PCT/CA2021/051458

WO 2022/077121

SE AVOAVTAY SOOI SHOMTITTISMTITTIMI 1T'9% 6L9 %8 %89 S'L 0s7das4d
S ANV TIIOSODDSOODIMTITTISMTITT (414 L9 %EL %L9 S'L 81dS4d
S0¢ AYOIVOTAVOSODDSODTIMTYITTTIVTHTI tard4 (4% %SS %<6 S'L 96¢dS4d
[43 FMYOIYYIYSDOOSOOTIIDOIMIN T TISMTITT (rd4 8T'¢ %89 %08 SL PL1ASA wn
€1 HILAVOTITVIYASOODSOHO TN T TIVATIY TIMT L9¢ €6°¢ %9L %<6 S'L 01das4d m
6¢ MIVVOTITIIDOIMINT TISMTITT 9°s¢ 679 %EL %LS SL 291ds4d E
91 HHHHHEVOYISYOVSH YA TIIDOIMINTTISMTY TTHHHHEH §TE St'e %09 %6 SL 61dS4d M
961 YATTINTITIISODDSOD TN TTIVATIY TIMT §Te €59 %SL %08 SL 1¢casd qm.
9¢1 IV TIESOODSOOTHN T VIV ATIV TI MY L6T IS¢ %19 %S8 S'L 017ds4d >
L1 MAVYOYOITIDOIMIAT TISMTIMTAHHHHEH 9°¢T 18°C %81 %P8 SL 17as4d m
LTI YAV TIIOOIMTIT T SM %4 0¢€'C %8 %101 0T 10cds4d &
LLT AVOODDITTISMTITTIMI 61T 0v'C %0% %16 0¢ L9¢dsd qm
Cl HHHHHHYY VI YA TIID0IMTITTISMTI TTHHHHEH £1T €S°C %61 %P8 SL Sasd w
[4v4 SOODSHOMTHTTISMTITTIMISDODSDD 9°€T 0S'1 %k %16 01 10€ds4d
9T IYOIVOTIVOSODDSOOTANATITATITTIMI 8’11 1€l %LT %06 S'L 9¢edsd
€T TIVOIVY VIV ATII INOAMSHT THTMMITT €01 PeT %18 %LL SL P€1Adsd
9 VIVOIV YV IV AMIMIMI TIINOAMTHTI THSMTI TT 0°s 90 %0T %18 SL PALd-194d
S YADVN TNV TYNY THAVTVIV TV T VAMTIVOIVY VIV X 91 ST0 %8 %801 S'L HMMW_ W W
4 YADVITYNY TYNY THIVTYNY TNV THVAMI I OT I T ED X 80 ro %9 %69 S'L %MMW DM W
pald | 2 2
4 VIV YY YAV AN TV IV THIVTIHY THHTY IV TTY MY HHHEHH 9°0 900 %P %001 S'L “YHV'T oo
-STH
. . JquIBIdS
s TYOOITYVVIOTIVTIVASDODMMSTDIN TV VI 00 10°0 %0 %80T S'L 01asd m
2
- - 10 000 %0 %001 - ot w
03D

duanbas apndag

EXORIN
ArmqerA
-ARAIR

I 81

102§
AIRATIRQ
UBIA[

S[[93
+OINd
JO o, UBdA

Aqera
UBIAl

(A

U0y
apndag

apndeg

1/18



PCT/CA2021/051458

WO 2022/077121

“SUOTJONLISUL § JOINIJBJNUBW UO PISEq UONIJSuen-}s0d SIOY 84y PIIMSBIN 4

(uongonpsueay-ysod ys)
SIPY +dAD % UBIA

Apiqeis uedy

i |

U0 0818

0g1e)

%%CS %86 U 0 [O-VNYIS XEATV N
«Yob [ %91 U 05 dID-VNUIS | Gurweydajodry
%59 %¥L - -
%69 %9$ W1 01
[1D-0ONd g
299 %0L WH 170 ! A% nm %
%¥bE %IS INT 01 )
JI9-ONd
%19 %¢€8 Wi 10
299 %¢8 WM 01
%S9 %88 Wr 170 HIOONd
299 %011 WM 01 auorE 05IED
0 0
dID-ONd
2499 %6L Wi 170
%59 %001 - - JUSUNBALY ON

