Suppositories




Introduction

® Medicated semisolid formulation that are inserted into body
cavities —

® Once inside cavity they melt, soften, or dissolve, releasing the
-—— -

drug. LAl 25, aip g
® For local effect Mginﬂammed hemorrhoidal tissues and

promoti

* and for systemic effects (to treat asthma, nausea, motion sickness,

anxiety...etc) T
® Route of administration:

- Rec

- [Urethrarj




Introduction

® Suppositories are mforms intended for insertion

into body orifices where they melt, soften, or dissolve and
exert local or system?ejffects. o

° wl suppositories are inserted with the fing@ but
- >UPP .
certain Vaginal suppositories may be inserted high in the tract

. Cays Ay
with the aid of an apphance.

~ ey )
' \ . . . =) —
7e<!® Vaginal suppositories, also called(pessaries,

7" Urethral suppositories, also called bougies
o {




Rectal Route

o Advantages of rectal route:
Lazy
For patient with nausea and vomiting
!y  _AF Mo
- For unconscious patlent
Al ) Jule¥s g
- Infants and small children
s o (e ¥
- No taste limitations
]

- Partial avoidance of hepatlc first- -pass rnetabohsm

sy ) Dhels oy A cﬂ_u oldas )

- Drugs avoid gastrlc fluid and enzymes
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Rectal Route

o Disadvantage of this route: ) o
=0 rl —_—c, lq)/ 2

- Absorption may be interrupted by defecation

- Has small surface area for passive absorption (Drug absorptlon is

less extensive and slower than after oral administration: & of
rectal mucosa is 1/10,000 the SA of smallintestine) .. .

£l clKL-w <
57" Small rectal fluid Fontent may cause problems with drug
dissolution and absorption ———

Z"ﬂ.ﬂs’
Inconvenient

=l

- Rectal absorptlon of most drugs frequently is erratic and

unpre(hctable
- Some suppositories “leak” or are expelled after insertion
- - s \f—\_/_
Al By s A =, 2375 }“&W"ﬁ”m = =




Rectal Route J@

ost commercially prepared rectal are ned
in length and weigh about 2 2 gm

o Infant rectal suppositories are half the size of adult
\e . Lgm

m\@w%\d

® The maximum amount of solid material that can be

supposrtorles

incorporated into a suppository is about 30% of the blank
Weight

® Thus, doses greater than 500 mg cannot be delivered with
rectal suppositories but can be administered easily with
vaginal suppositories—,




Rectal Route

e The factors that affe a i may be
divi i WO main groups:

) 9’2‘.‘%\"’#]5—;) T d
(a) physiologic factozia_n/
33);( b) physicochemical factors of the drug and the base.

oy
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Physiologic Factors

| 695U\ _s o
* Colonic Content
Tl L

® Circulation Route S e it 50 0loras

* pH and Lack of Buffering Capacity of the Rectal
Fluids: Because rectal fluids are essentially neutral in pH and
have no effective buffst 2éapaci‘cy, the form in which the drug

M
is administered will nom chernically changed by

/

S

the environment. bl Sl Lo e
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physicochemical factors @edrug
and the base

d,))\JQ)-Q)j\ 5\ sLOq-‘ 5_)).\\ 54_,*,;\

® relative solubihty of the drug in lipid and in water
sVo ol Blewea ~oa

* and the particle size of a dispersed drug

® Physicochemical factors of the base include its ablhty to

melt, soften, or dissolve at body temperature its abihty to

melt, soften
release the drumce, and its hydrophilic or
€ . S Anid
hydrophobic character

® The rate limiting step is the drug partitioning and diffusing
\_ﬁ/—

out of the base material MM\
- _\
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Vaginal Route of Administration:

Advantages:

clas aagy

: Generally there is less drug degradation via this route of administration

compared to oral administration

- The dose can be retrieved if necessary

D D
- Potential of long term drug administration with various intrauterine
evice (IUDs)

L] ° . . ’ . )
DisANanGges: jeus it oot iy Ty

~Absorption can be variable because vagina is a physiologically and
anatomically dynamie-organ T

- Retention of some delivery systems during menstruation could dispose

the patient to toxic shock syndrome R VR N S Sy
: . — Toda Y J) sab 05
- Can interface with sexual activity a0 -

