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0.86 (t, J=7.5Hz, 6H); 1.21 (s, 12H); 1.61 (q, J=7-5Hz, 4H); 2.42 (DO O O, J=7
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NMR (CDCl5, 500 MHz) & (O O ppm)

1.91(t, J=7.5Hz, 6H); 2.42 (L O OO,

J=7.0Hz, 2H); 2.47 (g, J=7.5Hz, 4H); 3.41 (t, J=7.0Hz, 4H); 5.82 (s, 4H)O
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3.14 (ABX, J= 14.0 & 5.7 Hz, 4H), 4.18 (m, 4H), 4.34 (m, 2H), 5.07 (d, J=
Hz, 2H), 7.17-7.32 (m, 10H)O
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=
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A6 (Na) 0.4 1.0 1.6 1.4
A13 0.0 0.0 0.0 0.0
Al4 0.2 0.4 L4 -
A18 (Na) 12.8 23.0 28.4 15.8
A26 (Na) 3.1 5.9 8.6 10.0
A32(Na) 0.0 0.1 0.1 0.0
A51 13 14 18 -
A52.(K) 7.0 14.6 18.8 21.3
B13 0.3 0.4 0.4 -
Bl4 0.0 0.0 0.0 -
B23 0.0 0.0 0.0 0.0
B30 0.0 0.0 0.0 0.0
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K5 170 N7y TORORE#DT v MNZBITA1, 3PDSOAUCHRER

e S FE? 1, 3PDS AUCy 41t

(ng/ke) (ng. RHY/mL)”
1, 3PDS (2Na) 1 100 40374
1, 3PDS (2Na) 2 100 32104
! 2 116 14855
A6 (Na) 1 119 650
Al3 1 185 25817
Al4 1 161 25972
A16(Na) 2 188 30000
A18 (Na) 1 189 26146
420 (Na) 1 195 19225
A23 (Na) 2 163 19387
A26 (Na) 1 154 5456
A29 (Na) 1 142 3083
A30 (Na) 1 167 14040
A32 (Na) 1 144 1097
A5l 1 175 29713
A51 2 175 23270
A52(K) 1 230 18109
AB3 (Na) 1 159 5778
A58 1 127 4734
A60 (Na) 2 131 45530
A61 2 133 493883
A62 (Na) 2 167 741
A63 (Na) 2 131 2013
64 2 155 13501
A65 (Na) 2 167 595
A66 (Na) 2 179 BLLQ
A8 (Na) 2 131 BLLQ
A69 1 144 23423
A69 2 144 9567
A70 (Na) 2 185 98.0
AT1 (Na) 2 135 2022
AT2 (Na) 2 135 2602
A73 (Na) 2 135 5582
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(120)
— S &S 1, 3PDS AUCy
(mg/kg) -+ (ng. IEfEY/mL)”
BL1 2 143 5682
B13 3 288 11770
B14 3 240 15084
B23 2 245 6033
B29 2 92! 20670
B29 2 184 37717, 47664
B29 2 461° 65070
B29 2 921° 98321
B29 3 184 45585
B30 3 234 36903
B51 (2TFA) 1 359 10756
B58 2 81 31865
B58 2 162 52082, 53724
B58 2 809° 188592
B59 2 187 5060
B60 2 195 24958
B61 2 173 33340, 43365
B62 2 207 10566
B63 2 229 4028
B64 2 195 20687
B65 2 205 14372
B66 2 207 10802
B67 (2HC1) 2 214 44526, 46223
B68 2 195 14178
B70 2 235 128
B71 2 147 BLIQ
B72 2 163 BLLQ
B73 2 207 1472
B74 2 234 753
B75 2 207 31039, 29201
B76 2 86 22150
B76 2 171 36025, 36606
B76 2 857 131932
B77 2 86" 19175
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—— CL L2 E? 1, 3PDS AUC4 g1.et
(mg/kg) (ng. B5E/ml)”
B77 2 171 57973, 38230
B77 2 429 30726
B78 2 171 36767
B30 2 171 44958
B81 2 147 9572
B82 2 195 13535
B83 2 184 499297
B83 2 184 522308
B34 2 158 2953
B85 2 184 222417
B87 2 173 37909
Cl 1 74 41103
1 2 74 34219
1 3 74 45637
2 2 43t 29800
2 2 86 66542, 58313
2 2 216° 142985
3 2 155 10049
DI 2 173 46036, 44860
D1 2 865° 249360
D1 3 173 54987
D2 2 189 38053
D3 2 81 26199
D3 2 162 51842, 61390
D3 2 809° 223842
D4 2 175 47144
D5 2 194 57353
D6 2 184 37036
D7 2 151 59543, 57502
D7 2 7538 270641
D8 2 173 51253
G4 1 119 1457
P1(2Na) 2 86 BLLQ
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b AbEE B CEYIAE R REE U T B 2 L3 TE D, (LAYINMETAE CH A5E. FED
fes, o— FERADRN Ty aNIORYT i Na, U DA 2Na, ZF MU waE K Y
DA 2HC 1, ZHlEE 2 TFA, ©2 (M 70 4o
2RV GREEEE e v 1 K 20 KFDO. 5%A M @EE ; 3, =— 0 2%
T a—jl,

