PHARMACEUTICS

¢ SUPPOSITORIES
¢ PHARMACEUTICAL INCOMPATIBILITY
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SUPPOSITORIES

° SuPposi'rom'es are sem solid dcsagc forms of varous shapes €
sizes Ment fos inseshon ihto body cavities |ike fectom, vaging
Nose | eav etc exr:ep’r mouth . |

* SUPPDSﬂ{m'E'S comes under <emi - solid pcrepomh‘ons becavse It |s

ared blf melting all the Ingreclents .
° E:fp’rqpcs of &Jpp&ngu"mies are ngmeﬁ ot nosmal body Jremperahrw.

Tupes of _Suppostiosies
Thelre are mm‘niq 5 ’rqpes of SUPposf’rom'fs :
O Rectal Suppositosies
(o) \oginal - Suppositoaies
@ Urethral 5upposi tovles
@ Nosal Suppositosies
® For (one

Rectal -Supposihm'es
® Rectol suppositosies are meont fos insestion inko reckum.

o They are Qgenerally made fom theobroma 0il C cova butter)
o ﬁ‘ﬂf afe aumalhf available |n Weight of about 1-9 gram .
o Theq Ofe Mainly  Cone 07 ’rorpeda Shage .
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Vaginol Suppositores
® \oginal  suppasitoztes are meant fos insestion into vagina.
o They are also known as Pessaries .

¢ They are larges than rectal supposttomies.

' The\{ are %enerolluf auailable 1n weight of about 3-S grams.
* Vagihal suppositosies are mainly ©d ov @nicel Shaped.

“ ﬂm’ are generally used fo teat  vaginal infecton .

Urethral  Suppositomes
® Urethral suppasitosies Ofe meant for Insestion into uretha
@ 'ﬁm{ are also known as Bwafes,

* Th&( are generally auailable in weight of 2-4 grams.

® They are auailable in pencil shape.

Nasal _Suppositores
e Nasal suppositosies Qre Meont 05 insestion into nasal Cawrhies .
® ‘“’K?lf ae Olso known 0s Nasal hougl'es.

° The‘f are about 9-10 (m lﬂnﬂ and weght about 1 qram

® Nosal suppositosies afe thin and Cylidaical (n shape

Eas (Ones
o Ear (nes are meant fos inseston |hto ears
¢ “Ihe\{ are (iso known s Auminames .

® M are weigh about 1 gm

® Th?J{ are  cylinduical in Shape

Rx Pharma Education


Admin
Rectangle


Aduun'cuqes of Suppositomes

@ Supposﬂames an be used for vnconsciovs Pahen!s

* Supp ositowies ore  (ompact dﬂsagc fovm

e 'Tﬁaf have less chances of side effect. |

e Tt can be used for pakients hawing severe nNavsea and \mmm'ng.
SuPposi}Um'es are suitable for childwen and old oﬂed pcd1'cn15 who
cannot swallow tablets .

° .ﬁ]EL’ an be used fo avoid rectal and Uuﬂincli infechon .

0|Suduaﬂ%0qes of SUpmsnkmcs

e SU itovies have gm\ﬂm of Po.heni' aceptobility .

o T} !s no'; suitoble ents SUYFemna from diarrhoea .

® Tinoking drugs cannot be prepared in” Suppasitony foom

e Inmplete absosblion may - be obtained .

e They must be stored of " low temperature Otheswise Jme.f will
acf melt .
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Suppasitory Bases

o Suppu.sitnn, baes are the excipients that are used in e
munupoduaing of suppositonies .

o They plays importont role in the release of medicament

® Suppository bases must dissolve in the body couty fo release
medicament .

