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Novel Retinol derivative and cosmetic composition 

comprising the same

By Coreana Cosmetics

Order Full Patent FS Doc. No. 1016
The present invention relates to a novel retinol derivative and a cosmetic composition comprising the same, in particular, to a novel retinol derivative represented by the formula (I) exhibiting the effects from both L-ascorbic acid and retinol as well as being free from the disadvantages of two compounds such as skin irritation and instability in cosmetic formulation, and a cosmetic composition comprising the retinol derivative. (I) 
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Synthesis of Retinol Derivative 
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In a reactor, bromo acetic acid and 1,3-dicyclohexylcarbodiimide (DCC) were added to retinol (Sigma-Aldrich) dissolved in chloroform and a catalytic amount of 4-dimethylaminopyridine was added, followed by stirring. After completion of reaction, the resultant was filtered, extracted with chloroform and dried over anhydrous magnesium sulfate, followed by filtration and concentration, thus yielding bromo acetic acid retinol ester as oil in yellow color. 

L-ascorbic acid (Sigma-Aldrich) were dissolved in of DMSO and of potassium bicarbonate were added, followed by stirring. To the resultant was added bromo acetic acid retinol ester. Upon the completion of the reaction, the mixture was extracted with ethyl acetate and dried over anhydrous magnesium sulfate, followed by filtration and concentration to yield final product as oil in brown color: Anal. Caclc. For C28H38 O8 (502.60): C 66.91; H 7.62; O 25.47: found C 67.12; H 7.54; O 25.34

Formulation Example: Cosmetic compositions were made as described in Table I. 

	Item
	Ingredient
	Form.A
	Form.B
	Form.C
	Form.D
	Form. E

	1
	Derivative**
	2.0*
	--
	--
	0.05
	10.0

	2
	Retinol
	--
	2.0
	--
	--
	--

	3
	L-ascorbic acid
	--
	--
	2.0
	--
	--

	4
	Propylene glycol 
	6.0
	6.0
	6.0
	6.0
	6.0

	5
	Glycerine
	4.0
	4.0
	4.0
	4.0
	4.0

	6
	Triethanol amine 
	1.2
	1.2
	1.2
	1.2
	1.2

	7
	Tocopheryl acetate 
	3.0
	3.0
	3.0
	3.0
	3.0

	8
	Liquid paraffin
	5.0
	5.0
	5.0
	5.0
	5.0

	9
	Squalane
	3.0
	3.0
	3.0
	3.0
	3.0

	10
	Makadamianut oil 
	2.0
	2.0
	2.0
	2.0
	2.0

	11
	Polysorbate 60
	1.5
	1.5
	1.5
	1.5
	1.5

	12
	Sorbitan sesquinoleate 
	1.0
	1.0
	1.0
	1.0
	1.0

	13
	Propyl Paraben
	0.1
	0.1
	0.1
	0.1
	0.1

	14
	Carboxyvinyl polymer
	1.0
	1.0
	1.0
	1.0
	1.0

	15
	Pf. Kn-921
	0.3
	0.3
	0.3
	0.3
	0.3

	16
	Distilled water
	qs
	qs-
	qs
	qs
	qs

	
	Total
	100
	100
	100
	100
	100



It was found that the retinol derivative of this invention is much more effective than retinol and ascorbic acid in collagen biosynthesis of human fibroblast. In addition, the retinol derivative of this invention was found to exhibit the effect of enhancing collagen biosynthis in a dose dependent manner.

Emulsion preparation
Oil Phase:

In glass beaker mix items 7, 8, 9, 10, 11, 12, 13 heat to 60oC to melt and obtain a homogeneous liquid. Add items 1, 2, 3, 7 and cover.

Aqueous Phase:

In glass beaker mix items 4, 5, 14, 15, and 16 at 60oC and mix well. Item 14 is the thickener; it is a powder polymer and will simply disperse but not dissolve. 

Add the Oil Phase into the Aqueous Phase mix well and allow to cool down to 40oC. Add item 6 and mix. A rapid raise in viscosity will be observed. Mix well for about 30 minutes.

Equipment: Pyrex Glass beakers 200ml (2), heat insulated gloves, safety goggles, pH indicator probe or paper. Brookfield® viscometer and microscope. 

Overhead mechanical agitator with support and fastener: 
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Mixing Blades to fit inside the diameter of the glass beaker, samples:
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Thermometer and hot plate with temperature control:
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Warning: Read the material safety data sheets, MSDS, of all formulation ingredients to determine special handling precautions. Prepare this formulation in a well ventilated laboratory: 

· This formulation requires handling heated liquids and severe burning may occur.

· Do not breath fumes

· Wear gloves and goggles
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