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COMPOSITION AND METHOD FOR TREATING 
HEMORRHOIDS AND/OR ANORECTAL 

DISORDERS 

BACKGROUND OF THE INVENTION 

0001) 1. Field of the Invention 
0002 The present invention is directed to an oil-in-water 
emulsion composition useful in the treatment of anorectal 
disorderS Such as hemorrhoids and use of the composition in 
the treatment of anorectal disorderS Such as hemorrhoids. 

0003 2. Description of Related Art 
0004 Hemorrhoids, a common ailment suffered by as 
many as nine out of ten Americans at Some point in their 
lives, are Swollen varicose veins in the mucous membrane 
inside or just outside the rectum. Hemorrhoids can be caused 
by constipation and the Straining associated there with as the 
excessive pressure involved can cause a fold of the mem 
branous rectal lining to Slip down, resulting in a pinching of 
the veins and Subsequent irritation. Other causes may 
include diseases of the digestive tract resulting in an infec 
tion and diseases which obstruct blood flow, putting 
increased pressure on the hemorrhoidal veins. For example, 
pregnant women are prone to Suffer hemorrhoids because of 
the pressure on the veins in the abdomen. 
0005 Hemorrhoidal symptoms can range from no notice 
able Symptoms to itching and mild discomfort to pain and/or 
bleeding. Once formed, the hemorrhoidal condition typi 
cally worSens over time, hence prompt treatment is desirable 
even in mild cases with few or no noticeable Symptoms. 
0006 Treatment methods for hemorrhoids include sooth 
ing by immersion in a warm bath, application of ointments, 
gels and Suppositories and Surgery to curtail bleeding and to 
remove varicose veins. A Single method of treatment or 
combination of treatment methods may be employed. 
0007. A number of patents and patent applications dis 
close and claim hemorrhoidal treatments. For example, U.S. 
patent application publication No. 20040037888 discloses a 
gel preparation comprising a cellulose gelling agent, propy 
lene glycol, and active ingredients. The water based System 
facilitates Solublization of active ingredients but lacks the 
desirable tactile feeling of a cream and most likely the 
endurance at the Site of treatment of a cream. 

0008 Related U.S. Pat. Nos. 5,234,957, 5,332,576 and 
5,446,070 teach a composition comprising a polysaccharide 
bioadhesive carrier that is preferably water free. Active 
ingredients are dissolved in a solvent other than water. While 
this may facilitate preparation of the composition, the 
absence of water may impact the delivery of the active 
ingredient to body tissues. Evidence for this is found in U.S. 
Pat. No. 5,234,957 which teaches the use of concentrations 
of anesthetic actives Substantially higher than approved FDA 
dosage amounts. 
0009 U.S. Pat. No. 6,582,724 discloses a composition 
which includes a hydroxide releasing agent Such that the pH 
of the composition is pH 8.0 to pH 13. Such an alkaline pH 
would impact the Stability of many active agents and pres 
ervation of the integrity of the composition over time would 
require Special efforts. 
0.010 U.S. patent application publication No. 
20020192273 discloses an adhesive patch for application of 
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a therapeutic formulation for the treatment of hemorrhoids. 
Not only is a patch Substrate required but also a preSSure 
Sensitive adhesive. Self application of Such a patch to 
affected hemorrhoidal tissue may be fraught with some 
difficulty. Accomplishing adhesion at the desired location 
and/or discomfort in removing a patch adhered to hemor 
rhoidal tissue are exemplary of these difficulties. 
0011 U.S. patent application publication No. 
20030054017 claims a general method for application of a 
topical anesthetic to the skin. The method includes incor 
porating an anesthetic in a lipophilic base into a volatile 
Solvent Such as alcohol which will evaporate upon applica 
tion to the skin. The disclosed composition is best Suited for 
anesthetics which are preferentially Soluble in non-polar/ 
non-aqueous medium. 
0012 Many commercial preparations are available on the 
market for treatment of hemorrhoids. Many of these prod 
ucts are cream based preparations. Cream based composi 
tions have the desirable properties of good tactile Sensation 
and persistence on the area of treatment for a period of time. 
However, known cream based preparations typically Suffer 
the Significant deficiency of not dissolving many topical 
anesthetic agents and/or vasoconstrictors which are desir 
able active agents. While Such agents may be physically 
dispersed in a cream, homogenous distribution as well as 
delivery to affected tissues may be problematic. 
0013 Hence, there remains a need for a cream type 
hemorrhoidal treatment with improved compatibility with 
dispersion and delivery of water Soluble active agents. 

