
1 

 

 

SPECIFICATION 
TITLE OF THE INVENTION: NASAL COMPOSITION 
 
TECHNICAL FIELD 
[0001]      The present invention relates to a composition for treating acute rhinitis and 
allergic rhinitis, use thereof, and a method for treating acute rhinitis and allergic rhinitis. 
 
BACKGROUND ART 
[0002]      Acute rhinitis and allergic rhinitis are diseases of the nasal mucosa, whose 
major symptoms include paroxysmal or repetitive sneezing, rhinorrhea, and nasal 
blockage.  Among these major symptoms, nasal blockage often afflicts patients with 
secondary symptoms such as neurological symptoms, sleep disturbance, mouth 
breathing, and occupational mental disorders. 
 
[0003]      Acute rhinitis and allergic rhinitis are caused by various causative substances.  
Acute rhinitis is caused by, for example, viruses, bacteria, dust, chemicals, air 
pollutants, and the like.  Allergic rhinitis is caused by, for example, pollen and house 
dust, such as mites, mold, and human dander, and hair of pets, e.g., dogs and cats.  In 
some patients, not only a single substance but also two or more substances are often the 
cause.  Even if the causative substance is the same, symptoms vary from person to 
person. 
 
[0004]      Acute rhinitis and allergic rhinitis caused by such a wide variety of causes not 
only affect many patients, but also tend to increase in recent years. 
 
[0005]      Acute rhinitis and allergic rhinitis are difficult to completely cure, and the 
main treatment thereof is symptomatic therapy.  As drugs for that purpose, a wide 
variety of drugs have been developed, such as steroids, vasoconstrictors, antihistamines, 
chemical mediator release inhibitors, α-sympathomimetics, anti-leukotrienes, anti-
prostaglandin D2∙thromboxane A2 drugs, Th2 cytokine inhibitors, and crude drugs, and 
new drugs are still being developed. 

However, acute rhinitis and allergic rhinitis are caused by a wide variety of 
substances. The efficacy of a single drug is therefore limited. 
 
[0006]      For this reason, nasal compositions containing multiple active ingredients 
have been developed.  This aims to achieve superior effects that cannot be achieved 
with a single active ingredient.  In particular, there is a demand for the development of a 
combination that is highly effective, long lasting, and safe for patients with symptoms 
of sneezing and/or rhinorrhea in addition to nasal blockage. 
 
[0007]      However, it is difficult even for those skilled in the art to predict what effects 
are specifically achieved by which combinations of known active ingredients.  In 



2 

 

addition, the effect of a nasal composition formed by combining multiple active 
ingredients is not automatically determined by the combination of active ingredients per 
se, but varies depending on the ratio and amount of each component blended, and also 
changes depending on the administration thereof.  It is extremely difficult even for those 
skilled in the art to predict this change, and it is not known unless it is confirmed by 
animal experiments and clinical trials. 

Moreover, as described above, a wide variety of active ingredients are known 
as therapeutic agents for acute rhinitis and allergic rhinitis, so that the number of 
possible candidate combinations is per se enormous.  It can be said that it is a matter of 
great interest to those skilled in the art what kind of therapeutic effect will be achieved 
when changing the dosage, administration, and the like for each of this enormous 
number of combinations.  However, having an interest and actually conducting animal 
experiments and clinical trials to confirm the effects thereof are completely different 
issues.  This is because animal experiments and clinical trials require a great deal of 
time and money.  There are too many combinations, dosages, administrations, and the 
like that those skilled in the art are interested in and would like to confirm in future 
animal experiments and clinical trials, but have not yet been implemented. 
 
[0008]      Under the above circumstances, there is Respibien (registered trademark) as a 
nasal composition containing a combination of chlorpheniramine maleate and 
oxymetazoline hydrochloride as active ingredients. Respibien contains 50 mg/100 mL 
of chlorpheniramine maleate and 50 mg/100 mL of oxymetazoline hydrochloride. 
 
[0009]      Respibien is a nasal composition approved for production and sale by the 
Spanish medical administrative authority, the Spanish Agency of Medicines and 
Medical Devices (AEMPS), and the agency publishes technical data for Respibien in its 
online pharmaceutical information service, CIMA. The technical data states that the 
efficacy of Respibien is "local and temporary relief of the nasal blockage of allergic 
rhinitis" (Section 4.1). It also states that its administration is "up to 3 consecutive days 
in the absence of better medical advice" (Section 4.4 Special Warnings and Precautions 
for Use). 
 There is no doubt that Respibien has been confirmed, by animal tests and 
clinical trials, to be effective and safe when it is administered as stated in the technical 
data, and approved for production and sale by the Spanish Agency of Medicines and 
Medical Devices. As far as nasal compositions containing a combination of 
chlorpheniramine maleate and oxymetazoline hydrochloride are concerned, the 
technical data is the only evidence confirmed by animal tests and clinical trials, prior to 
the present invention. There is no other substantiated data other than the above. The 
statements described in the technical data of Respibien, which state it is for "local and 
temporary relief of the nasal blockage of allergic rhinitis" and that its administration is 
"up to 3 consecutive days," are the only efficacy and administration supported by 
animal tests and clinical trials. It can therefore be rightly said that the efficacy and the 
administration are common general technical knowledge for those skilled in the art. 
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[0010]      Patent specifications sometimes disclose examples referred to as paper 
examples or prophetic examples.  These are clearly distinguished from working 
examples disclosing tests and experiments that were actually carried out in technical 
fields where the effects based on the configuration of the invention are poorly 
predictable, in particular, in the fields of medicament and medicine.  The existence of 
patent specifications with paper examples or prophetic examples is no exception for 
nasal compositions as well.  For example, U.S. Patent No. 6,824,762 (and its patent 
family documents), Japanese Patent Application Publication No. 2005-75735, Japanese 
Patent Application Publication No. 2006-131627, Japanese Patent Application 
Publication No. 2006-151955, and Japanese Patent Application Publication No. 2006-
213700 disclose examples of such types of nasal compositions that contain various 
combinations of active ingredients.  Among them are nasal compositions that contain 
the same combination of active ingredients as that of Respibien, but in different 
amounts. 
 However, these patent documents do not specifically disclose the effects and 
the like of the nasal compositions of the examples. 
 
