 5 x ULN); under these conditions treatment must
be discont inued.

The product  informat ion of  the stat in should be consul ted.

Further moni tor inq recommendat ions
ffil infarction:
Caut ion is  a iv ised when Niasban is used in pat ients wi th unstable
anqina or  in the acute phase of  myocardia l  infarct ion,  part icular ly
wh-en such patients are also receiVinq vasoactive druqs such as
ni t rates,  calc ium channel  b lockers,  or  adrenerqic b locking-agents.
Coaqu lat ion:
Pat iEnts underooino suroery or  receiv in0 ant i -coa0ulants must be
mon,itered elosd$ ai+iaffi mayreduee"platele++o-u nt and increase
0rornrom0rn tme.
Glucose into lerance:
Adjustmen,t  of  d iet  a,nd/or  b lood-sugar- lower ing therapy may become
necessary oecause t \ raspan may Increase grucose In lorerance.
Ur ic acid:
Moni tor inq of  pat ients predisposed to qout  is  recommended. Elevated
ur lc acid levels have occurred wi th Ni tspan therapy.
Hypophosphataemia:
In bat ients at  r isk of  hypophosphataemia,  moni tor inq of  phosphorous
levels is  recommended. Niaspan has been associated wi th reductrons
In DnOSDnOTOUS levelS.
0ther:
Patnrr ts wi th a past  h istory of jaundice,  hepatobi l iary d isease,  or  pep-
t ic  u lcer should be observed c loselv.
Effects on the abilitv to drive and use machines:
Niaspan has no or  negl ig ib le inf luence on the abi l i ty  to dr ive and use
mach I  nes.

ADVERSE EFFECTS
In the placebo-contro l led c l in ical  t r ia ls,  f lushinq episodes ( i .e. ,
warmth,  redness,  i tchinq and/or  t inql inq) were the mbst common
treatment-emerqent adv"erse events for Niaspan (reported by 88oio of
0at ients) .  In theie studies fewer than 6o/o of  Niaspan pat ients d iscon-
t inued r iue to f lushinq.  In compar isons of  immediate-re lease ( lR)
nicot in ic acid and Nialpan,  a l thbuqh the number of  pat ients who
ffushtdwas similarafewdr flushinq e-pisodes were rcportedby patie nts
who received Niaspan. Fol lowinqTour weeks of  maintenance therapy
with Niaspan at  dai ly  doses of-1500 mq, the f requency of  f lushinq
over the fbur week pi r iod averaqed 1.88-events pei  pat ient .
Tolerance to f lushihq usual lv  develops over the course of  several
weeks.  Flushinq mav be accompanied bv svmptoms such as dizz iness,
raprd heart  bei t ,  ,pal .p i tat ions,  shortneis.of  breath,  sweat ing,  chi l ls ,
ano/or  oeoema. wntcn In rare cases mav leao Io ra lnUnq.
The fo l loWinq adverse react ions have bien observed in 

-c l in ical  
s tud-

ies or  in,  rout ine pat ient  management,  in pat ients receiv ing the rec-
ommended dai ly  maintenance doses ( toob,  1500, and 2000 mq) of
Niasoan.
Flushino eoisodes are very common (>1/10 pat ients) .
Commoinhi  reported adverse react ions (>1/100 and <1/ i0 pat ients)
are ?larr l6ea, '  nausea, vomit ing,  abdominal  pain,  dyspepsia,  i tching,
rash.
Uncommon adverse react ions (>l /1000 and <1/100 pat ients)  are
Fizziness, headache, rapid heart beat, palpitations, shortness of
breath,  sweat inq.  oain.  a i thenia,  chi l ls .  oer ipheral  oedema, chanqes in
laboratorv test i id levat ion of  l iver  t raniaminases [AST, ALT],  a lkal ine
ohosohatbse,  tota l  b i l i rubin,  LDH. amvlase,  fast inq qlucose,  ur ic  acid,
iedui t ion of  p late let  count,  prolongat ion of  prothiombin t ime, reduc-
t lon In pnospnorusr.
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DOSAGE AND ADMINISTRATIOI\

Init ial  treatment

BaIg adverse reactions [>1/10 000 and <1/1000 Datients) are
decreased. g lucose to lerance,  insomnia,  ta int ing,  low blood prelsure,
0r0p . rn btood pressure when s i t t ing up,  rh in i t is ,  muscle d isorders,
muscte parn ano muscte weaKness.
Velv farS adverse reactions (<1/10 000 patients and isolated reports)
Inctu0e toss 0r  a0oett te.
ln addi t ion,  eye disorders l tox ic amblyopia,  cystoid macular  oedema),
heart  d isorders (ar t r ia l  f ibr i l la t ion,  o ih i r  arrhvthmias),  oastro- intes-
t inal  d isorders.  (act ivat ion of  pept ic  u lcers,  pept ic 'u lcerat ion),
ur t icar ia,  dry skin,  hyperpigmentai ion,  acanthosis h igr icans,  jaundic i ,
mrgrarne,  and gout  have been reported dur ing t reatment wi th other
nrcotntc acto 0ro0ucts.
Please consul t  your doctor  i f  you not ice anV unwanted or  unexoected
effect. To prevent serious reactions, speak to vour doctor immediate-
ly, if an effect is severe, occurs suddenly, or gets worse rapidly.