SUMMARY OF THE INVENTION 

0014. The invention provides a pharmaceutical compo 
Sition for treating hemorrhoids and/or anorectal disorders 
comprising an effective amount of a topical anesthetic, an 
effective amount of a vasoconstrictor, glycerin and water. 
The pharmaceutical composition is an oil-in-water emulsion 
and the topical anesthetic and the vasoconstrictor are Solu 
bilized in the water portion of the oil-in-water emulsion. The 
ratio of the glycerin amount by weight to the Sum of the 
glycerin amount and water amount by weight in one 
embodiment is about 20% to about 45%. Further, the Sum of 
the glycerin amount and water amount in one embodiment 
is at least 50% w/w of the pharmaceutical composition. 
0015 Vasoconstrictors useful in the practice of the inven 
tion include, but are not limited to, at least one of phenyle 
phrine hydrochloride, ephedrine Sulphate, epinephrine, epi 
nephrine hydrochloride and tetrahydrozoline HC1. 
Anesthetics useful in the practice of the invention include, 
but are not limited to, at least one of benzocaine, benzyl 
alcohol, dibucaine, dibucaine HCl, pramoxine hydrochlo 
ride, tetrocaine, tetracaine HCl, dyclonine, and dyclonine 
HCl. The composition may further comprise at least one 
non-ionic emulsifier and/or about 12% w/w to about 18% 
W/w of a Semisolid oleaginous protectant, and/or at least one 
antioxidant. In Some embodiments a pH adjusting com 
pound with buffering capacity may be added and the pH 
adjusted to a pH of less than about pH 6. 
0016. In one embodiment the invention provides a phar 
maceutical composition for treating hemorrhoids and/or 
anorectal disorders in humans comprising pramoxine hydro 
chloride, phenylephrine hydrochloride, glycerin and water. 
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The pharmaceutical composition is an oil-in-water emul 
Sion, and the pramoxine hydrochloride and phenylephrine 
hydrochloride are solubilized in the water portion of the 
oil-in-water emulsion. The ratio of the glycerin amount by 
weight to the Sum of the glycerin amount and water amount 
by weight is about 20% to about 45%. Further, the sum of 
the glycerin amount and water amount is at least 50% w/w 
of the pharmaceutical composition. 
0.017. The composition may further comprise at least one 
non-ionic emulsifier, and/or about 12% w/w to about 18% 
W/w of a Semisolid oleaginous protectant, and/or at least one 
antioxidant. A pH adjusting compound with buffering capac 
ity may be added and the pH adjusted to a pH of less than 
about pH 6. 
0.018. In another embodiment the invention provides a 
pharmaceutical composition for healing hemorrhoids and/or 
anorectal disorders in humans comprising about 0.5% W/w 
to about 3.0% w/w pramoxine hydrochloride, about 0.1% 
w/w to about 1.0% w/w phenylephrine hydrochloride, glyc 
erin, water, about 0.1% w/w to about 0.3% w/w Sodium 
benzoate, about 12% w/w to about 18% w/w petrolatum, 
about 0.2% w/w TenoxTM, about 0.5% w/w mixed toco 
pherols, citric acid and at least one non-ionic emulsifier. The 
pharmaceutical composition is an oil-in-water emulsion, and 
the pramoxine HCl and phenylephrine HCl are solubilized in 
the water portion of the oil-in-water emulsion. The ratio of 
the glycerin amount by weight to the Sum of the glycerin 
amount and water amount by weight is about 20% to about 
45%, and the Sum of the glycerin amount and water amount 
is at least 50% w/w of the pharmaceutical composition. The 
composition may further comprise about 0.1% w/w to about 
2.0% w/w carboxymethylcellulose and about 0.01% w/w to 
about 1.0% w/w xanthan gum. 
0019. The invention further provides a method of pre 
paring a composition for treating hemorrhoids and/or 
anorectal disorders in humans comprising preparing an 
oil-in-water emulsion comprising a topical anesthetic, a 
vasoconstrictor, glycerin and water wherein the topical 
anesthetic and the vasoconstrictor are Solubilized in the 
water portion of the oil-in-water emulsion. The ratio of the 
glycerin amount to the Sum of the glycerin amount and the 
water amount by weight is about 20% to about 45%, and the 
Sum of the glycerin amount and the water amount is at least 
50% w/w of the pharmaceutical composition. 
0020. The invention further provides a method of treat 
ment of hemorrhoids and/or anorectal disorders in humans 
comprising administering to the anorectal region a Safe and 
effective amount of the pharmaceutical composition of the 
invention disclosed herein. 