SUMMARY OF INVENTION 
PROBLEMS TO BE SOLVED BY THE INVENTION 
[0011]      An object of the present invention is to provide a composition for treating 
acute rhinitis and allergic rhinitis, use thereof, and a method for treating acute rhinitis 
and allergic rhinitis using the same. 
 The present invention particularly aims to provide a nasal composition for use 
in the treatment of patients with acute rhinitis and allergic rhinitis who have developed 
sneezing and/or rhinorrhea in addition to nasal blockage, use thereof, and a method for 
treating acute rhinitis and allergic rhinitis using the same. 
 The present invention aims to provide a nasal composition for use in the 
treatment of patients with acute rhinitis and allergic rhinitis who have developed 
sneezing and/or rhinorrhea in addition to nasal blockage by nasal drops once or twice a 
day, use thereof, and a method for treating acute rhinitis and allergic rhinitis using the 
same. 
 The present invention further aims to provide a highly effective and safe nasal 
composition for use in the treatment of patients with acute rhinitis and allergic rhinitis 
who have developed sneezing and/or rhinorrhea in addition to nasal blockage, use 
thereof, and a method for treating acute rhinitis and allergic rhinitis using the same. 
 
MEANS FOR SOLUTION OF THE PROBLEMS 
[0012]       Surprisingly, it has been found that a composition containing specific 
amounts of chlorpheniramine maleate and oxymetazoline hydrochloride as active 
ingredients can be highly effective, long-lasting, and safe for patients of acute rhinitis 
and allergic rhinitis who have developed sneezing and/or rhinorrhea in addition to nasal 
blockage. 
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[0013]       The composition of the present invention contains 200 to 1000 mg, 
preferably 200 to 600 mg, more preferably 400 to 600 mg, of chlorpheniramine in terms 
of chlorpheniramine maleate, and 10 to 100 mg, preferably 45 to 50 mg, of 
oxymetazoline in terms of oxymetazoline hydrochloride, per 100 mL of the 
composition.  The composition of the present invention most preferably contains 500 
mg of chlorpheniramine maleate and 50 mg of oxymetazoline hydrochloride per 100 
mL of the composition. 
 
ADVANTAGEOUS EFFECTS OF THE INVENTION 
[0014]       When administered once or twice a day at intervals of 10 hours or longer, the 
composition of the present invention safely relieves, with high efficacy and persistence, 
the major symptoms of patients with acute rhinitis and allergic rhinitis who have 
developed sneezing and/or rhinorrhea in addition to nasal blockage. 
 
BRIEF DESCRIPTION OF DRAWINGS 
[0015]       Fig. 1a shows the variation in the mean value of scores found for the 
swelling of the concha nasalis inferior mucosa on day 1 of administration of the 
composition of the present invention and on the day of final visit, as diagnosed by the 
investigators. 
 Fig. 1b shows the variation in the mean value of scores found for the color tone 
of the concha nasalis inferior mucosa on day 1 of administration of the composition of 
the present invention and on the day of final visit, as diagnosed by the investigators. 
 Fig. 1c shows the variation in the mean value of scores found for the watery 
secretion levels on day 1 of administration of the composition of the present invention 
and on the day of final visit, as diagnosed by the investigators. 
 Fig. 1d shows the variation in the mean value of scores found for the 
characteristics of rhinorrhea on day 1 of administration of the composition of the 
present invention and on the day of final visit, as diagnosed by the investigators. 
 Fig. 2a shows the variation in the mean value of subjective symptom scores for 
paroxysmal sneezing by the subjects from day 2 to day 6 of administration, based on the 
day before the start of administration. 
 Fig. 2b shows the variation in the mean value of subjective symptom scores for 
nasal discharge by the subjects from day 2 to day 6 of administration, based on the day 
before the start of administration. 
 Fig. 2c shows the variation in the mean value of subjective symptom scores for 
nasal blockage by the subjects from day 2 to day 6 of administration, based on the day 
before the start of administration. 
 Fig. 2d shows the variation in the mean value of subjective symptom scores for 
the three nasal symptoms by the subjects from day 2 to day 6 of administration, based 
on the day before the start of administration. 
 Fig. 2e shows the variation in the mean value of subjective symptom scores for 
the troubles with daily life by the subjects from day 2 to day 6 of administration, based 
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on the day before the start of administration. 
 
DESCRIPTION OF EMBODIMENTS 
[0016]      The present inventor has conducted research on nasal compositions that can 
be long-lasting and highly safe, with a fewer number of administration, for patients of 
acute rhinitis and allergic rhinitis who have developed sneezing and/or rhinorrhea in 
addition to nasal blockage. As a result, it has been found surprisingly that nasal 
compositions containing specific amounts of chlorpheniramine maleate and 
oxymetazoline hydrochloride, when administered once or twice a day at intervals of 10 
hours or more, are capable of providing a long-lasting and safe alleviation for patients 
who have developed such symptoms. 
    
[0017]      The present invention includes the followings: 
(1) A composition comprising: 

 200 to 1000 mg of chlorpheniramine or a pharmaceutically acceptable salt 

thereof in terms of chlorpheniramine maleate, per 100 mL of the composition, and 

 10 to 100 mg of oxymetazoline or a pharmaceutically acceptable salt thereof in 

terms of oxymetazoline hydrochloride, per 100 mL of the composition; 

 wherein the composition is sprayed into a nostril once or twice a day at intervals 

of 10 hours or longer to treat acute rhinitis and allergic rhinitis. 

 

(2) The composition according to (1), wherein 

 a content of chlorpheniramine or a pharmaceutically acceptable salt thereof in 

terms of chlorpheniramine maleate is 500 mg, and 

 a content of oxymetazoline or a pharmaceutically acceptable salt thereof in terms 

of oxymetazoline hydrochloride is 50 mg. 

 

(3) The composition according to (2), wherein 

 chlorpheniramine or a pharmaceutically acceptable salt thereof is 

chlorpheniramine maleate, and 

 oxymetazoline or a pharmaceutically acceptable salt thereof is oxymetazoline 

hydrochloride. 

 

(4) Use of a composition comprising: 

 200 to 1000 mg of chlorpheniramine or a pharmaceutically acceptable salt 

thereof in terms of chlorpheniramine maleate, per 100 mL of the composition, and 

 10 to 100 mg of oxymetazoline or a pharmaceutically acceptable salt thereof in 

terms of oxymetazoline hydrochloride, per 100 mL of the composition; 
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 wherein the use comprises: spraying the composition into a nostril once or twice 

a day at intervals of 10 hours or longer. 

 

(5) The use according to (4), wherein 

 a content of chlorpheniramine or a pharmaceutically acceptable salt thereof in 

terms of chlorpheniramine maleate is 500 mg, in the composition, and 

 a content of oxymetazoline or a pharmaceutically acceptable salt thereof in terms 

of oxymetazoline hydrochloride is 50 mg, in the composition. 