- Can be expelle




Vaginal Route of administration

® Vaginal suppositories are employed as: contraceptives,

o . . . . o] o . \
Wne hygiene antiseptics, antibiotics

* Vaginal suppositories= pessaries
5 3, Tf PP Laley p@a?/sv
* Globu r oviform or cone-shaped and Weigh&i&

® Inserted high T (e e e e T L 4 special applicator

e Patient should be instructed to dip the suppository quickly in
s Jg Aoy CA.}?/_ oY

water before insertion

® Women should wear a sanitary napkin to protect nightwear

and bed linens




Urethral Route of Administration

® Bougles s

* Antibacterial, local preparative anesthetics

\_/\/._//
e Urethral s sitories are not specifically described in the USP
19 either by weight or dimension.
® Traditionally, they are cylindrical in shape @n diameter) and

vary in/le/ngt according to gerﬁgr.

® Female urethral suppositories can be 25 - 70 mm in length while
male urethral suppositories can be about 50 - 12 m in length.
® The one commercially available urethral suppository is actually

marketed as ﬂpelieﬁ," and is 1.4 mm in diameter W

length depending on strength. -

® Urethral suppositories are unusual and may not be encountered in a

compounding practice. N\

\_—

-




Suppository Bases:

e (lassified by composition and physical properties:

- Oleaginous (fatty) bases vt

- Water soluble or miscible bases dissaving

e Jdeal properties:

Nontoxic
Nonirritating
Nonirritatin
e Y N
o Inert

CompaLible with the drug

“+# Easily pliable into the desired shape

it should remain solid at room temperature but soften, melt, or dissolve
readily at body temperature so that the drug is fully avallable soon after
insertion

Should dissolve or melt in the presence of mucous secretions at body
temperaturm




Oleaginous bases

_

- Mild and nonirritating action on the rectal mucosa

—

. - Have a tendency t(@elt in} 3to7 minu@iso the drug can be

2 dhes@ 15)

la r‘;’-\(/ SR
- Have a lower meltmg_}&m/stban—theswa&@mam]w

must be kept in controlled room temperature environments

%ML
or refrlgerated in warmer climates

released quickly from the formulation

. e.gl Cocoa butter (Theobroma oil) ar&\c_lsyn\thetlc triglyceride

mixutures.

|




Cocoa Butter (Theobroma Oil)

—

Cocoa Butter, NF, is defined as the fat

obtained from the roasted seed of

Theobroma cacao.

At room temperature, it is a yellowish-white

solid having a faint, agreeable chocolate-

like odor. -
—_—

e Theobroma Oil or cocoa butter is

used as a suppository base because, in
Sjlarge measu@, it fulfills the

requirements of an ideal base.\wg 2\,
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Cocoa Butter (Theobroma QOil)

® At ordinary room temperatures of W(S 9° to
77°F), it is a hard, amorphous solid, but at 30° to 36°C it

- -

melts to a bland, nonirritating oil. Thus in warm climates,
g e

/—/—\
G theobrowls,HMries should be refrigerate .

M oy o1y 3o Sr T VS

® Thus it melts just below body temperature and yet
T

maintaining its solidity at usual room temperatures
L
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Cocoa Butter (Theobroma Qil)

» @i_wlax—afeteﬂtign—mustmgiven to two factors when preparing

o

suppositories with cocoa butter base:

\
... First, this base must not be heated above 35°C (95°F) because cocoa
= butter is a polymorphic compound with four structural forms and if

%

.+ overheated will convert to a metastable structur alpha crystals)
*-o, that melts in the 25° to 30°C (77° to 86°F) range. Thus, the finished
4t ZAT ’shupmmould melt at room temperature and not be usable.
®.® sV alpha Cfgsfa/s
il
2l

- The second factor is the change in melting point caused by adding
certain drugs to cocoa butter suppositories. For example, chloral

mahlm?:“ji hydrate and phenol tend to lower the melting point. It may be

soilsl o

' necessary to adc‘?permace 1 Or beeswax as a hardening or
tSldali\ soldifying agents to raise the melting poin finished suppositories
o . ASUP-Y Q( .
ooty back to the desired range. P Ao sode U, )

LSans] T Y
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Cocoa Butter (Theobroma Oil)

a9, 'ele The proper method of melting cocoa butter is to use a

FoN

Aasma ) L
. .-, hotplate or water bath (just warm water) at about 55°C and

nlelt the base caretully o

* Correctly melted cocoa butter should have an opalescent,

L . \
creamy appearance | et e

® Cocoa butter that has been overheated will change to clear

Lo . .
= olden liguid and should not be used
g)//_CL
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Synthetic triglycerides
o Syntheti@ consist o@@
—jd,wb heir advantage over cocoa butter is that they do not exhibit
Loieis olymorphism. They ar@
| ® Some of-the bases are single entity formulations. Some of the names
may denote a serics of bases. In a serics, the bases are varied to give a
range of melting points.