INTERACTIONS
Concomitant  a lcohol  or  hot  dr inks may increase undesirable f lushing
a.nd prun-tus and should be avoided arolnd the t ime of  N;aspan inges-
t ron.
Bi le acid sequestrants ( resins)  b ind to other oral lv  administered
med. ic inal  products and should be taken separately,  see also the prod-
uct  informat ion of  the resin.
Nicot in ic acid mav reduce 0late let  count and increase orothrombin
time. When Niaspan is administered concomitantly with'anti-coagu-
lants,  p late let  count and prothrombin t ime must bb moni tored c lose-

Nicotinic acid may also potentiate the blood-pressure-lowerinq effect
of  gangl ionic b locking agents e.9. ,  t ransdermbl n icot ine or  vas-oact ive
drugs such as ni t rates,  calc ium channel  b lockers,  or  adrenergic b lock-
tn0 aoenrs.
Nicotinic acid may cause false results in laboratory tests for cate-
cnoramrnes 0r  unne 0tucose.
For combined use olNiaspan and stat ins,  see 'specia l  warnings and
precaut |0ns.

. t

No studies have been performed in patients with kidney or liver dys-
function. Niaspan must be used with caution in patients with kidney
or_liver dysfunction Niaspan is-contraindicated ih patients with sig-
ni f icant  l iver  dvsfunct ion.  see'Contraindicat ions' .

ADMINISTRATION
Niaspan is taken at  bedt ime af ter  a l iqht  meal .  Niaspan tablets must
be swallowed whole. The tablets mist not be broken. crLtsneo or
chewed before swal lowinq.
Alcohol  or  hot  dr inks ma!. increase undesirable f lushing and i tching
when taken together wi th Niaspan.

OVERDOSE
The siqns and svmptoms of  an acute overdose are exoected to be
those 

-mentioned 
in section 'Adverse effects' and mav reouire treat-

ment by.a doctor. Insufficient information is available on ihe dialysis
potent ia l  of  n icot in ic acid.

Storage and Stability

Do not store above 25'C.

Blister: Store in the original package to protect from moisture.

Do not use after the exoirv date.

Keep medicines out of the reach of children.

PRESENTATIONS
28 prolonged-release tablets in b l is ters

Date of lnformation
January 2OO4

Packed by Pharmaline - Lebanon
Licensed by Merck KGaA, Darmstadt, Germany
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Niaspan must be used as di rected bv a doctor .  Treatment must  beoin
with a low dose that  is  qradual lv  ihcreased. This aool ies a lso wh"en
therapy wi th Niaspan haibeen discont inued for  a lor iqer t ime per iod
or.when the pat ient  has previously been t reated wi th-other n i iot in ic
acro products.
Niaspan doses must not  be replaced wl th other n icot in ic acid prepa-
rat|onS.
The follo_wing dose escalation schedule is recommended over the
course 0r seven weeKs:

.  0ne tablet  Niaspan 500 mq dai lv  at  bedt ime in week 1
o 0ne tablet  Niasban 750 mq dai lv  at  bedt ime in week 2
.  Two tablets Niaspan 500 mg dai ' ly  at  bedt ime in weeks 3,4,  5,6,

ano /.

Please note that  Niaspan tablet  st renqths are not  interchanqeaore,
e.9., do not replace 2 x 500 mg dose by 1 x 1000 mg.

F1'tertaal-7, the-doctor wil l ' decide on the appropriate individual
dose and the fur ther durat ion 0f  t reatment.  The recommended marn-
tenance dose is 1000 mq (two 500 mq tablets) to 2000 m0 ftwo 1000
mg tablets)  once dai l !  at  bedt im-e dependinq on th i '  oat ient  s
response and tolerance. lf response to 1000 mq is lnadeouate. the
dose may be increased to 1500 mq daily ftwo 7-50 mq tadlets), and
subsequent ly to 2000 mq dai lv .  The dai lv  dose should ndt  be increased
!y more--than 500 mg iir any four week period. The maximum daily
dose is 2000 mo.

SPECIAL POPULATIONS
Women mav resoond at  lower doses than men.
In e lder ly pat ienfs,  no dose adiustment is  necessary.
Use in chi ldren and adolescenis is  not  recommendid.
No studies have been performed in pat ients wi th imoaired renal  func-
t ion,  Niaspan must be used wi th caut ion in pat ients wi th renal  d is-
ease.
No studies have been performed in patients with imoaired lieoatic
funct ion.  Niaspan musi  be used wi th caut ion in pat ients wi th a 'h is-
tory of  l iver  d isease and who consume substant ia l  quant i t ies of  atco-
hol ,  see 'Specia l  warninqs and Drecaut ions' .  Niasoan is contra indicat-
.e! in. patients. witl sighificant hepatic dysfunction, see'Contrai  ndicat ions
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