 

(6) The use according to (5), wherein 

 chlorpheniramine or a pharmaceutically acceptable salt thereof is 

chlorpheniramine maleate, and 

 oxymetazoline or a pharmaceutically acceptable salt thereof is oxymetazoline 

hydrochloride. 

 

(7) Use of chlorpheniramine or a pharmaceutically acceptable salt thereof and 

oxymetazoline or a pharmaceutically acceptable salt thereof in producing a nasal 

composition for treating acute rhinitis and allergic rhinitis; 

wherein the composition comprises: 

 200 to 1000 mg of chlorpheniramine or a pharmaceutically acceptable salt 

thereof in terms of chlorpheniramine maleate, per 100 mL of the composition, and 

 10 to 100 mg of oxymetazoline or a pharmaceutically acceptable salt thereof in 

terms of oxymetazoline hydrochloride, per 100 mL of the composition; and 

wherein the composition is sprayed into a nostril once or twice a day at intervals of 10 

hours or longer. 

 

(8) The use according to (7), wherein 

 a content of chlorpheniramine or a pharmaceutically acceptable salt thereof in 

terms of chlorpheniramine maleate is 500 mg, in the composition, and  

 a content of oxymetazoline or a pharmaceutically acceptable salt thereof in terms 

of oxymetazoline hydrochloride is 50 mg, in the composition. 

 

(9) The use according to (8), wherein 

 chlorpheniramine or a pharmaceutically acceptable salt thereof is 

chlorpheniramine maleate, and 

 oxymetazoline or a pharmaceutically acceptable salt thereof is oxymetazoline 
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hydrochloride. 

 

(10) A nasal composition for treating acute rhinitis and allergic rhinitis, comprising: 

 200 to 1000 mg of chlorpheniramine or a pharmaceutically acceptable salt 

thereof in terms of chlorpheniramine maleate, per 100 mL of the composition, and 

 10 to 100 mg of oxymetazoline or a pharmaceutically acceptable salt thereof in 

terms of oxymetazoline hydrochloride, per 100 mL of the composition. 

 

(11) The nasal composition according to (10), wherein 

 a content of chlorpheniramine or a pharmaceutically acceptable salt thereof in 

terms of chlorpheniramine maleate is 500 mg, in the composition, and  

 a content of oxymetazoline or a pharmaceutically acceptable salt thereof in terms 

of oxymetazoline hydrochloride is 50 mg, in the composition. 

 

(12) The nasal composition according to (11), wherein 

 chlorpheniramine or a pharmaceutically acceptable salt thereof is 

chlorpheniramine maleate, and 

 oxymetazoline or a pharmaceutically acceptable salt thereof is oxymetazoline 

hydrochloride. 

 

(13) A method of treating acute rhinitis and allergic rhinitis, comprising: 

 spraying a composition comprising 

  200 to 1000 mg of chlorpheniramine or a pharmaceutically acceptable 

salt thereof in terms of chlorpheniramine maleate, per 100 mL of the composition, and 

  10 to 100 mg of oxymetazoline or a pharmaceutically acceptable salt 

thereof in terms of oxymetazoline hydrochloride, per 100 mL of the composition, into a 

nostril once or twice a day at intervals of 10 hours or longer. 

 

(14) The method according to (13), wherein 

 a content of chlorpheniramine or a pharmaceutically acceptable salt thereof in 

terms of chlorpheniramine maleate is 500 mg, and 

 a content of oxymetazoline or a pharmaceutically acceptable salt thereof in terms 

of oxymetazoline hydrochloride is 50 mg. 

 

(15) The method according to (14), wherein 

 chlorpheniramine or a pharmaceutically acceptable salt thereof is 
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chlorpheniramine maleate, and 

 oxymetazoline or a pharmaceutically acceptable salt thereof is oxymetazoline 

hydrochloride. 

 
[0018]       The nasal composition of the present invention contains chlorpheniramine or 
a pharmaceutically acceptable salt thereof.  It is known that chlorpheniramine is a first-
generation histamine receptor antagonist and suppresses inflammation and airway 
secretions by competitively antagonizing H1 receptors. 
 The nasal composition of the present invention contains 200 to 1000 mg of 
chlorpheniramine or a pharmaceutically acceptable salt thereof in terms of 
chlorpheniramine maleate per 100 mL of the composition.  The amount of 
chlorpheniramine or a pharmaceutically acceptable salt thereof blended is preferably 
400 to 600 mg, more preferably 500 mg, in terms of chlorpheniramine maleate per 100 
mL of the composition. 
 When the nasal composition of the present invention contains a 
chlorpheniramine-free form, conversion to chlorpheniramine maleate can be carried out 
as follows.  When the content of the chlorpheniramine-free form in the composition is 
denoted by Xc, the amount converted to chlorpheniramine maleate is denoted by Yc, the 
molecular weight of the chlorpheniramine-free form is denoted by Ac, and the 
molecular weight of chlorpheniramine maleate is denoted by Bc, Yc is given by the 
following formula (I) . 
 Yc = Xc x Bc / Ac  formula (I) 
 Similarly, when the nasal composition contains chlorpheniramine mesylate, the 
conversion to chlorpheniramine maleate can be calculated according to the above 
formula (I), with the chlorpheniramine mesylate content in the composition as Xc and 
the molecular weight of chlorpheniramine mesylate as Ac. 
 
[0019]       The nasal composition of the present invention contains oxymetazoline or a 
pharmaceutically acceptable salt thereof.  It is known that oxymetazoline belongs to 
imidazoline-based compounds, and is a vasoconstrictor having a sympathomimetic 
action. 
 The nasal composition of the present invention contains 10 to 100 mg of 
oxymetazoline or a pharmaceutically acceptable salt thereof in terms of oxymetazoline 
hydrochloride per 100 mL of the composition.  The amount of oxymetazoline or a 
pharmaceutically acceptable salt thereof blended is preferably 40 to 50 mg, more 
preferably 50 mg, in terms of oxymetazoline hydrochloride per 100 mL of the 
composition. 
 When the nasal composition contains free body of oxymetazoline, the 
conversion to oxymetazoline hydrochloride can be made as follows. When the content 
of the free body of oxymetazoline in the composition is Xo, the amount converted to 
oxymetazoline hydrochloride is Yo, the molecular weight of the free body of 
oxymetazoline is Ao, and the molecular weight of oxymetazoline hydrochloride is Bo, 
Yo can be given by the following formula (II). 
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. 
 Yo = Xo x Bo / Ao  formula (II) 
 Similarly, when the nasal composition of the present invention contains 
oxymetazoline mesylate, conversion to oxymetazoline hydrochloride can be calculated 
according to the above formula (II), with the oxymetazoline mesylate content in the 
composition as Xo and the molecular weight of oxymetazoline mesylate as Ao. 
 