* For example, E@%@ is a single entity base that consists of
triglycerides from palm, palm kernel, and coconut oils. Wecobee® is a
series of bases. Wecobee FS, M, R, and S are all made from
triglycerides of coconut oil. But FS has a melting point range of 39.4 to
40.5°C, M has a range of 33.3 to 36.0°C, R has a range of 33.9 to
35.0°C, and S has a range of 38.0 to 40.5°C.

* Other triglyceride type bases include Dehydag®, Hydrokote®,
Suppocire®, and Witepsol®.

-




Water Soluble/Water Miscible Bases

® Water soluble/water miscible bases are those containing

lycerinated gelatin or thé polyethylene slycol (PEG
gy gelatin or the polyethylene gly )

polymers.

e e These bases dissolve in rectal mucosal fluids in contrast to
R /%56 v-©

w4 triglycerides which melt at body temperature. Therefore the

s problems of handling, storage, and shipping ar

LSS
Tl e The glycerinated gelatin base is slower to soften and mix

with the physiologic fluids than is cocoa butter and therefore

provides a slower release.




Glycerinated Gelatin

® Because glycerlnated gelatln—based supP051tor1es have a tendency

L) oy

°"= to absorb moisture as a result of the hygroscoplc nature of

glycerin, they must be protected from atmospheric moisture and

“must be kept im well-closed containers in a cool place since they

will absorb and dissolve in atmospheric moisture.

® As aresult of the hygroscopicity of the glycerin the suppository

may also have a dehydrating effect an@gate the tissues upon

insertion. o T ae, da wai»_s\ N

A e
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Glycerinated Gelatin

° LThus glycerin contributes to the laxative effect of the

suppository by drawing water from the intestine and from its

irritant action on the mucous lining Moo

® The water in the formula for the suppositories minimizes this

action; however, if necessary, the suppositories may be

E moistened with water prior to ﬁ’/hsertion to reduce the initial

tendency of the base to draw water from the mucous

membranes and irritate the tissues.




Glycerinated Gelatin

® is a usetul suppository base, particularly for vaginal

Vag inaf 7!-//“-(; des,

suppositories.

® [t is suitable for use with a wide W

including alkaloids, boric acid, and zinc oxide.

}:f;‘ In addition, those intended for extended shelf-life should have a
=% Prese vative

aj{_pr_ega&ivekadded, such as methylparaben or propylparaben,

e swVaSive . o 5
tr or a suitable combination of the two.

* Glycerinated gelatin suppositories are/ translucent, resilient,
gelatinous solids that tend to-disselve or disperse slowly in

mucous secretions to provide prolonged release of active

ingredients.




Glycerinated Gelatin =,

® Glycerinated gelatin suppositories may be prepared by

'@olving granular gel@@ ih glycerin (70%) and

adding water or a solution or suspension of the medication

(10%) ge(’a#}v\&@/o Clycenn Zo2  watg 1%

® The glycerin and water are mixed and heated (steam bath or

a boﬂmg water bath) Then the gelatin is s added slowly with

entle ' i W




Polyethylene Glycol Polymers
* They are chemicall, @er and

mucous secretions, and can be formulated, either by molding or

e e ——
«LXZ7 compression, in %of tht.
oi o Certain polyethylene glycol polymers may be used singly as

\;\iz @positorx bases b@more commonly, formulas call for

————

&=~ compounds of two or more molecular weights mixed in various
n o s - =

e ﬁ;m proportions as needed to yield a finished product of satistactory
<. . . .

IR hardness and dissolution time.

““'o Since the water miscible suppositories dissolve in body fluids and

=

need not be formulated to melt at body temperature, they can be

formulated with much higher melting points and thus may be safely

stored at room temperature.