2/18



WO 2022/077121 PCT/CA2021/051458

Fig. 3
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Fig. §
Candidate Propidium iodide (10 ng/mL) GFP-NLS (10 pM)
SEQ Norm. Mean | Mean % Norm. Mean | Mean %
1D NO Sh‘(‘;ge | Mean Delivery | ofpr+ | Mean Delivery | of GFP+

" Viability Score! cells Viability Score! cells

1 CMI8- 52% 12.1 129% 58% 25.5 18%

Penetratin-cys

2 TAT-KALA 105% 84 12% 102% 46 9%
3 st 66% 213 19% 71% 61.2 25%
4 Hlsf;%giﬂ' 109% 11.4 13% 102% 7 12%
5 PTDA-KALA 103% 73 10% 105% 200 22%
6 EBL-PID4 70% 486 38% 77% 878 47%
2 FSD5 63% 392 37% 65% 572 30%
13 FSD10 100% 13.9 67% 104% 119.7 72%
5 FSD18 70% 652 30% 77% 1292 42%
16 FSD19 89% 654 38% 96% 92 44%
17 FSD21 95% 433 35% 87% 87.8 41%
19 FSD120 80% 464 43% 109% 119.5 42%
21 FSD129 96% 69 8 40% 89% 195.6 49%
21 FSD129 104% 13.4 47% 117% 612 43%
2 FSD131 85% 35.5 43% 100% 92 42%
23 FSD134 83% 53.0 44% 83% 1263 4%
3 FSD134 66% 1.8 55% 64% 154.7 65%
2 FSD146 98% 97.4 61% 98% 2202 58%
26 FSD156 40% 538 30% 44% 107.7 36%
26 FSD156 31% 145 49% 55% 80 42%
27 FSD157 30% 98.0 8% 76% 285.2 57%
28 FSD159 80% 776 54% 56% 233 53%
29 FSD162 61% 85.2 54% 92% 3442 66%
30 FSD168 88% 61.5 55% R6% 269.6 53%
31 FSD173 109% 27.8 30% 95% 2324 63%
32 FSD174 93% 74.9 35% 85% 2465 51%
33 FSD194 77% 2.6 37% 62% 2004 78%
34 FSD220 102% 546 28% 102% 232.0 49%
35 FSD250 119% 336 37% 114% 284.8 70%
36 FSD250D 100% 54 14% 91% 129 19%
37 FSD253 73% 983 65% 65% 185.8 73%
38 FSD258 76% 106.2 69% 113% 178.6 62%
39 FSD262 81% 75.6 65% 88% 376.1 77%
40 FSD263 81% 887 68% 100% 2793 75%
0 FSD265 86% 102 72% 80% 404.9 82%
B FSD263 96% 5.1 33% 106% 131 51%
44 FSD286 87% 742 52% 90% 165.5 61%
45 FSD271 77% 738 3% 89% 2795 73%
46 FSD272 85% 993 71% 97% 3325 78%
47 FSD273 88% 91.9 66% 98% 321 74%
o |F SDiffid?Chc 97% 52.1 29% 87% 155.4 50%
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WO 2022/077121 PCT/CA2021/051458
Fig. 5 (cont’d)
Candidate Propidium iodide (10 ng/mL) GFP-NLS (10 pM)
IIS)ED?O shuttle agent Mean Norm: Mean Mean % Mean Norm'. Mean Mean %
(10 pM) Viability Delivery of PI+ Viability Delivery of GFP+
Score! cells Score! cells
so | FSD268 Cyclic 91% 30.1 21% 88% 119 48%
Disulfide
58 FSD117 99% 5.8 33% 122% 46.3 42%
59 FSDI118 96% 12.9 41% 104% 73.6 45%
60 FSD119 71% 7 30% 109% 36.4 20%
61 FSDI121 81% 19 46% 104% 76.2 44%
62 FSD122 80% 14.5 42% 99% 76 47%
63 FSD123 85% 13.5 32% 96% 86 36%
64 FSD124 88% 15.3 46% 98% 79.8 51%