Propetties of Tdeol Suppositorny Bases
® It shoud be melt of body temperature.
® Tt should be inest and non- l’am‘iah'na.
e Tt should be ph%%iccﬂiy and chemically” stoble .
e It should be goad in appearance.
e Tt should be compatible with any medicament .
Tt should be stable if heated above its melh‘ng point.
e Tt should release medicament reqdfly,

Types of Su!:rposibrlf Bases

There are mm‘nt-.’ 3 fypes of suppasihmf bases :
0] Oi\-{ | Fotty bases
@ \otes Soluble  boses
® Emu1sif\{|'na bases
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Oily / Fatty Bases
qu{ bases are most H’EqUE'nHlf Used suppom'#om/ bases
o Thedoroma Oil ( (owa Buttes)

® Emylsified 4hecbroma ol

° qumﬂenated oil

Theobsoma 0il

o It s the most (ommonly used suppositosy boase.

e Tt s also known 0s (ea buttes.

o T s obtuned foom the masted seed of theobwoma cocoa,

o Tt 15 yellowish white in colous hcu:ing chocolaly odovs and butkar
like Cnnsfs}enq{.

* Tt is a midvie of gyceyl esters of different fatty acds.

® TS meltn poin’c \s Dbetween 30- 35°C

® T s most suitable base o5 wecdal suppositosies but not  suitable
fos pessaries | nosal and urethrol suppositoies

Emuisified {heobsoma Oil

o Emulsified thegbsoma ol are used Qs G base When large

quontity of aqueoys Solution Nas to be ysed .
e They are less slicky in noture compm?d fo theobsoma oIl ,
o Tt manly consist of :
- 5. 3“!‘2’?1 monostearate
- 107. lonette wax
- 9-37. (e#Hl alcohol
- Ly. bees wax
- 127. speumuce’(i
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Hydrogenated 0ils
* They are Somelimes used as Subshtute of 4heobsoma a1l
» TYm, are also known as synthekic  bases .
® They are unaffeted by ovesheating.
* They are less viscous Compared to theoboma oyl
® example - (onut 0il , palm ol | cotion seed ol mixtuse.

Wates Soluble or Wokes Miscible Bases
Tﬁﬂf Mainly conlan

¢ (lyceso -gelah'n

s Polqe‘thﬂlenc qlycol

Gﬂwo- Gelahin
® T Is a midure of qiyeesin and waker.
o Tt s Most widely vsed for the P‘Gﬁpafohbn of vaginal Suppositosies.
e Tt is (olovrless and transpasent 10 natuse.
e Tt is soft in naluse
® Tt melts ot 30- 35°C
o Tt |s hygrosaopic In notute

Polyethylene Gilycols

® Vnemf are (ommonly known as  polyglycls .

* Amost Ol the drgs afe compalible with these bases, howeves
they are incompotible with phenols.

e The.,' are auailable in very chifferent - clifferent fosms
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Emulsifying Bases
‘[he\{ -mm‘n\lf contoaun -
® uJi\*ePsol

® Massq esharinum

® MOSSUPPO‘.

Witepso|
@ Thczm’I consist of  iriglyeevides of foity acids o
Tt should not be cooled fapidly as +hel.’ are bmtHe In nature .
e Thaf are non - (wwtank

Massa Eastomnum

e Tt is a mixure of mono, di and 4vi- glycesides Of fotty acids,
e I is 0 white, odourless, tasteless Sulid.
o Tt's mel’rfng poin’r Is belween 33-3s°C.
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[ MEeTHoo OF PREPARATION |

Suppositovies (an e prepared by following hree methods
® Hand Ro!h'ng Method
@ Compression Moulding / (old Compression method]
@ Hot Process [ Fusion Method

®_Hand Rolling Method

V) .

o Tt s the simplest and oldest method of suppositosy prepasdion.

® Hand folling method 15 usefol when we prepare @ smoll Numbes
of suppositovies .

o In this method frost we mix the drug with the Supposfw boses
ond aftes that by mlh'ng with ous hond , we prouide this mixture
a  suppositosy  shape.

* Atthough this method s simple and ecnomical but i s very
time Consuming and raely used now-a- dagﬁ.