DETAILED DESCRIPTION OF THE 
INVENTION 

0021. The invention provides an anesthetic cream com 
position which is an oil-in-water emulsion comprising a 
local anesthetic, a vasoconstrictor, glycerin and water. The 
inventors have discovered that certain ratioS of glycerin and 
water facilitate not only the dispersion of water soluble local 
anesthetics and/or vasoconstrictors in the composition but 
also promote absorption into human body tissue. The cream 
of the invention has improved prolonged anesthesia particu 
larly as compared to a typical gel preparation, other creams 
and ointments. 
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0022. The cream of the invention may be formulated with 
petrolatum and an emulsification System, both of which may 
promote good rub-in properties and foster long-term Stabil 
ity under Storage conditions. Further, the composition may 
include one or more antioxidants and/or be adjusted to an 
acidic pH using a composition that has buffering capacity. 

0023 The invention also provides a method for treating 
hemorrhoids and a method of preparation of the composition 
of the invention. 

0024. As used herein, “hemorrhoids” mean Swollen vari 
cose veins in the mucous membrane inside or just outside the 
rectum. The composition and methods of the invention may 
be used to treat diseases of the anorectum which manifest 
one or more Symptoms of itching, discomfort, pain and 
bleeding. Accordingly, references to use of the composition 
and/or methods of the invention for treating hemorrhoids is 
equally applicable to diseases of the anorectum manifesting 
one or more Symptoms in common with hemorrhoids. 
0025 The term “pharmaceutical active”, “active pharma 
ceutical agent”, “active agent' and "drug” as used herein 
should be considered to have the same meaning. 
0026. The terms “effective amount” or “therapeutically 
effective amount of an active agent as provided herein is 
defined as an amount of the agent at least Sufficient to 
provide the desired therapeutic effect. 

0027. The term “glycerin ratio” means the ratio of the 
weight of glycerin to the weight of glycerin plus the weight 
of water in the composition. Preferably this ratio is 
expressed as a percent. 

0028. The term “w/w”, unless otherwise indicated, means 
weight of a given component or Specified combination of 
components to total weight of the composition expressed as 
a percentage. 

0029. A designation that a substance is a solid, semisolid, 
liquid or gas should be taken to mean the physical State of 
the substance in the temperature range of about 20° C. to 
about 40 C. 

0030. A “vasoconstrictor” means a substance or agent 
that promotes the constriction of blood vessels in hemor 
rhoidal tissue (i.e. shrinks the hemorroidal tissue). 
0031. An “anesthetic' means a substance that is capable 
of producing a complete or partial loSS of feeling. 

0032. As used herein, the term “treat' or “treating” or 
“treatment” means to provide relief of one or more of the 
symptoms associated with hemorrhoids. The relief may be 
provided by ameliorating one or more Symptoms, reducing 
the hemorrhoid, and/or healing affected tissues, for example. 
Accordingly, the treatment of hemorrhoids can include the 
following: constriction of the blood vessels of the hemor 
rhoidal tissue and/or providing relief from the discomfort or 
pain from the burning, itching, Swelling, irritation, SoreneSS 
and/or inflammation of hemorrhoidal tissue. 

0033. The term “petrolatum” refers to petroleum jelly, 
which is a mixture of the softer members of the paraffin or 
methane Series of hydrocarbons, obtained from petroleum as 
an intermediate product in the distillation. Petrolatum is 
typically perceived as Soothing when applied to the human 
skin. 



US 2006/0004094A1 

0034. Anesthetics suitable for use in the practice of the 
invention and Suitable respective ranges of their amounts 
include, but are not limited to, benzocaine (about 5% to 
about 20% by weight, benzyl alcohol (about 1% to about 4% 
by weight), dibucaine and dibucaine HCl (about 0.25% to 
about 1% by weight); lidocaine and lidocaine HCl (about 
0.5% to about 5% by weight); pramoxine hydrochloride 
(about 0.5 to about 1% by weight), tetracaine and tetracaine 
HCl (about 0.5% to about 1% by weight) and dyclonine and 
dyclonine HCl (about 0.5% to about 1.0% by weight) or 
mixtures thereof. 