//—\
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¢ Polyvethylene glycols are polymers of ethylene oxide and water
yethy gty poly y

_prepared to various chain lengths, molecu % Bts,arfcﬁﬂ&s?cal

_states. -

® They are available in a number of molecular weight ranges, the most

commonly used being polyethylene glycol 300, 40(3‘,& ?QO, 1,000,
1) » 1 ) L) » Iy , all )UOU }J';I‘“@M &N s
U1$<o;(3

® The numeric designations refer to the average molecular weight of
— —_—

cach of the polymers.
® Polyethylene glycols having average molecular weights of 300, 400,

i
and 600 are clear, colorlg%hq\uif{s. 520 Yoo, boe cloar and <oV

® Those having average molecular weights of greater than 1,000 are

waxlike white solids whose hardness increases with an increase in the
e

molecular Weight. K
\

ess ""1',143&/ ¢




Polyethylene Glycol Polymers

* Disadvantages of PEG bases:
T3 et el ozl .
- Produce stinging or a burning sensation
(it J20) Sopo o€ ITs 30> op =t o
- and may cause a defecating reflex when used rectally (minimized by .
M= o,

adding water to PEG base and moi stening with water before o0 .0

insertion)

. Polyethylene glycol suppositories that do not contain)at least 2

water should be dipped in water just before use to avoid irritation of
e o

the mucous membranes after insertion. This procedure prevents
,moisi;ure{eing drawn from the tissues after insertion and the stinging
\

sensation. _
4:,;&’&,0-&_)),*_)\&“ 5-“'l>:\) Y

- Incompatible with large number of drugj (i.e. aspirin...)

- Should not be stored in polystyrene vials because PEG reacts with the

polystyrene D
Az, I &N




Similarities between glycerinated
gelatin and PEG bases

1. They both dissolve in about\30 to 50 minuteg, providing a

more prolonged release of drug than cocoa butter
\

7. Both should be moistened with water before insertion

3. m}le fingers while being inserteé
4| ot leak from body orifices
TR
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Methods of Preparation of Suppositories:

1.Hane

® is the oldest and simplest method of suppository preparation and

may be used when ositories are to be prepared ina

cocoa butter base.

p——
¢ |t has the advantage of avoiding the necessity of heating the cocoa
butter.

e A plastic—like mass is prepared by triturating grated cocoa butter

and active ingredients in a mortar. The masmll

in the palm of the hands, then rolled into a uniform cyli ith

a large spatula or small flat board on a pill tile. The CJIinder is then

cut into the appropriate number of pieces which are rolled on one

—_—

end to produce a conical shape.
e ———

- /
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Methods of Preparation of Suppositories:
2.COMPression =  toiy-ax

® is a method of preparing suppositories from a mixed mass of

grated suppository base and medicaments which is forced into a

. -X .
spec1al compression mold.

* Compression is especially suited for making suppositories that

contaiiéheat—labile[ medicinal substances or a great deal of
— —

substances that are insoluble in the base.
W o o 14_4/_;;-)/
® In contrast to the mold?ing method, compression permits no

likelihood of insoluble matter settling during manufacture.

® The disadvantage to compression is that the special suppository
machine is required and there is some limitation as to the shapes

of suppositories that can be made. DT som 5 &4,

TL:‘.U/'@‘" s My M?I }»w dsaa A=)







Upper
moveable
mould

Charge

Lower fixed
mould

Ejectorpin

N

Compression Moulding
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#
Q
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Methods of Preparatlon of Suppositories:

3.Fusion or molding ™~ " <

o \Cocoa butterl glycerinated gelatin, polyethylene glycol, and

most other bases are suitable for preparation by molding.

—

Ml C;‘ )2‘

-

® The steps in molding include (a) melting the base, (Mw
any required medicaments, (c) pouring the melt into molds, (d) allowing

\.

the melt to cool and congeal into suppositories, and (e) removing

the formed suppositories from the mold..




Methods of Preparation of Suppositories:
3.Fusion or molding

® [ubrication is seldom necessary when the base is cocoa butter or

polyethylene glycol, as these materials contract sufficiently on

cooling to separate from the inner surfaces and allow casy

remaoval.

®| Lubrication lis usually%:cessary with glycerlnated gelatlﬁ A thin

coating of mlneral oil applied with the finger to the molding

surfaces usually suffices.