1, 3PDSYm NI v/ OREL MRS QWA EEAERE, 100mg/kes 1, 3PDS (2
Na) EEEECTHA,

‘Y OFEL 50mgkeg 1, 3PDS (2Na) CEEAITHA,

&L 250mg/kg 1, 3PDS (2Na) SE5EE/UCHS,

¢ FElL 500mg/kg 1, 3PDS (2Na) &%%ﬂ/%w‘a%
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0oooao
F6 70 RTy VY MGRORE LI%D 1, 3PDSIBFTAPKAT A—4
— FE® Coe T AUCy et
(mg/kg) (ng/nl) (FHD (ng. HRFHEY/mL)

1, 3PDS (2Na) 100 1933 1.0 19573

A23 (Na) 172 7818 4.0 51197

A5l 175 10308 2.0 26480

B75 207 9180 L5 37280

B76 171 21846 2.0 98971

B77 171 7440 2.0 57079

D5 194 3933 4.0 26369

[ [ s e e e e e e s e e Y [ A
OO0 o0 oo ooOooOoOoDoDoOoONODoDoDoDoooDoooooooooooag

1 BWERE T A—F DL, AVT ARSI Tma x BUNTEHETHS,

2 FES5TOMELZBHE,
3 ZukRTys/OfBIE 100mg/ke 1, 3PDSEEEMTHE,
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(124)

i ! i (mg/kg)® F, CoHE)’
1, 3PDS (2Na) 100 54.2, 49.1
A23 (Na) 163 4.9
A29 (Na) 142 7.8
B29 183 69.0
B58 162 87.5
B61 173 2.1
B68 195 32.7
B76 171 22.4, 23.4
B77 171 7.4, 6.7
B83 184 45.5
2 86 80. 4
D1 173 71.1
D3 162 79.8
D7 151 8.2

OoOoooooobogoooooooooogoogooogoog

1 RETOME1SHE,
2 {EEIILT, 0. 4mol/kg (1, 3PDS (2Na) M1 0 Omg/kg LYY #ROEEE L {FAMITET,. 0. 5%
AoV R FCRELL
3 Feid RFICHRttsivz1, 3PDSOEAEET 1 T v/ DEABETEELTEHRL, /F2 MEGEDL TV A,
2 o080EY, 2EOMNL LSRR,
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=8 RO
E Gl ve v i
S9 &0 S9 7L
A23 (Na) DISO - —
A29 (Na) Vi + -
Ab1 Ik — _
A6l K + =+
B29 DMSO + -
B58 DMSO + +
B68 DMSO - —
B75 DMSO - —
B76 DMSO — —
B77 DMSO - —
B78 DMSO — —
B33 DMSO — —
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INTERNATIONAL SEARCH REPORT International application No.
PCT/CA2010/001229