0035) Use of pramoxine HCl as the anesthetic has several 
advantages. It is a long-acting Surface anesthetic that fosters 
the relief of pain without the loss of the touch sensation (e.g. 
without numbing). Further, pramoxine HCl is water soluble 
and has a low toxicity profile. 

0.036 Vasoconstrictors suitable for use in the invention 
include, but are not limited to, phenylephrine hydrochloride, 
ephedrine Sulphate, epinephrine, epinephrine hydrochloride 
and tetrahydrozoline HCl or mixtures thereof. In the 
embodiments in which phenylephrine HCl is the vasocon 
Strictor, the phenylephrine hydrochloride is used in an 
amount up to about 0.35% w/w of the total composition, 
more preferably about 0.1 to about 0.3%, and most prefer 
ably about 0.25%. 
0037 Glycerin (glycerol) is used in the practice of the 
invention in an amount of about 10% w/w to about 45% 
W/w. Further, the Sum of the glycerin content and water 
content should be at least 50% w/w of the composition and 
the ratio of the glycerin content to the Sum of the glycerin 
and the total water content ranges from about 20% to about 
45%. Commercially available 96% glycerin 4% water may 
be used in the practice of the invention, however any water 
contained in the commercial glycerin product should be 
included in the determination of total water in the compo 
Sition. Likewise glycerin amounts are based on actual 
amount of the chemical entity glycerin. 

0.038. The inventors believe, without wishing to be bound 
to theory, that the glycerin and water amounts and amount 
of glycerin to the total amount glycerin and water (e.g. the 
glycerin ratio) are important factors in imparting Some of the 
desired features of the invention. Glycerin alone can have a 
dehydrating effect which would not only potentially have the 
undesirable property of dehydrating the affected area but 
also may cause an uncomfortable Sensation. However, glyc 
erin in combination with Suitable amounts of water has the 
desired feature of providing hydration to afflicted areas. AS 
the preferred anesthetics and vasoconstrictors are water 
Soluble, the water glycerol combination also facilitates pen 
etration of the active agents into the afflicted area. Both the 
amounts of glycerin and water, as well as their relative 
proportions, are believed to be important to optimize the 
humectant properties of glycerin, facilitate the penetration of 
the active ingredients into the afflicted area, and facilitate 
hydration of the tissues. Hydration is believed to facilitate 
relief of itching, discomfort and pain. Hydration of the 
afflicted epithelial tissue is particularly important in the 
anorectal area Since the rectal area is particularly devoid of 
water in comparison to other body cavities Such as the 
buccal or vaginal cavity. Further improved penetration of the 
active agents in the afflicted areas is believed to provide 
improved anesthesia. 
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0039. In one embodiment pramoxine HCl and phenyle 
phrine HCl are the anesthesia and vasoconstrictor, respec 
tively, in an oil-in-water emulsion. Glycerin is preferably 
present at a level, and at a ratio to the total formula quantity 
of glycerin and water to optimally promote the hydration of 
irritated epithelial tissue with the water phase of the oil-in 
water emulsion. This facilitates delivery of the pramoxine 
HCl and phenylephrine HCl which are dissolved in the water 
to afflicted tissue. Preferably the amount of water is suffi 
cient to fully solubilize the pramoxine HCl and phenyleph 
rine HC1. Full solubilization presents the pharmaceutical 
actives as molecular species in a water medium. If the 
pharmaceutical actives are Suspended in an oleaginous Sub 
stance (e.g. not solubilized), the pharmaceutical actives are 
likely to be dispersed as aggregates of molecules. 
0040 Pramoxine HCl provides a long-acting surface 
anesthesia fostering the relief of pain without the loSS of the 
touch Sensation (e.g. a numbing feeling). The combination 
of pramoxine HCl with the vasoconstrictor phenylephrine 
HCl is believed to prolong the residence time of the pramox 
ine HCl at the inflamed/irritated tissue site, thus prolonging 
the anesthetic effect over a composition containing pramox 
ine HCl alone. 

0041. The composition of the invention may contain one 
or more antioxidants, preferably antioxidants that Scavenge 
free radical oxygen species. Exemplary antioxidants include 
about 0.2% w/w Tenox-2TM (i.e. a mixture of butylated 
hydroxy anisol (BHA) and propyl gallate dissolved in pro 
pylene glycol) and mixed tocopherols at about 0.5% w/w. As 
many active agents Such as pramoxine HCl and phenyle 
pherine HCl, for example, are Susceptible to oxidation by 
free radical Species, it is desirable in Some embodiments to 
use at least two antioxidants to provide enhanced protection 
against a range of Oxidizing agents. 

