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340 Methylparaben

Methylparaben

1. Nonproprietary Names

BP: Methyl hydroxybenzoate

JP: Methyl parahydroxybenzoate

PhEur: Methylis parahydroxybenzoas
USP: Methylparaben

2. Synonyms

E218; 4-hydroxybenzoic acid methyl ester; Methyl Chemosept;
methyl p-hydroxybenzoate; Methyl Parasept; Nipagin M; Solbrol
M; Tegosept M.

3. Chemical Name and CAS Registry Number

Methyl 4-hydroxybenzoate [99-76-3]

4. Empirical Formula Molecular Weight

c8H,,o3 152.15

5. Structural Formula

ll

OH

6. Functional Category

Antimicrobial preservative.

7. Applications in Pharmaceutical Formulation or

Technology

Methylparaben is widely used as an antimicrobial preservative
in cosmetics, food products, and pharmaceutical formulations.

It may be used either alone, in combination with other para-
bens, or with other antimicrobial agents. In cosmetics, meth-
ylparaben is the most frequently used antimicrobial
preservative”)

The parabens are effective over a wide pH range and have a
broad spectrum of antimicrobial activity although they are
most effective against yeasts and molds. Antimicrobial activity
increases as the chain length of the alkyl moiety isincreased;

aqueous solubility however decreases. A mixture of parabens
is thus frequently used to provide effective preservation. Pre-
servative efficacy is also improved by the addition of 2—5%

propylene glycol, or by using parabens in combination with
other antimicrobial agents such as imidurea, see Section 10.

Due to the poor solubility of the parabens, paraben salts, par-
ticularly the sodium salt, are frequently used in formulations.
However, this raises the pH of poorly buffered formulations.

 

SEM: 1
Excipiem: Methylparabcn
Supplier: Bate Chemical Co Ltd
Magnification: 600><

Methylparaben (0.18%) together with propylparaben (0.02%)
has been used for the preservation of various parenteral phar-
maceutical formulations, see Section 14.

 

 Use Concentration (%)

IM, IV, SC injections”) 0065-0-25
Inhalation solutions 0035-0-07

Intradermal injections 0.10
Nasal solutions 0.033

Ophthalmic preparations“‘) 0.015—0-2
Oral solutions and suspensions 0.015-0.2
Rectal preparations 01-0-18
Topical preparations 0.02-0.3
Vaginal preparations 0.l-O.l8

0‘) See Section 14.

8. Description

Methylparaben occurs as colorless crystals or a white crys-
talline powder. It is odorless or almost odorless and has a
slight burning taste.

9. Pharmacopeial Specifications

 Test JP l’l1Elll‘ USP

Identification + + +
Characters + + —

Melting range 125-128°C 1-5-128°C 125-128°C
Acidity — + +

Loss on drying S 0.5% -— S 0.5%
Residue on ignition S O. 10% — S 0.05%
Sulfated ash —— S 0.1% -
Chloride S 0.035% —— —

—:—ef——Page-4jf 
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(Continuerl)

Test JP I’hEur USP

Sulfate S 0.024% — ——

Heavy metals S 20 ppm — —
Readily carbonlzable + -—— —

substances

Appearance of — + +
solution

Related substances + + —

Assay (dried basis) 2 99.0% 99.0-100.5% 99.0~100.5%

10. Typical Properties
Antimicrobial activity: methylparaben exhibits antimicrobial

activity between pH 4-8. Preservative efficacy decreases
with increasing pH due to the formation of the phenolate
anion. Parabens are more active against yeasts and molds
than against bacteria. They are also more active against Gram-
positive bacteria than against Gram-negative bacteria.

Methylparaben is the least active of the parabens; antimi-
crobial activity increases with increasing chain length of
the alkyl moiety. Activity may be improved by using com-
binations of parabens, since additive effects occur. There-
fore, combinations of methyl, ethyl, propyl, and
butylparaben are often used together. Activity has also been
reported to be enhanced by the addition of other excipients
such as: propylene glycol (2-5%);(3l phenylethyl alcoho1;(3)
and edetie acid.(4l Activity may also be enhanced, due to
synergistic effects, by using combinations of parabens with
other antimicrobial preservatives such as imidureafsl

The hydrolysis product, p-hydroxybenzoic acid, has prac-
tically no antimicrobial activity.
See also Section 12.

Reported minimum inhibitory concentrations (MICS) for
methylparaben are shown in Table 1.14)

Density (true): 1.352 g/cm3‘“)
Dissociation constant: pKa = 8.4 at 22°C

Melting point: 125-128°C
Partition coefficients: values for different vegetable oils vary con-

siderably and are affected by the purity of the oil, see Table II.
Solubility: see Table III

1“) Results of laboratory project for third edition.