[0020]      The numerical range described above are exemplary. The nasal spray 
composition of the present invention can contain the above-described chlorpheniramine 
or salt thereof, oxymetazoline or salt thereof, in an appropriate combination within the 
numerical ranges described above. 
 
[0021]       The chlorpheniramine salt blended in the nasal composition of the present 
invention is not particularly limited as long as it is pharmaceutically acceptable, and 
examples thereof include the maleate, hydrochloride, hydrobromide, mesylate, 
phosphate, sulfate, and tartrate salts of chlorpheniramine, with chlorpheniramine 
maleate being preferred.  The chlorpheniramine salt may be either the dl-form or the d-
form, and when the d-form is used, the amount is usually 1/2 of the dl-form. 
 
[0022]       The oxymetazoline salt blended in the nasal composition of the present 
invention is not particularly limited as long as it is pharmaceutically acceptable, and 
examples thereof include the hydrochloride, hydrobromide, maleate, mesylate, sulfate, 
and tartrate salts of oxymetazoline, with oxymetazoline hydrochloride being preferred. 
 
[0023]      In addition to chlorpheniramine or a salt thereof and oxymetazoline or a salt 
thereof, the nasal composition of the present invention can contain ingredients effective 
for the treatment of acute rhinitis or allergic rhinitis, such as steroids, chemical mediator 
release inhibitors, α-sympathomimetics, anti-leukotrienes, anti-prostaglandin 
D2∙thromboxane A2 drugs, and Th2 cytokine inhibitors, as long as the effects of the 
present invention are not impaired. 
 
[0024]      The nasal composition of the present invention may contain a bactericide or 
preservative, such as benzalkonium chloride, a p-hydroxybenzoic acid ester, Hibiten, 
benzethonium chloride, benzalkonium chloride, chlorhexidine hydrochloride, or 
chlorhexidine gluconate. Among these, benzalkonium chloride is preferred. 
 
[0025]      The nasal composition of the present invention may contain an isotonic agent 
such as sodium chloride or glycerine.  Among these, sodium chloride is preferred. 
 
[0026]      The nasal composition of the present invention can contain a chelating agent 
such as edetic acid, ethylenediaminediacetic acid, citric acid, tartaric acid, succinic acid, 
or a salt thereof.  Among these, an edetate is preferred. 
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[0027]      The nasal composition of the present invention may contain a buffering agent 
such as sodium chloride, sodium monohydrogen phosphate, potassium monohydrogen 
phosphate, sodium dihydrogen phosphate, potassium dihydrogen phosphate, or boric 
acid.  Among these, potassium monohydrogen phosphate and potassium dihydrogen 
phosphate are preferred. 
 
[0028]      The nasal composition of the present invention is adjusted to a pH of 5.5 to 
6.5, preferably 6.0, with a pH adjuster. 
 
[0029]      In addition to the above, the nasal composition of the present invention may 
contain items commonly used in nasal compositions, including thickeners such as 
polyvinyl alcohol and polyacrylic acid; anti-inflammatory agents such as dipotassium 
glycyrrhizinate, methyl salicylate, acetaminophen, and indomethacin; secretion 
inhibitors such as belladonna total alkaloids, and enzyme anti-inflammatory agents such 
as lysozyme chloride; local anesthetics such as lidocaine hydrochloride, benzocaine, 
procaine hydrochloride, and ethyl aminobenzoate; vitamins such as vitamin A and 
vitamin C; and refreshing agents such as menthol and eucalyptus oil, as long as the 
effects of the present invention are not impaired. 
 
[0030]     The nasal composition of the present invention is sprayed into the nostrils 
once or twice a day.  Each spray is at intervals of 10 hours or longer.  
      Spraying can be carried out using, for example, a 30 to 70 μg, preferably 40 to 
60 μg metered dose inhaler. When using a metered-dose inhaler of 50 μg, for example, 
each nasal cavity should be sprayed 2-3 times per dose. 
 The safety of administration has been confirmed up to 7 days.  Once symptoms 
subside, administration can be terminated at that time. 
 
[0031]      The nasal composition of the present invention can be produced by mixing 
chlorpheniramine or a salt thereof, oxymetazoline or a salt thereof, and the optional 
ingredients described above and formulating them into a desired dosage form.  The 
nasal composition of the present invention can be formulated into sprays, liniments, and 
the like, and sprays are preferred. 
 
EXAMPLES 
[0032]      Hereinafter, the present invention is described with reference to examples.  
The examples are intended to illustrate the present invention, not to limit the present 
invention. 
 
[0033] EXAMPLE 1  (ANIMAL EXPERIMENTATION 1) 

The following experiment was carried out using 2,4-toluene diisocyanate 
(TDI)-sensitized guinea pigs, a model of nasal hypersensitivity. 

 
[0034]       Sensitization: 
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       After quarantine and acclimatization of 4-week-old male Hartley strain guinea pigs, 
a 10% TDI ethyl acetate solution, soaked in an otolaryngological swab, was applied by 
contact to the bilateral nasal vestibules of the guinea pigs for 10 seconds.  This 
operation was carried out once a day for 5 consecutive days.  Twenty-four days after the 
last application, the same operation was repeated once a day for 5 consecutive days. 
 
[0035]     Induction of sneezing response:  
      Nine days after the end of sensitization, a 5% TDI ethyl acetate solution, soaked in 
an otolaryngological swab, was applied by contact to the bilateral nasal vestibules of the 
guinea pigs for 10 seconds to induce a sneezing response. 
 
[0036]      Calculation of symptom score:  
      Symptoms were observed for 10 minutes after the sneezing reaction was induced, 
and the symptoms were evaluated according to the evaluation items and scores shown in 
Table 1, and the symptom score was calculated according to the following formula. 
 Symptom score = score for sneezing + score for nose scratch count + score for 

watery rhinorrhea + score for nasal blockage sound. 

 

 

The above sneeze induction and symptom score evaluations were performed 
once a day for each animal for a total of 3 days (3 cycles in total), and the mean value of 
the symptom scores for 3 cycles was calculated. 
 