0042. Other antioxidants that may be used include BHT 
(butylated hydroxy toluene), botanical extract antioxidants, 
flavinoid antioxidants, Sodium ascorbate Sodium metabisul 
phite. The antioxidants promote the chemical stability of 
active ingredients Such as pramoxine HCl and phenylephrine 
HCl by protecting against oxidation by free radical oxygen 
Species. 

0043. An organic acid may be used to adjust in the pH 
preferably to an acidic range below about pH 6 and more 
preferably a pH range of about 3.5 to about 4.2. Citric acid 
at a level of about 0.1% w/w to about 0.3% is exemplary of 
a Suitable acid. The acid not only maintains a pH range that 
is optimal for the active components of the composition of 
the invention but also may serve to buffer the composition 
from alkali insult if the composition is put into commercial 
packaging. Other Suitable organic acids include, but are not 
limited to, maleic acid, Succinic acid and other weak organic 
acids. Phosphoric acid is also Suitable for use in adjusting 
the pH and providing buffer capacity. 

0044) It is believed that the use of at least one antioxidant 
or at least one compound that adjusts the pH to acidic range 
and has a buffering capacity or both facilitates Shelf-life 
stability by providing an optimum pH for stability of active 
ingredients and Scavenging of free radicals which may 
promote degradation. The buffering capacity provides the 
capacity for neutralizing any alkali Specie that might be 
introduced in the manufacturing proceSS or from packaging. 
In Some embodiments at least two antioxidants are used. 
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0.045. In an embodiment in which pramoxine HCl and 
phenylephrine HCl are the anesthetic and vasoconstrictor, 
respectively, it is preferable to maintain the pH below about 
pH 6.0 and more preferable to maintain the pH below about 
pH 4. The low pH is beneficial for reducing, for example, 
potential degradation of phenylephrine. Maintaining the pH 
in the preferred range may be accomplished by including, 
for example, citric acid in the composition. An acidic 
environment provides the additional benefit of anti-micro 
bial action in addition to facilitating Stability under Storage 
conditions. 

0046. In one embodiment the oil phase contains about 
12% w/w to about 18% w/w of a semisolid oleaginous 
protectant ingredient Such as, for example, petrolatum. Pet 
rolatum is believed to promote good rub-in properties and 
accordingly enhance delivery of the active agents. Other 
materials Suitable for use in the oil phase include, but are not 
limited to, mineral oil, paraffin, white wax, coca butter, Shea 
butter. The oil phase may comprise a single type of oil or 
Semi-Solid oleaginous product or mixtures thereof. Further, 
a given oil or Semisolid oleaginous product may contain a 
mixture of chemically similar chemical Species. 
0047 Suitable emulsifiers for low pH (e.g. acidic) 
embodiments of the composition are non-ionic emulsifiers 
which can tolerate a low pH. Suitable emulsifiers include, 
but are not limited to, esters and ethers of fatty acids and 
esters and ethers of fatty alcohols and Sorbitan esters includ 
ing ethoxylates and non-ethoxylates and mixtures thereof. 
Typical compounds used as anionic emulsifiers do not 
function as emulsifiers at low pH and Some cationic emul 
sifiers may be irritating when left on the epithelial tissues for 
an extended period of time. 
0.048 Typically a mixture of ethoxylated and non 
ethoxylated emulsifiers are used. In Some embodiments, for 
example in emulsions containing greater than 10% of an 
oleaginous Semi-Solid Such as petrolatum, it is desirable to 
include an ethoxylated fatty alcohol, that is a Solid at room 
temperature and at least one or more additional emulsifiers 
with Viscosity building attributes Such as, for example, cetyl 
alcohol and/or stearyl alcohol. A solid ethoxylated fatty 
alcohol is believed to promote Stability at temperatures 
around 40 C., (e.g., may, for example, prevent cheesy 
appearance upon Storage at 40 C.). 
0049. In one embodiment of the cream of the invention 
comprising pramoxine HCl, phenylephrine HCl, glycerin, 
water, Sodium benzoate, about 12% to about 18% semi-solid 
petrolatum, a non-ionic emulsifier which is a Solid at room 
temperature, about 0.1% to about 0.3% w/w of citric acid 
and the antioxidants Tenox-2 (about 0.2% w/w) and mixed 
tocopherols (about 0.5% w/w), exhibited superior physical/ 
chemical Stability in Shelf life testing. In a cream containing 
pramoxine/phenylephrine which contained no pH buffers 
and no antioxidants, the pramoxine degradant n-butoxyphe 
nol was observed upon Storage. This degradant was not 
observed upon Storage of the compound of the composition 
of the invention. 