11. Stability and Storage Conditions

Aqueous solutions of methylparaben, at pH 3-6, may be ster-
ilized by autoclaving at 120°C for 20 minutes, without de-
compositionfgl Aqueous solutions at pH 3-6 are stable (less
than 10% decomposition) for up to about 4 years at room
temperature, while aqueous solutions at pH 8 or above are
subject to rapid hydrolysis (10% or more after about 60 days
storage at room temperature).(‘’)

Predicted rate constants and half-lives at 25°C, for methylpa-
raben dissolved in dilute hydrochloric acid solution at the ini-
tial pH shown below:(9)

Initial pl-I Rate constant Half-life
of solution k :1: 61“) (hour'‘) t.,, i 01“) (day)

1 (1.086 i 0.005) X l0‘4 266 i 13
2 (1.16i0.12)>< l0‘5 24-90i260
3 (6.1 i 1.5) X 10” 47000 t 12000
4 (3.27 i 0.64) X l0‘7 88000 i 17000

“" Indicates the standard error.
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Table I: Mininium inhibitory concentrations (MICs) of
methylparaben in aqueous solution!”

Microorganism MIC (pg/mL)

Aerobacter aerogenes ATCC 8308 2000
Aspergillus aryzae 600
Aspergillus niger ATCC 9642 1000
Aspergillus niger ATCC 10254 1000
Bacillus cereus var: mycoides ATCC 6462 2000
Bacillus subtilis ATCC 6633 2000
Camlicla albicans ATCC 10231 2000
Enterobacter cloacae ATCC 23355 1000
Escherichia coli ATCC 8739 1000
Escherichia coli ATCC 9637 1000

Klebsiella pneumoniae ATCC 8308 1000
Penicillimn chrysogenum ATCC 9480 500
Penicilliunz digitatum ATCC 10030 500
Proteus vulgaris ATCC 8427 2000
Proteus vulgaris ATCC 13315 1000
Pseudomonas aeruginosa ATCC 9027 4000
Pseudomonas aeruginosa ATCC 15442 4000
Pseudomonas stutzeri 2000

Rlzizopus nigrica/zs ATCC 6227A 500
Succharomyces cerevisiae ATCC 9763 1000
Salmonella typhosa ATCC 6539 1000
Sarcina lutea 4000
Serratia marcescens ATCC 8100 1000

Staphylococcus aureus ATCC 6538P 2000
Staphylococcus epidermidis ATCC 12228 2000
Trichoderma lignorum ATCC 8678 250
Trichoclerma mentagrophytes 250 

Table II: Partition coefficients of methylparaben in vegetable oil
and water.“-7) 

 
Solvent Partition coefficient

011: water

Almond oil 7.5
Castor oil 6.0
Corn oil 4.1

Diethyl adipate 200
Isopropyl myristate 18.0
Lanolin 7.0
Mineral oil 0.1
Peanut 011 4.2

Soybean oil 6.] 

Table III: Solubility of methylparaben in various solvents!” 

 
Solvent Solubility at 25°C

Unless otherwise stated

Ethanol l in 2

Ethanol (95%) 1 in 3
Ethanol (50%) 1 in 6
Ether 1 in 10

Glycerin 1 in 60
Mineral oil Practically insoluble
Peanut oil 1 in 200

Propylene glycol 1 in 5
Water 1 in 400

1 in 50 at 50°C
1 in 30 at 80°C

'—§% f 

 

Find authenticated court documents without watermarks at docketalarm.com. 

https://www.docketalarm.com/


Real-Time Litigation Alerts
  Keep your litigation team up-to-date with real-time  

alerts and advanced team management tools built for  
the enterprise, all while greatly reducing PACER spend.

  Our comprehensive service means we can handle Federal, 
State, and Administrative courts across the country.

Advanced Docket Research
  With over 230 million records, Docket Alarm’s cloud-native 

docket research platform finds what other services can’t. 
Coverage includes Federal, State, plus PTAB, TTAB, ITC  
and NLRB decisions, all in one place.

  Identify arguments that have been successful in the past 
with full text, pinpoint searching. Link to case law cited  
within any court document via Fastcase.

Analytics At Your Fingertips
  Learn what happened the last time a particular judge,  

opposing counsel or company faced cases similar to yours.

  Advanced out-of-the-box PTAB and TTAB analytics are  
always at your fingertips.

Docket Alarm provides insights to develop a more  

informed litigation strategy and the peace of mind of 

knowing you’re on top of things.

Explore Litigation 
Insights

®

WHAT WILL YOU BUILD?  |  sales@docketalarm.com  |  1-866-77-FASTCASE

API
Docket Alarm offers a powerful API 
(application programming inter-
face) to developers that want to 
integrate case filings into their apps.

LAW FIRMS
Build custom dashboards for your 
attorneys and clients with live data 
direct from the court.

Automate many repetitive legal  
tasks like conflict checks, document 
management, and marketing.

FINANCIAL INSTITUTIONS
Litigation and bankruptcy checks 
for companies and debtors.

E-DISCOVERY AND  
LEGAL VENDORS
Sync your system to PACER to  
automate legal marketing.