[0037]      Selection and grouping of guinea pigs:  

In the next week following the end of induction, guinea pigs for which the 
mean value of symptom scores for 3 cycles was less than 8 and guinea pigs with 
wheezing were excluded.  The selected guinea pigs were grouped into groups A to D (10 
animals in each group) by the stratified randomization method using the mean value of 
symptom scores for 3 cycles for each individual as an index. 
 
[0038]      Test items:  

The following test items A to D were administered to the guinea pigs of each 
group from the day after grouping. 
 A: Placebo 
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 B: Composition containing 500 mg of chlorpheniramine maleate and 50 mg of 
oxymetazoline hydrochloride in 100 mL of the composition 
 C: Composition containing 500 mg of chlorpheniramine maleate in 100 mL of 
the composition 
 D: Composition containing 50 mg of oxymetazoline hydrochloride in 100 mL 
of the composition 
 
 All the above A to D contain the following amounts of additives and residual 
water per 100 mL. 

 
Benzalkonium Chloride 10 mg 
Sodium Chloride 550 mg 
Disodium Edetate Hydrate 50 mg 
Potassium Dihydrogen Phosphate 500 mg 
Dipotassium hydrogenphosphate Amount to make pH = 6 

 

[0039]      Administration of test items: 
A piston pipette was used to nasally administer 200 µL to the bilateral nasal 

cavities of guinea pigs (100 µL per nasal cavity on one side).  Thirty minutes after the 
nasal administration, a 5% TDI ethyl acetate solution, soaked in an otolaryngological 
swab, was applied by contact to the bilateral nasal vestibules of each guinea pig for 10 
seconds to induce a sneezing response.  The symptoms were observed for 10 minutes 
after the induction, and the calculation method shown in the section "Calculation of 
symptom score" above was used to calculate the mean value of symptom scores for 
each animal.  Thus, the results in Table 2 (mean value and standard error) were 
obtained. 

 

 

 

[0040] 

EXAMPLE 2  (CLINICAL TRIAL) 

 With the cooperation of 4 medical institutions, a phase III open-label general 
clinical trial was carried out on a nasal composition containing 0.5% chlorpheniramine 
maleate and 0.05% oxymetazoline hydrochloride as active ingredients, and containing 
the same additives in the same amounts, as in test substance B of Example 1. 
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[0041]      Selection of subjects: 
 Patients who met the following conditions were included in the clinical trial. 
 1) Patients aged 15 years or older at the time of informed consent. For patients 
under the age of 20, their legally authorized representative with decision-making 
capacity must provide consent. 
 2) Gender is irrelevant. 
 3) Outpatients at the 4 medical institutions were included, while their inpatients 
were excluded because they were more likely to have serious complications. 
 4) The severity of each nasal symptom (paroxysmal sneezing, rhinorrhea, and 
nasal blockage) was determined according to Table 3 below, "Evaluation criteria for the 
severity of each nasal symptom", and patients whose severity does not fall under "Most 
Severe" in Table 4 below were chosen as subject candidates.  This is because patients 
who have the severity ++++ for any of nasal blockage, rhinorrhea, and sneezing are 
likely to be judged by the investigators to require concomitant use with other therapies. 
 

 
 

 
 

5) Patients with acute rhinitis who are estimated to be within 2 days after 
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onset, have a body temperature of 37.5°C or lower, and do not exhibit symptoms of sore 
throat, cough, or phlegm. 

6) Patients with allergic rhinitis who are positive (class or score 2 or more) in 
CAP-RAST or RAST (allergy-causing antigen test). 
 
 However, in consideration of subject safety, efficacy of the clinical trial, and 
the like, patients who fall under any of the following items are excluded from the targets 
of the present clinical trial at the investigator’s discretion. 
 a) Patients with complicated nasal disease that affects the evaluation of nasal 
symptoms. 
 b) Patients on hyposensitization therapy or non-specific immunotherapy. 
 c) Patients who have undergone concha nasalis inferior mucosal resection, 
submucosal inferior turbinate resection, etc., within 5 years. 
 d) Patients who cannot avoid receiving concomitant drugs or therapy that may 
affect the clinical trial. 
 e) Patients who received any concomitant drug or therapy affecting the clinical 
trial within 14 days (28 days for systemic steroids) before the start of administering the 
investigational product. 
 f) Patients with coronary artery disease, hypertension, hyperthyroidism, 
diabetes, or glaucoma. 
 g) Patients with severe respiratory disease and chronic respiratory disease. 
 h) Patients with liver disease, renal disease, heart disease, asthma, or recurrent 
epistaxis. 
 i) Patients with or history of drug-induced hypersensitivity. 
 j) Pregnant patients and lactating patients. 
 k) Patients who have participated in other clinical trials within the past 6 
months. 
 l) Other patients who are judged to be inappropriate by the investigators. 
 
[0042]      Sixty-nine people, who met the above criteria 1) to 4) and 5) or 6) and were 
not excluded by a) to l), were selected as subjects for the present clinical trial.  The 
subjects were diagnosed and broken down into 10 with acute rhinitis, 33 with perennial 
allergic rhinitis, 14 with seasonal allergic rhinitis + perennial allergic rhinitis, and 12 
with acute rhinitis + allergic rhinitis.  The subjects with allergic rhinitis had a mean 
disease duration of 17.0 years. 
 
[0043]  Overview of clinical trial 
 A nasal composition containing 50 mg of oxymetazoline hydrochloride and 
500 mg of chlorpheniramine maleate in 100 mL is sprayed into each nasal cavity 2 or 3 
times at a time, 1 or 2 times per day, using a 50 μg metered dose inhaler.  The interval 
between applications should be 10 to 12 hours or longer.  The subjects continue to 
follow this administration and dosage until they receive a doctor's examination at the 
final visit on day 7 after the initial day of administration, in principle.  At that point, any 
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metered dose inhaler containing residual medicament is collected. 
 
[0044]      Therapeutic effect evaluation 1  (observation by investigators) 

Examination by the investigators before the start of administration:       The 
investigators examined the subjects who visited the hospital on the initial day of 
administration, and determined the nasal cavity findings (swelling of the concha nasalis 
inferior mucosa, color tone of the concha nasalis inferior mucosa, watery secretion 
level, and characteristics of rhinorrhea) according to Table 5. 
 

 

 
[0045]       After the above examination, the subjects received the first nasal 
administration according to the administration described in the aforementioned 
overview of clinical trial.  After that, nasal administration was continued according to 
the same administration. 
 