0050. The composition of the invention may include one 
or more preservatives Such as, but not limited to, methylpa 
raben, propylparaben, Sodium benzoate and phenoxyetha 
nol, hydroxybenzoates, imidazole urea. In Some embodi 
ments at least two or more preservatives may be used, one 
of which preferentially dissolves in the water phase of the 
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oil-in-water emulsion and another of which that preferen 
tially dissolves in the oil portion of the active water emul 
Sion. For example, the combination of methylparaben which 
is water Soluble and propylparaben which is oil Soluble may 
be used in the practice of the invention. Further benzyl 
alcohol in amounts up to about 1% W/w may be used as an 
auxiliary preservative. 

0051. The composition of the invention may also include 
chelating agents Such as, for example, disodium edetate. 

0052 The composition of the invention may further 
include emollients and anti-irritants Such as, for example 
including but not limited to, aloe Vera oil, Vitamin E acetate, 
D-panthenol, green tea extract, heat-shock proteins and 
phytosterols. 

0053. In one embodiment carboxymethylcellulose and/or 
Xanthan gum may be included in the composition of the 
invention to modify texture, promote a Smooth consistency 
over time and Storage conditions, mitigate against grainineSS 
and/or promote a Smooth and Shiny appearance. The com 
position of the invention is an oil-in-water emulsion not a 
gel. Accordingly amounts of carboxymethylcellulose and 
Xanthan gum should be Sufficient to impart a Smooth appear 
ance to the cream of the invention but at insufficient levels 
to form a gel. Carboxymethylcellulose may be used in an 
amount of about 0.1% w/w to about 2.0% w/w and more 
preferably about 0.25% w/w to about 2.0% w/w. Xanthan 
gum may be used in an amount of about 0.01% to about 
1.0%. Aqualon 7MFTM is exemplary of a Carboxymethyl 
cellulose Suitable for use in the practice of the invention. 
Rodigel 80TM from R. T. Vanderbildt is exemplary of a 
Suitable Xanthan gum. 
0054 Optionally, menthol may be included in composi 
tion of the invention as a Sensory efficacy cue to provide a 
user of the composition with an immediate anti-pruritic (e.g. 
anti-itch) effect and a decided cooling Sensation. Typically 
about 0.01% to about 1.0% w/w menthol may be included. 
0055 Optionally, fragrances known to those in the phar 
maceutical industry may be included. 

0056. The composition of the invention is intended for 
topical application to the affected tissue. The composition 
may be applied intrarectally and/or to the anorectal region. 
The typical method of use is application one to four times 
daily of an aliquot of the composition to the afflicted tissue 
with gentle rubbing. 

0057 The composition of the invention is typically pre 
pared by combining the oil component(s) and the emulsifi 
er(s) and then combining the oil/emulsifier mixture with the 
water and the glycerin components. Preferably if carboxym 
ethylcellulose and/or Xanthan gum are used, they are dis 
persed in the glycerin and hydrated with water prior to 
combination of the water and glycerin (e.g. water/glycerin 
component) with the oil/emulsifier component. The oil 
emulsifier component and glycerin/water component should 
be combined with vigorous stirring. In Some embodiments it 
is desirable that the combination process be conducted at 
elevated temperatures. In an exemplary embodiment the 
combining process was conducted at about 70-75 C. The 
amount of heating will vary depending on the oils used and 
should be sufficient to promote formation of the emulsion 
but not So high as to promote degradation of components. 
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0.058 Components not specifically mentioned may be 
added at any one of a variety of points in the proceSS as one 
skilled in the art will appreciate. Typically oil soluble 
components not Susceptible to heat degradation up to about 
100° C. were dissolved in the oil/emulsifier mixture prior to 
mixing with the glycerin/water dispersion and water Soluble 
components that have degradation at temperature below 
about 100 C., were combined in the emulsion mixture after 
combination of the oil emulsifier and water/glycerin com 
ponents and cooling of the emulsion to near ambient tem 
perature typically about 50° C. Further, it is preferable in 
Some embodiments to add Salts and acids after the emulsion 
is formed as addition prior to forming the emulsion may 
adversely impact emulsion formation in Some cases. 