A CLASSIFICATION OF SUBJECT MATTER

IPC: C87€ 30905 (2006.01) , A6IK 31/185 (2006.01), A61K 31/255 (2006.01) , A6IP 13712 (2006.01),
AGLP 3706 (2006.01) , A61P 3410 (2006.01) (more IPCs on the last page)
According to International Patent Classification (IPC) or te both national classification and TPC

B. FIELDS SEARCHED

Minimum documentation searched (classification system followed by classification symbels)
IPC®: CO7C, A61K, AGIP (see Box A for details)

Documentation searched other than minimum decumentation to the extent that such documents are included in the fields searched

Electronic database(s) consulted during the internaticnal search {name of database(s) and, where practicable, search terms used)
STN CAPlus (struchural search + keywords = propanedisulfonic acid, amyleidosis, diabetic nephropathy, metabolic syndromes, renal,
pancreatic), Canadian Patent Database (IPC + keywords)

C. DOCUMENTS CONSIDERET} TO BE RELEVANT

Category* |Citation of document, with indication, where appropriate, of the relevant passages Relevant to ¢laim No.
X CA 1,008,848 C (Kyburz et al.) 19 April 1977 (19-04-1977) 1,24-25
*Table L, compounds 3 & 11*
X US 5,716,756 A (Pawlowski et al.} 10 February 1998 (10-02-1998) 1-3, 11, 24-35, 27
*Table 3, compound 193*
X US 5,728,506 A (Kometani) 17 March 1998 (17-03-1998) 1-3, 11, 24-25,27
*Example 3*
X DD 119040 (Zimmermarm et al.) 5 April 1976 (053-04-1976) 1-3, 11, 24-25, 27, 35-60
*Example 2*
X DE 19823722 Al (Lanfer et al.) 2 December 1999 ((12-12-1999) 1, 2425
*page 8, compound 1D, Example 25*
X Tohnston et al., J. Org. Chem., 1960, 25, pp. 399402 1-3, 11, 24-25, 27, 55-60
*Table L, componnd Va*
[X] Further documents are listed in the continuation of Box C. [X] See patent family annex.
* Special categeries of cited documents : T mmﬁ mﬁe&ﬁge ?mﬁggtgm or pggéity
.\ document defining the general state of the art which is not considerad the principle or theory underlying the imvention
to be of particular relevance

R B B R R X document of particular relevancs; the claimed imvention cannot be
“E” sarlier application or patent but published cn cr after the intemational considered novel or cannot be considered to urvolve an mvenhive
filing date step when the document 1s taken alone

“L* document which may throw doubts on pnmg claim(s) or which is “Y*  document of particular relevance: the claimed invention cannot be
cited to establish the publication date of er citation ar other considered to involve an mventive step when the docment s
gpecial reason {as specifiad) cornbined with one or more other such documents, such sombination

being obvious to & person skilled in the at
“&"  document member of the same patent family

“or document referring to an oral disclosure, vse, exhibition ar other means

P docurnent published prior to the international filing date but later than
the priotiy date claired

Date of the actual completion of the international search Date of mailing of the international search report

6 October 2010 (06-10-2010) 10 Nevember 2010 (10-11-2010)

Name and mailing address of the ISA/CA Autherized officer
Canadian Intellectual Property Office
Place du Portage I, C114 = 1st Floor, Box PCT Tung Siu (S 19) 034-6735
30 Victoria Street

Gatineau, Quebec K14 0C9
Faesimile No.: 001-819-953-2474

Form PCT/ISA/210 (second sheet ) (July 2009) Page 3 of ©
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CO7C 303726 (2006.01), CO7C 309/65 (2006,01)