® Com?&essfon Mouldinﬂ Method
o Tt is dso known as cold comptession method |
® Healing s not required in this method

o On small swle it s prepated 1 mortar aind pestie  but I 1ar3c
scale ft 1s Prepo:ed In compfession machine

(ompression Machine | = The Compression machine Consist of a ylinders
piston, molds and a mekallic Stop plate .

Rx Pharma Education


Admin
Rectangle


Psocedure . of Compression_moulding

® First mix the druq with base and prepore o  pEopes suppasifomf
mass .

® Now plae the Suppositosy mass In {he. cylinder. .

® Now cylindes Is closed and psessuse Is applied by piston.

® When Suppositosy mass IS filled in the wmould stop plate s
femoved .

® (ollect the puepared Suppositosies and leave them for dry .

Metallic Stop Plete

Mould

+ (ylindev
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®@_ Fusion Moulding / Hot Process Method
e Tn thes p0cess the bases are melted usu‘n@‘ heat
o This method 1s not svitable for heat sensifive Suppositony bases .

Prsoced use

® Frssty deng the SUPPOS‘}O:Z base . .

® Now add the drugs and othes odditives in the melkd Suppostony
base and prepare G MOsS .

® Now remove the Mixfure {som the heat and tmansfes into the
Supposifony  Mould. |

® Now mi?’rme s left for cooling and acquiing  shape.

* Afes thab Suppositosies are femoved fsom the mould

Supyosi’m\! Moulds

e Suppositosy Mouds are generolly made Of stalnless steel , Coppes
aluminivm 0T P‘iﬂSh'c;

@ Thelf are Quailoble n varous Shape € Sizes

e Small Stle movlds are _Capob\e. of Pmdum'nﬂ 6-12 Suppositomes In
a single opertion while \ndustrial moulds produce thousands  of

sitomes |n O Single 0 on .

® goﬁse Placiqg -Supfxs’i?om'cswl's Very frnpa'amnf to lubricoke #he
movtd 50 thot they will not Qet shicls on - thefs wall.

o Different bases fequired diffesent

mew  lubmcants

Rx Pharma Education


Admin
Rectangle


Evarvation TEST ForR SuppPoSITORIES

The folloming test are PeuFomﬂed Yor evaluakon of supposi’rom'es,f
O Test of appeasance
® Test of Fhijslknl strenqth
® Test of dissolution fate
@ Test of melting fange
® Test of softenin
© Test for Unifovml'h, of drg Confent

Test of Appearance
o Al +the sUpposHmsies should be unifosmed In size and shape .
® Thq must have good appearance,
e Tndividuol suppositovies should be examined for (racks and pits.
® Acm-sdinta to B.P- when suppca"mm‘es ot lonﬂifudl‘nallt, . then ts
extenal and intesnal sutfaes should be unifom In appeasance .

Test of Physical Strenqgth

o The tect is camied out to check the britteness and elastictty
of suppositosies.

o In hs test sjpposﬂom‘es are Posih'oned In uparght Poslh‘on and
weignt s put on it

e The weight IS \ncreases conkinuously - until the suppcsitotsy 89}5
break 07 loses its Stouduse.

® An (deol supposi}osy should have to beas -8 - 9.0 kﬂ weiqht
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Test For Dissolution

o The test is Fecforrswd fo check the amount of drg that ets
dissolved In body flud n unit time.

* Tt is mensure of mle of drug felease from the suppasitomy

® There ofe two types of apparatus veed for k?anS the  dissolukon
fate of suppositovies

@ Suppositosy diolysis @l - For lipophilic suppositosies

® Sfoh'onanf basket - For Htfdmphih‘c Suppositosies

Test for Melting Range
e The ftest |s pewfcmned to check the melting time of the supposifones.
® In this test suppasitosies left 1n q wales balh ot 33°cC
o i should be melted within 30 Minutes .

Test Fow_Softening
e Tt is also known s liquefackion fest.
e The test is perfoomed to cherk the sofiness of suppositonies.
o Tn tis we masure the time requied fo Suppsitoies fo compietely

aps i

Test fos_Unifosmity of Drug (Onfent

o The Yest is pevformed to chek the Unifavmi{y of drg preent
in a»ppml{osq bases .