" Methods of Preparation of Suppositories: h

3.Fusion
- Small hand-held

Suppository molds: molds:

- Industrial molds: Are made of:

produces hundreds of Stainless steel )
suppository in a single ol
batch -

Brass

Plastic
Rubber
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Methods of Preparation of Suppositories:

3.Fusion or molding

* Suppositories are generally made from solid ingredients and

a5
ConTy drugs which are measured @W

® When they are mixed, melted, and poured into suppository

SEPAN
>« mold cavities, they occupy a volume — the volume of the
R .
o .. mold cavity. -
oﬁ\me_a..-:

e Since the components are measured by Weight but

== ‘w2 compounded by volum densgity)calculations and mold

compounded
ibrations are required to provide accurate doses.

NI

s
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Density Factors

® When a drug is placed in a suppository base, it will displace

a base as a function of its density.

* If the drug has the same density as the base, it will displace an

equivalent weight of the base.

® If the density of the drug is greater than that of the base, it
] =
T will displace a pro i smaller Weight of the base.
= * Density factors for common drugs in cocoa butte
ailable in standard reference texts.

WL




Density Factors:

e The density factor is used to determine how much of a base will

be displaced by a drug. The relationship is: . _ui g.. .
7CT)jensity Factor¥\Weight of drug){Weight of base displaced
® For example: Aspirin has a density factor in cocoa butter 'm f
a suppository is to contain 0.3 oi aspirin, it will replace 0.3 g —
_ W ax 1.3 or of cocoa butter. If the blank suppositor \TJ N
5195 (suppository without the drug) weighed 2 g, then 2 g - 0.23 g or
el , of cocoa butter will be nm}} suppository, and
the suppository will weigh 1.77 g + 0.3 g\: g.Soifa

pharmacist was making 12 aspirin suppositories using cocoa butter

ovX 12 or 21.24gofcocoa

—

as the base, he would weig

butter and 0.3 g X 12o0r 3.6




Density Factors:

® Some example density factors of drugs in cocoa butter are

shown in the table below (see Remington's) also see Table 17.4
pg 138

Aspirin 1.3
Barbital 1.2
Bismuth salicylate 4.5
Chloral hydrate 1.3

Cocaine hydrochloride 1.3

Codeine phosphate 1.1

Diphenhydramine 1.3
hydrochloride '
Morphine hydrochloride 1.6

Phenobarbital 1.2
Zinc Oxide 4.0




When the Density Factor is Not Known
o Bace Crozl o5 14
Cococ Rt e

® When bases other than cocoa butter are used, or when the
density factor for a drug in cocoa butter i own, then the
density factor can be estimated by calculation or (=,

experimentally determined by the double Casting

technique. (%>
® The Weight of the blank suppository is Wed. A

pofﬁm the suppository base is melted, poured into the
suppository mold and allowed to congeal. The suppositories are
M@_W
suppositories is determined. The average weight of the blank
ippository s determined by dividing the totalwoight by the

number of suppositories.

-
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When the Density Factor is Not Known:

A. Estimation by Calculation

5 1® One method to determine the density factor of a drug in a

e« Baf fonbase other than cocoa butter requires the use of the rati a
[l%k suppository of the non-cocoa butter base to a blank
pository of the( cocoa butter base. This infor ion is

generally obtained by M}le mold first with one base
and then the other base. ——

o Amethod, a mold was calibrated with the
PEG base and the average blank suppository weighed 2.26
grams. The same mold was calibrated with cocoa butter and
those blank suppositories weighed_1.87|grams on average.

Therefore, the ratio of the two Welghts was:
Polyghhefyse Clygol

weight ofPEG suppositories 2.4
\ Y weight of cocoa butter suppositories 1.87 g

1§



\/3_ a0 x = & B2 1%7]_. g *;2'2’4 \

Density Fac r’nsWo@
imation t?y\CaIculation PSR

[
3

* If 200 mg of aspirin is to be incorporated into each PEG s b itory,
it is necessary to determine how much PEG base will be disptaced b
the aspirin. That displacement amount can be calculated as feHows:

@sitfactor of aspirin in cocoa butter = 1.3 (from referenc\eﬁburces)l\

- density of PEG base relative to cocoa butter = 1.20 {(the ratio obtai

from the calibrations)

