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Classification and some properties of triptans

Triptans are a group of tryptamine-based drugs usébe acute treatment of migraine headachesctsnally
related to the neurotransmitter serotonin, triptants by selectively binding to serotonin type-lézaptors. The
present paper submitted the classification and spneperties of triptans (almotriptan, eletriptampvitriptan,
naratriptan, sumatriptan, rizatriptan, zolmitrigtan
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Migraine is a common, chronic, multifactorial newasecular disorder, typically characterised by
recurrent disabling attacks of severe headachenantic nervous system dysfunction and, in up thiral t
of patients, neurological aura symptoms. The tiptsselective serotonin 5-HEj;p agonists, are very
effective acute migraine drugs with a well develbeientific rationale [9]. Structurally related toe
neurotransmitter serotonin, triptans acts by sefegt binding to serotonin type-1D receptors. The
mechanism of action of triptans drugs is not eyaktiown. However, it is thought to involve: the el
blood vessels, the trigeminal innervation of theessels, the reflex connection of the trigeminoubesc
system in the cranial parasympathetic outflow.

Sumatriptan was the first of these compounds tddweloped. Later, second-generation triptans were
developed, namely, almotriptan, eletriptan, frapédn, naratriptan, rizatriptan, and zolmitriptamiptans have
selective pharmacology, simple and consistent paeokinetics, evidence-based prescribing instrustion
well established efficacy, modest side-effects, amekll established safety record.

The most serious side effects of triptans are regtatks and strokes. Triptans can interact wikferot
drugs which cause a serotonin syndrome when giogethher with a selective serotonin reuptake
inhibitor [17]. The chemical structure of triptafiodlows.

Almotriptan, a selective 5-hydroxytryptamine 1B/1D (5-f4/Ip) receptor agonist. Almotriptan binds
with high affinity to 5-HT;p, 5-HT;5 and 5-HT receptors. Almotriptan malate is chemically deatgd as
1-[[[3-[2-(dimethylamino)ethyl]-H-indol-5-Iimethyl]sulfonyl]pyrrolidine (+)-hydroxybutanedioate (1:1),
having a molecular weight of 469,56. Almotriptanlate is a white to slightly yellow crystalline poerd
which is soluble in water and sparingly solubleriethanol. It is chemically related to sumatriptseiective
for cranial, as opposed to peripheral vasculatma shown potent affinity for 5-Hgp receptors in the
central nervous system. The pharmacodynamic psofifealmotriptan were extensively investigated gsin
in vitro and in vivo animal models. The drug is ated well orally, with an absolute bioavailabiliby
around 70 % [1; 14; 16].

Eletriptan is a novel, orally active, selective serotoninbripreceptor agonist. Eletriptan hydrobromide
is chemically designated as (R)-3-[(1-methyl-2-plidinyl) methyl]-5-[2-(phenylsulfonyl) ethyl]-1Hrdole
monohydrobromide. Eletriptan hydrobromide usedtlier treatment of acute migraine headaches. Its phar
macological effects include the constriction ofed®al blood vessels and neuropeptides secretiakénlie
which eventually relieves the pain. The pharmacetias and metabolism of eletriptan hydrobromideehav
been investigated in the rat, dog and human. Ithedke species, eletriptan hydrobromide was ragtlor-
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bed and extensively cleared by metabolism. Thewmth of eletriptan metabolism are similar in thg ra
dog and human and principal routes include pyrimdidN-desmethyl eletriptan, together with N-oxidati
oxidation of the pyrrolidine ring and formationtetra cyclic quaternary ammonium metabolites [4].
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Frovatriptan, administered as a single enantioni®r(f-)-3-(methylamino)-1,2,3,4-tetrahydro-9H-car-
bazole-6-carboxamide is a potent 5+ receptor agonist, one with a long duration of actmd good
tolerability. Frovatriptan reverses cerebral vakaditin by activating 5-Hfg, and it prevents neurogenic
inflammation by activating 5-HF. Frovatriptan is not only more potent but alsoikenlsumatriptan,
zolmitriptan and naratriptan which fall into thetegory of triptamine derivatives, does not appear t
constrict human coronary and peripheral arteriedebular weight is 243,304 g/mol [6].

Naratriptan is chemically known as N-methyl-2-[3-(1-methylpijgén-4-yl)-1H-indol-5-yl] ethane
sulfonamide, which corresponds to a molecular weg§h335,47 g/mol. It is a triptan drug used foe th
treatment of migraine headaches, and is a selesti¥&,z/1p receptor subtype agonist. The probable sites of
therapeutic action of naratriptan include craniabaulature; the peripheral terminations of trigemin
vascular sensory nerves; the first order synapSéseotrigeminovascular sensory system; the desegnd
pain control system; and the nuclei of the thalantus well absorbed (74 % oral bioavailabilityttvipeak
plasma concentrations after 2-5 hours) having 28463irotein binding, and is metabolized by a widegea
of cytochrome P450 isoenzymes into a number otivemetabolites, and has a 5-8 hour half life [1L5]

Sumatriptan (3-[2-(dimethylamino)ethylh-methyl-1H-indole-5-methane-sulphonamide succinae)
a highly selective 5-Hikpreceptor agonist. It is a triptan drug which isefively used in the treatment of
migraine and cluster headache attacks. Sumatriptaine first and most widely prescribed triptanisit
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administered in several dosage forms including petxdfor nasal, oral and rectal delivery [10]. Theag is
official in European, British and USP and suggeftomatographic methods for determination of suma-
triptan in bulk and tablet formulations [5; 8; 18].