® Al the Suppositosies should contain the same labelled quantiu—
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DispLacemeNT VALVE |

o The quantity of ihe drg that displaces ore part of - supposilory
base fs known Qs chsplacement valve. |

e When a suppositosy mould IS tilled by suppasttosy Yen volume
of Suppositomies are same but heir weight can be. vary dve
to the natve of dg.

Oetesminalion of displacement valve

® lets suppose we have to detesmine the. displacement Value of
Suppositovies (ontaining theabwoma oil as base.

¢ Follow the %Hcmfna paocedtrﬁe 1

® Fseﬁre and weight 6 Suppositovies containing  theoboma oll as
a base (No medicament added) = Q Qmm

® Now Colculate weight of 6 supposfbm‘es cnntm'm‘nﬂ HOY. Medicament
= b qram

e Now amount of heobroma oil present In Mmedicoted ~ Suppositories =
Lyp sc
00 ,Qrﬂ"'l
e Now amount of medicament puesent (n medicaled suppositosies =
4o
& b »damum

Displacement value of ihe medicament = d_
a-c
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| PHARMACEUTICAL INCOMPATABILITY‘

® When twg 05 mote Ingredients aze mixed fogether {o prepase
a medicine and On undesized change takes place which ‘afFe&
the pnysical | chemicol and therapevhc propestics iof medicament
then the Phenumenﬂn is tesmed as ]I]mmPabeihl'l’.

® Tncompalobilities are usually  unintentional

Incompatabities may gcws dusing
® (ompoundin ;
e Fosmulaion
® ManuFac’rum‘ng
[ ]
]

Pﬂckﬂgi ng
Dfspﬂﬁfnﬂ

® Stomge

e Administsahion

Emmputabih’ru con _ Affect -
2 Sqfe’glf of meclifcumen{-
® Efficacy of product
o Appearance of medicine
® frpose of mediament

Types of Pharmacevtical Inompatabilities
1) Phtdaical Incompatability
@ Cnemical Thcompatobility
® Therapeutic Inmmputabilile
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[PrysicaL IncomPATABILITY |

e When two 05 more than two substances are (ombined fogethers
and a phlﬂ&fca! chanﬂc tokes place which results .I'n the  formation
of an unaa‘eptﬁblc Pmduclr , then this Phennmenon IS known Qs
Pha&iﬁﬂl Inmmpalnbilil-l’.

® Physical incompatability involues interaction  betueen two ov more
substances which lcads to change In colour , taste , uiscosity ov
appeorance of the P‘ﬂﬂduc{'_

e The changes that ocwrs due fo Phqsita\ incompalability are USUGHY
vistble and can be (owvected by toking psoper achan .

(owsection of Physical ]ilcumpa!abih‘h;
e (hanging the ovdes of mr'x:'ma
e Emulsification
o Addition of suspending agents
e (hange In the foom of ingredient
® Additon 0v subshtution of a therapeutically Inachve substance.

Example of Physical TnmmFalnbl'h‘h?!
® Enmu‘&:ibih’%q
e Esolubilihf
° P&dpif&ﬁoﬂ
e Liguefaction
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Immiscibilﬂ-g
Ots and wales afe |mmiscible with each othew , but they (an

be ™made miscible by emulstficaion
£xomple. -

e (aster Oil — 15 m|
o Waler - 60 m|

Make an emvlsion

Now \n the ahove poescoiption castes ol 1s Immiscible  with waler,
Yo ovescome this Enmmpambiliry an emulsﬁ‘y:‘nﬂ agcn} Is used o
mMoke @ gnﬂd emulsion .

Tnsolubility

Insclubf\ihf takes Pl{h’e Wwhen o dm,g Is Insolyble 1n a PG'EH(UI(]F
solvent .

