
(12) INTERNATIONAL APPLICATION PUBLISHED UNDER THE PATENT COOPERATION TREATY (PCT) 

(19) World Intellectual Property 	
-, 

Organization 	 1111111101111011101010111110111011111110111111011111111011011111101111011111 
International Bureau 	 0..

.1
j 

.......or::,„, 	
(10) International Publication Number 

(43) International Publication Date 	 WO 2012/076831 Al 
14 June 2012 (14.06.2012) 	W I PO I P CT 

(51) International Patent Classification: 	 AO, AT, AU, AZ, BA, BB, BG, BH, BR, BW, BY, BZ, 
C07C 233/63 (2006.01) 	A61P 11/00 (2006.01) 	 CA, CH, CL, CN, CO, CR, CU, CZ, DE, DK, DM, DO, 
A61K 31/223 (2006.01) 	A61P 27/02 (2006.01) 	 DZ, EC, EE, EG, ES, FI, GB, GD, GE, GH, GM, GT, HN, 

HR, HU, ID, IL, IN, IS, JP, KE, KG, KM, KN, KP, KR, 
(21) International Application Number: 	 KZ, LA, LC, LK, LR, LS, LT, LU, LY, MA, MD, ME, 

PCT/GB2011/000520 	MG, MK, MN, MW, MX, MY, MZ, NA, NG, NI, NO, NZ, 
(22) International Filing Date: 	 OM, PE, PG, PH, PL, PT, RO, RS, RU, SC, SD, SE, SG, 

4 April 2011 (04.04.2011) 	SK, SL, SM, ST, SV, SY, TH, TJ, TM, TN, TR, TT, TZ, 
UA, UG, US, UZ, VC, VN, ZA, ZM, ZW. 

(25) Filing Language: 	 English 
(84) Designated States (unless otherwise indicated, for every 

(26) Publication Language: 	 English 	kind of regional protection available): ARIPO (BW, GH, 

(30) Priority Data: 	 GM, KE, LR, LS, MW, MZ, NA, SD, SL, SZ, TZ, UG, 

12/928,184 	6 December 2010 (06.12.2010) 	US 	ZM, ZW), Eurasian (AM, AZ, BY, KG, KZ, MD, RU, TJ, 
TM), European (AL, AT, BE, BG, CH, CY, CZ, DE, DK, 

(71) Applicant (for MG only): PAGET, Hugh, Charles, Ed- 	EE, ES, FI, FR, GB, GR, HR, HU, IE, IS, IT, LT, LU, LV, 
ward [GB/GB]; 33 Gutter Lane, London Greater London 	MC, MK, MT, NL, NO, PL, PT, RO, RS, SE, SI, SK, SM, 
EC2V 8AS (GB). 	 TR), OAPI (BF, BJ, CF, CG, CI, CM, GA, GN, GQ, GW, 

(72) Inventor; and 	
ML, MR, NE, SN, TD, TG). 

(71) 	Applicant : WEI, Edward, Tak [US/US]; 480 Grizzly 	Declarations under Rule 4.17: 
Peak Blvd., Berkeley, CA 94708 (US). 

— 	of inventorship (Rule 4.17(iv)) 
(74) Agents: WYTENBURG, Wilhelmus 	al.; Mewburn Ellis et 

Published: 
LLP, 33 Gutter Lane, London EC2V 8AS (GB). 

— 	with international search report (Art. 21(3)) 
(81) Designated States (unless otherwise indicated, for every 

kind of national protection available): AE, AG, AL, AM, 

It (54) Title: [((1R,2S,5R)-2-ISOPROPYL-5-METHYL-CYCLOHEXANECARBONYL)-AMIN0]-ACETIC ACID ISOPROPYL 
ESTER AND RELATED COMPOUNDS AND THEIR USE IN THERAPY 

1-1 en 	(57) Abstract: The present invention pertains generally to the field of coolants and medical therapy. More particularly, the present 
GP 	invention relates to certain anti-nociceptive agents, such as [((lR,2S,5f?)-2-isopropy1-5-methyl-cyclohexanecarbony1)-amino]-acetic 

acid isopropyl ester, that are potent and long-acting and selectively cooling for non-keratinized epithelial tissues as compared to ker - 
IN 	atinized epithelial tissues, and are useful, for example, for the treatment of (e.g., the alleviation of symptoms of; the amelioration of) 
0 
N sensory discomfort of non-keratinized stratified epithelial (NKSE) tissue; and so for treatment of: sensory discomfort of an ocular 

 surface, an eyelid, a margin of an eyelid, an anterior part of an eyeball, a conjunctiva, a lachrymal system, a pre-corneal film, or a 1-1 
C 	cornea, a lining of the oral cavity, an internal portion of the lips, a pharyngeal surface, an esophageal surface, or an anogenital sur - 
el 	face; eye discomfort, e.g., caused by extended wear of contact lenses, by eye strain and/or fatigue, by air pollutants, by excessive ex - 

0 posure to the sun, by conjunctivitis, by dry eye syndrome; sensory discomfort associated with oral mucositis; airway (e.g., larynx, 
trachea, and/or bronchi) tightness, discomfort in the airways (e.g., larynx, trachea, and/or bronchi), choking, cough, and/or dyspnea, 
e.g., associated with asthma and/or chronic obstructive pulmonary diseases (COPD). 