65 FSD125 91% 14.3 46% 104% 87.6 51%
66 FSDI126 93% 1.6 13% 107% 79 14%
67 FSD127 98% 3.5 22% 94% 16.6 16%
68 FSD128 97% 10.6 39% 87% 31.7 33%
69 FSD130 94% 2.5 16% 114% 25.1 40%
70 FSD132 80% 29 21% 110% 8.2 17%
71 FSD133 90% 10.4 37% 122% 56.2 46%
72 FSD135 105% 48.4 62% 99% 103.2 52%
73 FSD137 81% 1.5 10% 113% 0.7 7%*
74 FSD239 81% 9.7 40% 121% 41.1 44%
75 FSD139 82% 7.7 35% 97% 4 11%
76 FSD140 81% 6.9 31% 96% 13.1 19%
77 FSD141 91% 9.8 34% 95% 15.2 27%
78 FSD142 75% 4.3 26% 110% 4.9 10%*
80 FSD144 96% 1 10% 108% 3.8 11%
81 FSD145 103% 2.8 27% 107% 2.6 7%*
82 FSD147 84% 7.6 39% 90% 119.2 70%
83 FSD148 80% 1.1 11% 113% 54 5%
84 FSD149 70% 3.9 23% 107% 31 29%
85 FSD150 82% 174 49% 109% 88.3 54%
86 FSD151 79% 9.9 38% 105% 474 32%
87 FSD152 73% 13.7 45% 98% 69.6 41%
88 FSD153 41% 13.7 44% 89% 96.7 51%
89 FSD154 79% 18.7 49% 102% 44,5 30%
90 FSD158 57% 14.6 56% 43% 51.7 37%
91 FSD160 69% 14 38% 73% 147.9 53%
92 FSD161 78% 15.1 42% 102% 92.6 48%
93 FSD163 58% 16.8 47% 92% 115.5 59%
94 FSD164 24% 25.4 49% 101% 115.7 55%
95 FSD165 13% 18.3 51% 72% 953 55%
96 FSD166 61% 10.7 38% 29% 87.9 48%
97 FSD167 103% 5.9 29% 59% 81.4 45%
98 FSD169 105% 2.4 14% 89% 75.2 43%
99 FSD170 91% 154 35% 87% 166.4 61%
100 FSD171 108% 6.6 30% 107% 140.5 65%
101 FSD172 90% 4.6 20% 112% 87.3 47%
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WO 2022/077121
PCT/CA2021/051458
Fig. 5 (cont’d)
' S ——
SEQ Candidate ropidium iodide (10 pg/mL) GFP-NLS (10 pM)
ID NO shuttle agent Mean Norm. Mean | Mean % Norm. M
(10 M) i Delivery of Pt Mean m. Mean Mean %
Score! cells Viability Pelivery of GFP+
102 FSD175 D Score!
SEA = — cells
T oo ] 2 T06% 152.5 =
80% 6.2 24% 0 o8%
104 FSD177 n - %% 148.5 ?
o0, = . 59%
105 FSD178 959 - 0% 13.6 ’
5% 1.7 10% 0 7%
o e / 2 105% 184 37
108% 5.6 299 o b
107 FSD180 p > L% /7.1 3"
92% 52 26% 5 2%
109 FSD182 108° > 2T 69.8 K
8% 1.8 11% o 1%
110 FSDIS3 D 0 102% 25 100
5% 41 17% 0 2
o oh > o 102% 132 3
93% 11.1 28% 0 4%
112 FSDI85 P ” % 154.3 ’
82% 10.6 3% 5 62%
113 FSD186 0 — 73% 159.1 L
88% 2 12% o o1%
114 FSDLS7 - () 107% 83.1 )
97% 9.3 41% 0 S1%
115 FSD188 0 ” 78% 123.5 i
05% 31 6% - 66%
116 FSD189 100° ” A% /6.1 &
00% 71 29% . 20%
117 FSD190 1079 - S 1851 7
07% 37 18% s L6
118 FSDIO1L 2 () 110% 81.2 0
93% 2.2 14% o 45%
119 FSD192 o6 (] 114% 31 0,
% 4.4 22% o 38%
120 FSD193 ) ” 104% 69.5 &
Sor 24 22 ] 46%
121 FSD195 ) - o1% 154.5 ’
85% 13.9 45% 5 3%
122 FSD196 08" 3 ” 83% 177.6 ?