[0046]        
Among the 69 subjects, 66 had a final visit on day 7 as originally scheduled, 2 had a 
final visit on day 6, and 1 had a final visit on day 8.  It was confirmed by patient diaries 
and interviews on the day of final visit to be described later that all 69 subjects 
complied with the above administration and that they did not use other medicaments or 
therapy during the administration period. 
 
[0047]      Changes in nasal cavity findings (objective symptoms):        
The investigators made a diagnosis of the subjects’ nasal cavity findings (objective 
symptoms), conducted on the initial day of administration according to Table 5, also on 
the day of final visit.  The diagnosis results on both days were scored with 3 points for 
+++, 2 points for ++, 1 point for +, and 0 points for -, and the mean values for the 69 
subjects were calculated as shown in Table 6 below. 
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The mean values for nasal cavity findings (objective symptoms) shown in Table 6 

are illustrated in Figs. 1a to 1d.  It is apparent from Figs. 1a to 1d that judging from the 

mean scores for nasal cavity findings (objective symptoms) by the investigators, the 

swelling of the concha nasalis inferior mucosa, the color tone of the concha nasalis 

inferior mucosa, the watery secretion level, and the characteristics of rhinorrhea all 

improved on the day of final visit compared to the initial day of administration. 

 
[0048]      Table 7 shows in more detail the changes in nasal cavity findings (objective 
symptoms) by the investigators on the initial day of administration and the day of final 
visit.  Regarding Table 7, to explain Swelling of Concha Nasalis Inferior Mucosa taken 
as an example item, the upper rows for the item indicate finding scores according to 
Table 5 above, "Criteria for the severity of nasal cavity findings (objective symptoms)", 
and the lower rows indicate improvement step counts of the finding scores. 
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[0049]       
The results in Table 7 above were evaluated according to the determination table, Table 
8 below, and the total values for "Markedly Improved" or better and "Improved" or 
better are shown in Table 9 below. 
 

 

 

 

 

 As shown in Table 9, the improvement rate of nasal cavity findings on the day 
of final visit was clearly improved for all items. 
 
[0050]      Therapeutic effect evaluation 2  (subjective evaluation by subjects) 
Prior to the aforementioned diagnosis on day 1 of administration by the investigators, 
the subjects received a patient's diary and an explanation, and consented to fill in the 
following i) to iv) in the patient's diary. 
 i) Self-assessment of nasal symptoms (paroxysmal sneezing, rhinorrhea, nasal 
blockage, and troubles with daily life) according to the criteria in Table 10 below and 
entry into the patient's diary. The date of entry shall be from the day before the first visit 
to the day before the day of final visit, excluding day 1 of administration and the day of 
the last visit, when the subjects are examined by the investigators. Three symptoms of 
nasal blockage, rhinorrhea, and sneezing are entered three times in the morning, noon, 
and night. 
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 ii) The subject's impressions of own nasal symptoms and impressions of the 
sustained effects of the present investigational product should also be entered in the 
patient's diary. 
 iii) The number of nasal administrations of the present clinical trial 
composition shall be entered on each day from day 1 of administration until returning 
the metered dose nasal dropper containing the present clinical trial composition on the 
day of final visit. 
 iv) Body temperature shall be measured and recorded on each day from the 
initial day of administration to the day of final visit, and if the body temperature 
exceeds 37.5°C, they shall contact with the investigators. 
 

 
 
[0051]      The results of self-evaluation of paroxysmal sneezing, rhinorrhea, nasal 
blockage, and troubles with daily life by the subjects according to the criteria in Table 
10 were as in Table 11 below.  In Table 11, the upper rows for each item indicate the 
symptoms and the like for the item, scored with 4 points for ++++, 3 points for +++, 2 
points for ++, 1 point for +, and 0 points for -, and the lower rows indicate improvement 
step counts of the finding scores. 
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 [0052]       For each of the paroxysmal sneezing, rhinorrhea, and nasal blockage, the 
mean value of subject scores on the day before the initial day of administration and 
from day 2 of administration to the day before the day of final visit were calculated (see 
Table 12), and when the mean value on the day before the initial day of administration 
is used as a reference (=0) to plot their variations, the results are as shown in Figs. 2a to 
2c.  Similar plotting of the changes in mean values of the three nasal symptoms 
(paroxysmal sneezing, rhinorrhea, and nasal blockage) yields Fig. 2d, and similar 
plotting of changes in the troubles with daily life yields Fig. 2e.  Here, the vertical lines 
at day 2 of administration to day 6 of administration indicate the standard deviation. 
 Each graph clearly shows that the subjective symptoms by the subjects were 
continuously improved until day 6 of administration. 
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[0053]      For the degrees of improvement in paroxysmal sneezing, rhinorrhea, nasal 
blockage, and degree of disability in daily life shown in Table 11 above, evaluation was 
made according to the criteria shown in Table 13 on the intermediate day of 
administration (day 3 of administration) and the day before the final visit. 
 

 

 

 

 
 It is apparent from Table 14 that for all of the items of paroxysmal sneezing, 
rhinorrhea, nasal blockage, and troubles with daily life, the improvement of therapeutic 
effects progressed significantly from day 3 of administration to the day before the day 
of final visit. 
 
[0054]       Subject's impressions of nasal symptoms:  

In the present clinical trial, subjects were asked to evaluate their impressions of 
nasal symptoms on the following 5-point scale and record them in the patient's diary. 
 1: Much improved 
 2: Improved 
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 3: Somewhat improved 
 4: No change 
 5: Worsened 
 Among the impressions of nasal symptoms recorded in the patient's diaries by 
69 subjects, evaluations on day 3 of administration and the day before the day of final 
visit were as shown in Table 15 below. 
 

 
 

 As shown in Table 15, the improvement rate in the subject's impressions of 
nasal symptoms reached 27.5% for "Improved" or better and 66.7% for "Somewhat 
Improved" or better on day 3 of administration, and further increased to 52.2% for 
"Improved" or better and 87.0% for "Somewhat Improved" or better on the day before 
the day of final visit. 
 
[0055]      Subject's impressions of sustained effects:  
         present clinical trial, the impressions of the sustained effects of the present 
investigational product on sneezing and runny nose and the sustained effects on nasal 
blockage were evaluated on the following 4-point scale and asked to be recorded in the 
patient's diary. 