EXAMPLE 1. 

Anorectal Cream 

0059. The following example describes a pharmaceutical 
composition, which is exemplary of the oil-in-water emul 
Sion for treating hemorrhoids and/or anorectal disorders of 
the present invention. 

% W/W 

ACTIVE INGREDIENTS 

Pramoxine HCl, USP 1.OO 
Phenylephrine HCl, USP O.2SO 
Glycerin, USP 14.4 
White Petrolatum, USP 15.O 
INACTIVE INGREDIENTS 

Methylparaben, NF O.2OO 
Propylparaben, NF O.1OO 
Sodium Benzoate, NF O.2OO 
Disodium Edetate USP O.OSOO 
Mixed Tocopherols Antioxidant O.SOO 
Propyl Gallate and BHA in Propylene Glycol O.2OO 
Steareth-20 1.OO 
Steareth-2 1.OO 
Glyceryl Monostearate and Laureth-23 (70/30) 3.OO 
Stearyl Alcohol, NF S.OO 
Cetyl Alcohol, NF S.OO 
Sodium Carboxymethylcellulose, USP O.2SO 
Xanthan, NF O.1OO 
Citric Acid, USP O.2OO 
Aloe Vera Oil O.1OO 
Vitamin E Acetate, USP O.1OO 
D-Panthenol, USP 1.OO 
Purified Water, USP 51.35 

0060. The composition of Example 1 was prepared by 
melting the oil component (i.e. white petrolatum for this 
example) and combining the melted oil with the emulsifiers, 
emollients, antioxidants and preservatives (i.e. emulsifiers: 
Steareth-20, Steareth-2, glyceryl monosterate and laureth-23 
(70/30) stearyl alcohol and cetyl alcohol; emollients: Vita 
min E, aloe Vera oil; antioxidants: Tenox 2TM and mixed 
tocopherols, and preservatives: methyl paraben and propy 
lparaben). The Sodium carboxymethylcellulose and Xanthan 
gum were dispersed in the glycerin and then hydrated by 
mixing the glycerin dispersion with water. The disodium 
edetate was added to the glycerin/water dispersion. 
0061 The glycerin/water dispersion was combined with 
oil/emulsifier mixture with Vigorous mixing and with heat 
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ing to about 70-75 C. Upon thorough mixing the compo 
sition was cooled to about 50 C. and the pharmaceutical 
actives, other heat labile components, Salts and acids (e.g. 
Sodium benzoate, panthenol, and citric acid) were added. 
0062 Physical characteristics of the composition of 
Example 1 were measured by means known to those skilled 
in the art. The measured physical characteristics of the 
composition of Example 1 include Specific Gravity: 0.983; 
pH: 3.93; and Viscosity: 44,980 cps at the time of manu 
facture, 159,000 cps three days after manufacture and 179, 
000 cps seven days after manufacture. 
0063 Although the foregoing invention has been 
described in Some detail by way of illustration and examples 
for purposes of clarity and understanding, it will be obvious 
that certain changes and modifications may be practical 
within the Scope of the appended claims. Modifications of 
the above-described modes of practicing the invention that 
are obvious to perSons of skill in the art are intended to be 
included in the Scope of the following claims. 

1. A pharmaceutical composition for treating hemorrhoids 
and/or anorectal disorders, the pharmaceutical composition 
comprising: 

an effective amount of a topical anesthetic, an effective 
amount of a vasoconstrictor, glycerin and water 
wherein the pharmaceutical composition is an oil-in 
water emulsion and wherein the topical anesthetic and 
the vasoconstrictor are Solubilized in the water portion 
of the oil-in-water emulsion. 

2. The pharmaceutical composition of claim 1 wherein the 
ratio of the glycerin amount by weight to the Sum of the 
glycerin amount and water amount by weight is about 20% 
to about 45%. 

3. The pharmaceutical composition of claim 2 wherein the 
Sum of the glycerin amount and water amount is at least 50% 
W/w of the pharmaceutical composition. 

4. The composition of claim 1, 2 or 3 wherein the 
vasoconstrictor comprises at least one of phenylephrine 
hydrochloride, ephedrine Sulphate, epinephrine, epinephrine 
hydrochloride and tetrahydrozoline HC1. 

5. The composition of claim 1, 2 or 3 wherein the 
anesthetic comprises at least one of benzocaine, benzyl 
alcohol, dibucaine, dibucaine HCl, pramoxine hydrochlo 
ride, tetrocaine, tetracaine HCl, diyclonine, and dyclonine 
HC1. 