E'xumple .
Ephedoine Sulphote ~ —  0-2S qm
Mentho| = 0-2 m|
Liqud  Paraffin - 30m

Now fn the above presciption ephedwine sulphate s not soluble in
iquid Pamfﬁh but  anhydrovs ephedsine 1S soluble 1n it , Hence

ephedvine Sulphote s Subsitoted with anhydrous ephedsine i fh
Obove prescoiphion t0 moke 0 cleas Solukion .
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Precipitation

A dwg 0 a solulon may be Pﬁeupl'fahgd C1F dme it 15 insoluble
In the solvent in which 1+ 15 added

Exnmpu .
® Resins are Insoluble |n wakey , when 1t is added 1n the
Wates it gets precipitated.
® Tt @n be pevented by adding 0 Suttable ’rhi:kemhs agent,
Liguefackion

When two o5 mowe <Sold having low melting pont afe mixed
then qet converted tnto  liguid
Exﬂmpl!. :
® T{ medicament .Con{m'm'ns menthol , thymol , @mphors
phenol ete Mixed {ogethes Jhaf Qets converted  Into h‘qm‘d.
* 1o pevent lquefaction , ingredients should be either

dl'spensed seportely oF Moy be Mived with enough
Quantity of absosbent powdes.
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| CHemicaL INCOMPATABILIW‘

e Chemical incompalability fs the fesult of change tn chemcol propesties
of two ov mowe ingredients due to the chemical feackon Ocwrs

~ between them
e (hemical l'ncmpalabilﬁy testlks In the fosmakion of a foxic or
inackive dosage foom . | .

® TF the chemicol feaction between Inqredients fake P!cme lmmfdiﬂi'ely
then it Is tesmed as immediate incompatobilifes.

o T the chemiwl reaction tokes place Over a peziod of 4me then
It is fesmed as deloyed incompatobilities.

Chemicol Tocompatobilities Often Occws Dve to
e Oxidahion - Reduction
e Acd- base hqdml%gis
e (ombinakon ReacHons
® PH chanﬂt

e These reaction con be noticed bL/ poecipitation , decomposition , lous
C“{’“ﬂe , explosion

Tlfpes of Chemicol Inmmpahbih‘hks

Tolerated | - Tn tolerated incompolabilities | we change the ondes
of mixing ox diluted the substances fo ouvescome the
chemical reaction between inqredients

Adiusted [ In odiusted incompalabilties . we difectly add 05 %moue
a suvbstonce to ovewcome the chemycal weachon bepd
ingredients . |
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| THERAPEUTIC JL1NCOMPATABILITIES I

ﬁerqpeuh'c fnmfnpahbflﬂq may be the wesull of P&smibr’na cestain
dru%% to the Pah’enl' with the (ntenkion 1o produce @ specific
deqree of ackon but the natve or 1'n'ren~sih/ of the achon P‘ondured
s diffesent fiom that intended by prescribers

Causes of Therapeutic lﬁcompa!abiiih'fs

Tt moy be oaus due to
e Ouesdose [ Impmpes dose of Q single drug
* Impwopes dosage fosm
e (ontwaindicoted Drug

e S\fneﬁtaisﬁc and Anlagonish'c dru%s

Example of Overdose

(odeine Phosphate ............. 0-5 qram
Direcion For Phamacist
® Make Powdess

® Send such 10 powdfﬁ%
® {dose to be token O} bed fime

In the above poescoiption phﬂ»y‘mhn wwte S00mq (0-s qm)
instead of s mg of (odeine phosphate
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Example of Drua Interackon

Tetracycline  Hydrochlowde ............ 250 gms
Direcion Fow  Pharmacist

® Make (opsule , send -such O (apsules .

* Toke ¢ copsules every € hours with milk

Now In the above pnesr:w'phbn dose 15 alnght but the drvechion
IS uywong . "rdmc(fcll'ne should not be /qfuen with Mk becavse
the calaium hot Pmesenl In mlk mactivates the achon of fetroaycline
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