Rizatriptan (N,N-dimethyl-2-[5-(1,2,4-triazole-1-yImethyl)-1Hhilol-3-yl] ethanamine monobenzoate).
Rizatriptan is also a triptan drug and it is a stle 5-HT,g1p receptor agonist. Rizatriptan binds with high
affinity to human cloned 5-HE and 5-HTp keceptors. Rizatriptan has weak affinity for othéd®, recep-
tor subtypes (5-Hi, 5-HT,g, and 5-HT) and the 5-HF receptor, but has no significant activity at 5,HT
5-HT;, a- and -adrenergic, dopaminergic, histaminergic, atisic or benzodiazepine receptors. After oral
doses, peak plasma rizatriptan concentrations faened in about 1 to 1,5 hours depending on thade
lation. Bioavailability is about 40 % to 45 %. Foody daily to the peak plasma concentrations ofabket
formulation by about 1 hr, plasma protein bindisglow (14 %). Rizatriptan metabolized primarily by
MOA type A to the inactive indole acetic acid dative. The active metabolite N-monodesmethyl ripatr
tan is formed to a minor degree, other mono meit@schre also produced. About 14 % of the indoktiac
acid metabolite and 1% as N-monodesmethyl rizanipT he plasma half life is about 2-3 hours [3].

Zolmitriptan (4(S)-4-[3-(2-dimethylaminoethyl)-1H-5-indolylmstir1,3-oxazolan-2-one) is a second-
generation triptan prescribed for patients with naige attacks, with and without an aura, and cfuste
headaches. It has a selective action on seroteneptors and is very effective in reducing migraagep-
toms, including pain, nausea and photo- or phonighdn liver, zolmitriptan is well absorbed andden
goes extensive metabolism. Its major metabolitesdé®)-4-[3-(2-methylaminoethyl)-1H-5-indolyl-methy
1,3-oxazolan-2-one and (4S)-4-[3-[2-(dimethyloxidwao)ethyl]-1H-indol-5-ylimethyl-2-oxazolidinon. It
is currently available as a conventional tabletpead disintegrating tablet and a nasal spray. dibsolute
bioavailability of zolmitriptan is up to 40% for thooral and nasal dosage forms [2; 12; 13].

The triptans, selective serotonin 5-fdIpagonists, are very effective acute migraine druigls a/well
developed scientific rationale. Seven differenptains will soon be clinically available, making ésmnce-
based selection guidelines necessary. Triptars thave similar designs, facilitating meta-analysiss will
provide a foundation for using triptans in clinigahctice [7].
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Anrtan Ipuna. Knacudikanis Ta aesiki BaacTuBocti TpunraniB. Tpuntanu — HoBa rpyna e(heKTHBHHUX MPOTH-
MITPEHHHX TpernapaTiB. BoHu € crnenupidHuMH CeleKTUBHUMHU aroHictaMu SHT;p-CepOTOHIHOBUX perlenTopiB. Y
CTAaTTI HaBeJEHO Kiacudikaiilo Ta JesKi BIaCTMBOCTI TPUNTaHIiB (aJIMOTPHUITaHY, 30JMITPHOTaHY, HApaTPUITaHY,
CYMAaTpHIITaHy, PU3ATPHUIITAHY, PPOBATPHUIITAHY i EICTPUIITAHY).

KurouoBi ciioBa: Tpuntanu, knacudikailis, BIaCTHBOCTI.

AnTtan Upuna. Knaccudukanusi m HekoTopsle CBOiiCTBa TPUNTAHOB. TpHUINITaHbl — HOBast rpymnmna 3QpQeKTus-
HBIX IIPOTUBOMHMIPEHO3HBIX NpenapaToB. OHU SBISIOTCS CHeNU(pUIECKUMH CelIeKTUBHbIMU aronuctamu SHTp-cepo-
TOHHHOBBIX pelenTopoB. CTaTbsi COOCPIKUT CBEICHBS 0 KIACCH(PUKAIMK U HEKOTOPHIX CBOWCTBAX TPUNTAHOB (anMo-
TPHUIITaHa, 30JMUTPUIITAHA, HAPATPUNITAHA, CYMATPUIITAHA, PU3ATPUIITAHa, HPOBATPHIITAHA U DIICTPUIITAHA).
KoueBble c10Ba: TpUNTAHBI, KJIaCCU(UKALMS, CBOICTBA.
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