Form PCT/ISA/210 (extra sheet) (July 2009) Page 6 of 6
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C (Continuation). DOCUMENTS CONSIDERED TO BE RELEVANT
Category® | Citation of document, with indication, where appropriate, of the relevant passages |Relevant to claim No.
X Ogura et al., Bull. Chem. Soc. Jpn., 1983, 56(4), pp. 1257-1258 1-3, 11, 24-25, 27, 55-60
*pape 1258, right column, lines 3-14*
X Strepikheey et al., STN CAPlus Accession No, 1955:23821 1-3, 11, 24-25, 27, 55-62
*Registry 100976-92-9%
X Geiseler et al., STN CAPlus Accession No. 195%:16698 1,16
*Registry 4720-58-5 & 119276-67-4*
X Levchenko et al.,, STN CAPlus Accession No. 1961143836 1-3, 11, 24-25, 27
*Registry 101864-25-9 & 1023592-13-2%*
X Esayan et al., STN CAPlus Accession No. 1964:461454 1-3, 11, 24-25, 27, 55-60
*Registry 92550-38-4, 93734-21-5, & 857193-27-2*
X Esayan ¢t al. STN CAPlus Accession No, 1965:498169 1-3, 11, 24-25, 27, 55-62
*Registry 4053-54-7 & 4053-58-1*
X Oganesyan et al., STN CAPIus Accession No. 1976:16828 1-3, 11, 24-25, 27, 55-62

*Registry 57630-54-3%

Form PCT/ISA/210 (centinuation of second sheet) (July 2009)
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INTERNATIONAL SEARCH REPORT International application No.
PCT/CA2010/001229
Box No. IL Observations where certain c¢laims were found unsearchable (Continuation of item 2 of the first sheet)

This international search report has not been established in respect of certain claims under Asticle 17(2)(a) for the following
Teasons :

1. [X] ClaimNos : 43-53
because they relate to subject matter not required to be searched by this Authority, namely :

Claims 43-33 are directed to a method for treatment of the human or animal body by surgery or therapy which the International
Search Authority is not required to search. However, this Authority has carried out a search based on the alleged effects or
purposes/uses of the product defined in claims 43-53.

2. [ ] Claim Nos. :

because they relate to parts of the international application that do not comply with the prescribed requirements to such an extent
that no meaningful international search can be carried out, specifically :

3. [ 1 ClaimNos. :
because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a).

Box No. III Observations where unity of invention is lncking (Continuation of item 3 of first sheet)

This International Searching Aunthority found multiple inventions in this international application, as follows :

1. [ ] Asall required additional search fees were timely paid by the applicant, this international search repert covers all
searchable claims.

2. [ 1 Asall searchable claims could be searched without effort justifying additional fees, this Authority did not invite
payment of additional fees.

3. [ 1 Asonly some of the required additional search fees were timely paid by the applicant, this international search report
covers only those claims for which fees were paid, specifically claim Nos.

4. [ ] Mo required additional search fees were timely paid by the applicant. Consequently, this intemational search report is

restricted to the invention first menticned in the claims; it is covered by claim Nos.

Remark on Protest [ ] The additional search fees were accompanied by the applicant’s protest and, where applicable,
the payment of a protest fee.
[ 1 The additional search foes were accompanied by the applicant's protest but the applicable protest
fee was not paid within the time limit specified in the invitation.
[ ] No protest accompanied the payment of additional search fees.

Form PCTASA/210 (continuation of first sheet (2)) (Tuly 2009) Page 2 of 6
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CHEG3598A5 30-06-1975
DE2305098A1 13-08-1973
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FR2173008B1 14-05-1976
GB1416462A 03-12-1975
GB1416463A 03-12-1975
IT977477B 10-08-1974
JP480954504A 07-12-1973
JP570245358 25-05-1982
JP1129981C 17-01-1983
USB33324715 16-03-1976
US4001201A 04-01-1977
US5716756A 10-02-1988 DE4302681A1 04-08-1994
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