6. The composition of claim 1 further comprising at least 
one non-ionic emulsifier. 

7. The composition of claim 6 wherein the at least one 
non-ionic emulsifier includes an ethoxylated fatty alcohol 
that is a Solid at room temperature. 

8. The composition of claim 1 further comprising a pH 
adjusting compound wherein the pH adjusting compound 
has buffering capacity and wherein the pH is adjusted to leSS 
than about pH 6. 

9. The composition of claim 1 further comprising about 
12% w/w to about 18% w/w of a semisolid oleaginous 
protectant. 

10. The composition of claims 1 further comprising at 
least one antioxidant. 

11. A pharmaceutical composition for treating hemor 
rhoids and/or anorectal disorders in humans, the pharma 
ceutical composition comprising: 
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pramoxine hydrochloride, phenylephrine hydrochloride, 
glycerin and water wherein the pharmaceutical com 
position is an oil-in-water emulsion, wherein the 
pramoxine hydrochloride and phenylephrine hydro 
chloride are solubilized in the water portion of the 
oil-in-water emulsion and wherein the ratio of the 
glycerin amount by weight to the Sum of the glycerin 
amount and water amount by weight is about 20% to 
about 45%. 

12. The pharmaceutical composition of claim 11 wherein 
the Sum of the glycerin amount and water amount is at least 
50% w/w of the pharmaceutical composition. 

13. The composition of claim 11 further comprising at 
least one non-ionic emulsifier. 

14. The composition of claim 13 wherein the at least one 
non-ionic emulsifier includes an ethoxylated fatty alcohol 
that is a Solid at room temperature. 

15. The composition of claim 11 further comprising a pH 
adjusting compound wherein the pH adjusting compound 
has buffering capacity and wherein the pH is adjusted to leSS 
than about pH 6. 

16. The composition of claim 11 further comprising about 
12% w/w to about 18% w/w of a semisolid oleaginous 
protectant. 

17. The composition of claim 11 further comprising at 
least one antioxidant. 

18. A pharmaceutical composition for treating hemor 
rhoids and/or anorectal disorders in humans, the pharma 
ceutical composition comprising about 0.5% W/w to about 
3.0% w/w pramoxine hydrochloride, about 0.1% w/w to 
about 1.0% w/w phenylephrine hydrochloride, glycerin, 
water, about 0.1% w/w to about 0.3% w/w Sodium benzoate, 
about 12% w/w to about 18% w/w petrolatum, about 0.2% 
w/w TenoxTM, about 0.5% w/w mixed tocopherols, citric 
acid, and at least one non-ionic emulsifier wherein the 
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pharmaceutical composition is an oil-in-water emulsion, 
wherein the pramoxine hydrochloride and phenylephrine 
hydrochloride are solubilized in the water portion of the 
oil-in-water emulsion, and wherein the ratio of the glycerin 
amount by weight to the Sum of the glycerin amount and 
water amount by weight is about 20% to about 45%. 

19. The composition of claim 18 wherein the sum of the 
glycerin amount and water amount is at least 50% W/w. 

20. The composition of claim 18 wherein the amount of 
citric acid is sufficient to adjust the pH to a pH of about 3.5 
to about 4.2. 

21. The composition of claim 18 wherein at least one 
non-ionic emulsifier includes an ethoxylated fatty alcohol 
that is a Solid at room temperature. 

22. The composition of claim 18 further comprising about 
0.1% w/w to about 2.0% w/w carboxymethylcellulose and 
about 0.01% w/w to about 1.0% w/w xanthan gum. 

23. A method of preparing a composition for treating 
hemorrhoids and/or anorectal disorders in humans compris 
ing combining a topical anesthetic, a vasoconstrictor, glyc 
erin and water in Such amounts to form an oil-in-water 
emulsion wherein the topical anesthetic and the vasocon 
strictor are solubilized in the water portion of the oil-in 
water emulsion, wherein the ratio of the glycerin amount to 
the Sum of the glycerin amount and the water amount by 
weight is about 20% to about 45%, and wherein the sum of 
the glycerin amount and the water amount is at least 50% 
W/w of the pharmaceutical composition. 

24. A method of treating of hemorrhoids and/or anorectal 
disorders in humans comprising administering to the anorec 
tal region a Safe and effective amount of the pharmaceutical 
composition of claim 1, 11 or 18. 
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