1: Satisfied, 2: Somewhat satisfied, 3: Somewhat dissatisfied, 4: Dissatisfied 
 
[0056]      For the impressions of these sustained effects recorded by the subjects in the 
patient's diaries, the evaluations on day 3 of administration and the day before the day 
of final visit were as shown in Table 16. 
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As shown in Table 16, for the sustained effects on paroxysmal sneezing and 

rhinorrhea, the subject's impressions of sustained effects reached 24.6% for "Satisfied" 
and 69.6% for "Somewhat Satisfied" or better on day 3 of administration, and increased 
to 36.2% for "Satisfied" and 79.7% for "Somewhat Satisfied" or better on the day before 
the day of final visit.  As for nasal blockage, the subject's impressions of sustained 
effects reached 26.1% for "Satisfied" and 78.3% for "Somewhat Satisfied" or better on 
day 3 of administration, and increased to 46.4% for "Satisfied" and 88.4% for 
"Somewhat Satisfied" or better on the day before the day of final visit. 
 
[0057]       Therapeutic effect evaluation 3  (evaluation of final overall degree of 
improvement by investigators) 
 The investigators integrated the nasal cavity findings and nasal symptoms of 
each subject as well as subjects' impressions, and determined the "final overall degree of 
improvement" in the present clinical trial on the following 5-point scale:  
Markedly improved, 1; Moderately improved, 2; Somewhat improved, 3; Unchanged, 3: 
and Worsened, 5. 
 
[0058]      The final overall degree of improvement determined by the investigators was 
tabulated.  Table 17 shows the results for 66 subjects who had their final visit on day 7 
of administration and 2 subjects who had their final visit on day 6 of administration 
(total of 68 people) according to the clinical trial plan, and Table 18 shows the results 
for all subjects (69 people). 
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As described above, the final overall improvement rate is at least 62.3% for 
"Moderately Improved" or better and at least 88.2% for "Somewhat Improved" or better, 
in both tallies where the population is 68 and 69 people. 
 
[0059] Safety confirmation: 
The subjects in present clinical trial visited the hospital and had an examination by the 
investigators when they became aware of adverse events. 
 
[0060]      In the present clinical trial, 11 out of 69 subjects became aware of adverse 
events and had examination.  The details, severity, and incidence of adverse events in 11 
patients are as shown in Table 19 below.  Here, the severity of adverse events was 
determined on the following three-point scale with reference to the "Standard for 
Classifying the Severity of Adverse Events of Medicines (Pharmaceutical Safety No. 
80, Notification from director of Safety Division, Pharmaceutical Affairs Bureau, 
Ministry of Health and Welfare on June 29, 1992 'On the Standard for Classifying the 
Severity of Side Effects of such as Medicines'". 
 Mild: Degree that does not require treatment and is possible to continue 
administration of the investigational product 
 Moderate: Degree that requires treatment but is possible to continue 
administration of the investigational product 
 Severe: Degree that is necessary to stop the clinical trial 
 

 
 

[0061]      As described above, all the above 11 adverse events were mild, that is, they 

did not require any treatment, so that it was possible to continue the administration of 

the investigational product.  There were no moderate or severe adverse events.  In 

addition, there were no cases in which the body temperature exceeded 37.5°C during the 

clinical trial. 

 Table 20 below shows the details, severity, and incidence of the adverse events, 

among the above adverse events, for which the investigators judged that it was 

impossible to deny relationships to the present clinical trial (that is, events of s Adverse 
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Drug Reaction). 

 

 
 

 As shown in Table 20, there were 9 cases of adverse side reaction for which it 

was impossible to deny causal relationships to the present investigational product, but 

all of which were pain.  They were all mild and resolved without treatment, and 

administration of the investigational product was continued until the end of the clinical 

trial.  In addition, no clinically relevant abnormal changes were observed in laboratory 

test values or vital signs.  There were no deaths or serious adverse events in the present 

clinical trial. 

 

[0062]  Overall safety: 

On the day of final visit, the investigators comprehensively evaluated adverse events 

and determined the overall safety based on the following criteria. 

 Safe: No adverse drug reactions, etc., were observed. 

 Almost safe: As a general criterion, mild adverse drug reactions, etc., were 

observed. 

 Somewhat problematic: As a general criterion, moderate adverse drug 

reactions, etc., were observed. 

 Problematic: As a general criterion, severe adverse drug reactions, etc., were 

observed. 

 As a result, the overall safety was evaluated such that 87.0% (60/69 cases) was 

"safe" or better, and 100% (69/69 cases) was "almost safe" or better. 

 

[0063]      Conclusions on the clinical trial 
The present nasal composition containing 50 mg of oxymetazoline hydrochloride and 
500 mg of chlorpheniramine maleate in 100 mL shows improved effects on all three 
major nasal symptoms of acute rhinitis or allergic rhinitis (sneezing, runny nose, and 
nasal blockage) when administered once or twice a day.  In addition, it was confirmed 
that there was no problem with safety, as no adverse drug reaction that were particularly 
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problematic were observed in this administration. 
 
[0064] 
EXAMPLE 3  (ANIMAL EXPERIMENTATION 2) 
The same animal test as in Example 1 was carried out with different concentrations of 
active ingredients. 
 
[0065]      Four-week-old male Hartley strain guinea pigs were subjected to quarantine 
and acclimatization, sensitization, induction, and selection in the same manner as in 
Example 1.  The selected guinea pigs were grouped into E to M groups (10 animals in 
each group) by the stratified randomization method using the mean value of the 
symptom scores of each individual for 3 cycles as an index. 
 
[0066]      Administration of test items:       
The following test items E to M were administered to the guinea pigs of each group 
from the day after grouping. 
 E: Placebo 
 F: Composition containing 50 mg of chlorpheniramine maleate and 50 mg of 
oxymetazoline hydrochloride in 100 mL of the composition 
 G: Composition containing 200 mg of chlorpheniramine maleate and 50 mg of 
oxymetazoline hydrochloride in 100 mL of the solution 
 H: Composition containing 400 mg of chlorpheniramine maleate and 50 mg of 
oxymetazoline hydrochloride in 100 mL of the composition 
 I: Composition containing 600 mg of chlorpheniramine maleate and 50 mg of 
oxymetazoline hydrochloride in 100 mL of the composition 
 J: Composition containing 1000 mg of chlorpheniramine maleate and 50 mg of 
oxymetazoline hydrochloride in 100 mL of the composition 
 K: Composition containing 500 mg of chlorpheniramine maleate and 10 mg of 
oxymetazoline hydrochloride in 100 mL of the composition 
 L: Composition containing 500 mg of chlorpheniramine maleate and 45 mg of 
oxymetazoline hydrochloride in 100 mL of the composition 
 M: Composition containing 500 mg of chlorpheniramine maleate and 100 mg 
of oxymetazoline hydrochloride in 100 mL of the composition 
 All the above E to M contain the same amounts of the same additives as in 
Example 1. 
 