=
- 0.2 g of aspirin will displace @ of PEG base

R
N Awsily o@m{p,y-. C~@
® For each PEG suppository to be formulated, 0.2 g of aspirin and 2.06

g(2.24¢-0.18 g =\2.06 g) of the PEG base will be needed

w5l ¥ A PFE




When the Density Factor is Not Known:
T

A. Double Casting Technique

Double Casting Method of Suppository Preparation

- By determining the

Weights of suppositories at

the various steps the

ctor can be 1. Mix all of the drug with a portion of the base and use the mixture
to panially fill each of the suppository mold cavities. Sull

 calculated. — Re iy

- The double casting
—
techniques can be used to

determine the d@w 2. Use plain base to overfill each cavity.
factor of any drug in any

base
_/_\

U yen 24 QL@ S Jeg
M§QJ£&:QJJJ§5U:@<,«L5
K se &= q L) LA -

base from top of mold Remove




When the Density Factor is Not Known:
A. Double Casting Technique

® Using a particular mold, the average W
butter suppository was found to be 2.0 g. Using the
_mold, cocoa butter suppositories, each containing 300 mg of
drug A, were found to weigh 2.1 g each. So, o>

° weight of suppository of cocoa butter = 2.0 g IR

V\Ieight of drug in each medicated suppository = 0.3 g
Weight of suppository with drug and cocoa butter = 2.1 g
Weight of base in medicated suppository = 2.1 g-0.3g=

Weight of base displaced = 2.0 g-1.8g=02g
—_ \

Therefore, density factor of drugA = 0.3 g~ 0.2g=1.5

S\}J\J\d;t( o 5




® Homework?

Using the density factor determined above, how much cocoa

butter and drug A are needed to make 10 cocoa butter
itori h taining 0.3 :

\/ B




Packaging and Storage

® Because suppositories are adversely atfected by heat, it is

necessary to maintain them in ame.

® Cocoa butter suppositories must be stored below 30°C

é@pw
¥- ¢+ (86°F), and preferably in a refrigerator (2°C to 8°C, or 36°F

to 46°F). Fes

<o/ Glycerinated gelatin suppositories can be stored at controlled
Voem %eﬂéez;w\ & PP

room temperature (20°C to 25°C, or 68°F to 77°F).
* Suppositories made from a base of polyethylene glycol may

be stored at usual room temperatures.
-—




e

Packaging and storage
?—Tz Ler‘p_)kd e}Y{@W’é"‘ & =0 AR N |
”;/é_“ * If they must be stored in the refrigerator, suppositories
#==#J+ should be allowed to warm to room temperature before

Insertion.

® The patient should be advised to rub cocoa butter
suppositories gently with the fingers to melt the surface to

provide m or insertion.

* Glycerinated gelatin or polyethylene glycol suppositories

should be moistened with water to enhance lubrication.
Aa)\‘é 5\"’40':-‘-2;(’))/
S




Packaging and Storage

° Glycerin suppositories and glycerinated gelatin suppositories

are packaged in tightly closed glass containers to prevent a
[ change in moisture @t

® Suppositories stored in high humidity may abserb-moisture

and tend to become spongy, whereas suppositories stored in

__ brittle. .




™~
Observing formulations for evidence of

instability

® Should be stored protected from heat, and may be stored
under refrigeration bu

® Glycerin and PEG base suppositories should be kept in
airtight containers because they are hygroscopic

* Suppositories should be observed for:

- excessive softening

- Drying out

- Harden or shrivel

- Qil staining on the packaging




VAGINAL INSERTS

Vaginal tablets are more Widely used nowadays than are commercial

Vaginal suppositories

Vaginal tablets, frequently referred to synonymously as vaginal inserts,
are usually ovoid and are accompanied in their packaging with a plastic

inserter, a device for easy placement of the tablet within the vagina.

They are prepared by tablet compression and are Commonly

formulated to contain lactose as the base or filler, a disintegrating

agent such as starch, a dispersing agent such as polyvinylpyrrolido

and a tablet lubricant such as magnesium stearate.

The tablets are intended to disintegrate within the vagina, releasing

their medication




Vaginal inserts

e Some Vaginal inserts are capsules of gelatin containing

medication to be released intravaginally.

NOC 51205 534 22

Nystatin
Vaginal
Inserts, USP

100,000 Units

15 Vaginal inseris
with Applicator