[0067]        
The test items were nasally administered to the guinea pigs in the same manner as in 
Example 1, the symptoms were observed and evaluated, and the symptom score of each 
animal was calculated.  The results were as shown in Table 21. 
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 E above is a placebo, and F above contains the active ingredients 
chlorpheniramine maleate and oxymetazoline hydrochloride in the same amounts as 
Respibien.  G to M above are examples of nasal compositions according to the present 
invention.  From the above, it is apparent to those skilled in the art that the nasal 
composition according to the present invention is superior to Respibien in its efficacy. 
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CLAIMS 

1. A composition comprising: 

 200 to 1000 mg of chlorpheniramine or a pharmaceutically acceptable salt 

thereof in terms of chlorpheniramine maleate, per 100 mL of the composition, and 

 10 to 100 mg of oxymetazoline or a pharmaceutically acceptable salt thereof in 

terms of oxymetazoline hydrochloride, per 100 mL of the composition; 

 wherein the composition is sprayed into a nostril once or twice a day at intervals 

of 10 hours or longer to treat acute rhinitis and allergic rhinitis. 

 

2. The composition according to claim 1, wherein 

 a content of chlorpheniramine or a pharmaceutically acceptable salt thereof in 

terms of chlorpheniramine maleate is 500 mg, and 

 a content of oxymetazoline or a pharmaceutically acceptable salt thereof in terms 

of oxymetazoline hydrochloride is 50 mg. 

 

3. The composition according to claim 2, wherein 

 chlorpheniramine or a pharmaceutically acceptable salt thereof is 

chlorpheniramine maleate, and 

 oxymetazoline or a pharmaceutically acceptable salt thereof is oxymetazoline 

hydrochloride. 

 

4. Use of a composition comprising: 

 200 to 1000 mg of chlorpheniramine or a pharmaceutically acceptable salt 

thereof in terms of chlorpheniramine maleate, per 100 mL of the composition, and 

 10 to 100 mg of oxymetazoline or a pharmaceutically acceptable salt thereof in 

terms of oxymetazoline hydrochloride, per 100 mL of the composition; 

 wherein the use comprises: spraying the composition into a nostril once or twice 

a day at intervals of 10 hours or longer. 

 

5. The use according to claim 4, wherein 

 a content of chlorpheniramine or a pharmaceutically acceptable salt thereof in 

terms of chlorpheniramine maleate is 500 mg, in the composition, and 

 a content of oxymetazoline or a pharmaceutically acceptable salt thereof in terms 

of oxymetazoline hydrochloride is 50 mg, in the composition. 

 

6. The use according to claim 5, wherein 
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 chlorpheniramine or a pharmaceutically acceptable salt thereof is 

chlorpheniramine maleate, and 

 oxymetazoline or a pharmaceutically acceptable salt thereof is oxymetazoline 

hydrochloride. 

 

7. Use of chlorpheniramine or a pharmaceutically acceptable salt thereof and 

oxymetazoline or a pharmaceutically acceptable salt thereof in producing a nasal 

composition for treating acute rhinitis and allergic rhinitis; 

wherein the composition comprises: 

 200 to 1000 mg of chlorpheniramine or a pharmaceutically acceptable salt 

thereof in terms of chlorpheniramine maleate, per 100 mL of the composition, and 

 10 to 100 mg of oxymetazoline or a pharmaceutically acceptable salt thereof in 

terms of oxymetazoline hydrochloride, per 100 mL of the composition; and 

wherein the composition is sprayed into a nostril once or twice a day at intervals of 10 

hours or longer. 

 

8. The use according to claim 7, wherein 

 a content of chlorpheniramine or a pharmaceutically acceptable salt thereof in 

terms of chlorpheniramine maleate is 500 mg, in the composition, and  

 a content of oxymetazoline or a pharmaceutically acceptable salt thereof in terms 

of oxymetazoline hydrochloride is 50 mg, in the composition. 

 

9. The use according to claim 8, wherein 

 chlorpheniramine or a pharmaceutically acceptable salt thereof is 

chlorpheniramine maleate, and 

 oxymetazoline or a pharmaceutically acceptable salt thereof is oxymetazoline 

hydrochloride. 

 

10. A nasal composition for treating acute rhinitis and allergic rhinitis, comprising: 

 200 to 1000 mg of chlorpheniramine or a pharmaceutically acceptable salt 

thereof in terms of chlorpheniramine maleate, per 100 mL of the composition, and 

 10 to 100 mg of oxymetazoline or a pharmaceutically acceptable salt thereof in 

terms of oxymetazoline hydrochloride, per 100 mL of the composition. 

 

11. The nasal composition according to claim 10, wherein 

 a content of chlorpheniramine or a pharmaceutically acceptable salt thereof in 
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terms of chlorpheniramine maleate is 500 mg, in the composition, and  

 a content of oxymetazoline or a pharmaceutically acceptable salt thereof in terms 

of oxymetazoline hydrochloride is 50 mg, in the composition. 

 

12. The nasal composition according to claim 11, wherein 

 chlorpheniramine or a pharmaceutically acceptable salt thereof is 

chlorpheniramine maleate, and 

 oxymetazoline or a pharmaceutically acceptable salt thereof is oxymetazoline 

hydrochloride. 

 

13. A method of treating acute rhinitis and allergic rhinitis, comprising: 

 spraying a composition comprising 

  200 to 1000 mg of chlorpheniramine or a pharmaceutically acceptable 

salt thereof in terms of chlorpheniramine maleate, per 100 mL of the composition, and 

  10 to 100 mg of oxymetazoline or a pharmaceutically acceptable salt 

thereof in terms of oxymetazoline hydrochloride, per 100 mL of the composition, into a 

nostril once or twice a day at intervals of 10 hours or longer. 

 

14. The method according to claim 13, wherein 

 a content of chlorpheniramine or a pharmaceutically acceptable salt thereof in 

terms of chlorpheniramine maleate is 500 mg, and 

 a content of oxymetazoline or a pharmaceutically acceptable salt thereof in terms 

of oxymetazoline hydrochloride is 50 mg. 

 

15. The method according to claim 14, wherein 

 chlorpheniramine or a pharmaceutically acceptable salt thereof is 

chlorpheniramine maleate, and 

 oxymetazoline or a pharmaceutically acceptable salt thereof is oxymetazoline 

hydrochloride. 

 

 

  