o oE B - 69%
123 FSD197 480 > 00% 140.2 &
8% 10.8 399, 0 4%
124 FSD198 v ” 3% 174.5 ke
93% 22 13% 69%
125 FSDI99 %00 () 106% 3 0
0% 15.5 60% o 6%
126 FSD200 889 > 4% 28.7 257
8% 132 Iy o 5%
127 FSD201 08° n 48% 137.3 L
o - 1 L 56%
128 FSD202 0 ” 10% 3.7 ’
o = 12 13%
129 FSD203 0 > L 182 ’
o - 10% 39%
= o 57 o 112% 25 s
% 3.2 18% o I%
131 FSD205 ) - L% 234 :
96% 2.6 15° 32%
132 FSD206 0 ) 2 12 0.4 !
89% 3.6 20% o 1
133 FSD207 1059 - s 02 37
5% 2.6 17% o LA
134 FSD208 95% 63 m 1% 16.2 28%
o ot - : 33% 99% 1322 5
66% 4.9 27% I3 68%
136 FSD210 0 > 2% 77.2 61
S7% 73 36% e
137 FSD211 v > 3% 129.5 &
63% 59 29% 5 4%
138 FSD212 0 - B9%. 122.7 ’
92% 2.1 11% o 66%
139 FSD213 56° ” 9% 11 30
% 16.4 41% o L
o o2 k o 104% 161.2 5
71% 6.6 30% o 62%
= e 0 2 107% 80.8 )
64% 11.7 43%, 4%
o o ’ 2 111% 97.1 ,
61% 1.6 10% o 60%
o o o o 115% P >
o : L 26%
o T A o 115% 8.6 )
o 2 = 35%
146 FSD221 0 - 10% 74.2 ’
58% 6.1 26% 0, 45%
149 FSD224 P > 69% 715 ’
= 62% 8.1 38% B1% =
FSD225 128% 124 yETY = 937 66%
370 82% 122.5 62%
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WO 2022/077121
PCT/CA2021/051458
Fig. 5 (cont’d)
spo | Candidate Propidium iodide (10 pg/mL) GFP-NLS (10 pM)
ID NO shuttle agent Mean Norm. Mean | Mean % N
(10 uM) Viability | Delivery of PI+ Mean orm. Mean | Mean %
Score! cells | Viability Delivery of GFP+
151 FSD226 o Score!
137% 93 o0, cells
152 FSD227 0 o 95% 85.8 D
60% 6.3 279% - 61%
153 FSD228 260 ° 91% 116.7 0
/ 6.3 32% ; 58%
154 FSD229 Q8Y o 80% 118.7 5
% 1 44% , 07%
155 FSD230 0 0 79% 111.2 630
96% 13 36% 3%
156 FSD231 0, ° 121% 72.5 o
80% 20.5 67% 0 o1%
157 FSD232 08% 2o 2 99% 181.3 75%
158 FSD233 0 ' 71% 108% 762 >
75% 14.2 587 69%
159 FSD234 999 0 122% 97.3 P
9% 75 38% - 62%
160 FSD235 950 0 7% 48.7 319
5% 13.1 56% Y 1%
161 FSD236 620 0 104% 79.5 0
L 2.7 20% ) 2k
163 FSD238 307 0 117% 143 0
9% 30.5 67% . 23%
164 FSD138 330 o 107% 189.9 o
165 FSD240 939 o 95% 66.9 5
3% 1.7 14% o 64%
166 FSD241 040 o 116% 2.9 -
4% 94 43% L8%
167 FSD243 v 0 107% 119.3 >
77% 10.6 40% - 60%
168 FSD244 56% 20,5 00 114% 107.6 61%
169 FSD246 o - 60% 111% 128.5 >
58% 305 74% p 69%
171 FSD248 1320 o 91% 142.8 667
2% 12.3 46% . %
174 FSD251 939 2 96% 148.3 0
3% 6.9 3% - 56%
175 FSD254 859 0 85% 149.7 0
% 10.8 38% p >8%
176 FSD255 850 o 92% 111.3 5
5% 18.2 63% 49%
177 FSD256 o o 105% 81.6 5
83% 3.8 259 ~ 59%
178 FSD257 899 = 2 98% 26.1 41°
% 203 57% Y 1%
179 FSD259 030 0 103% 24.5 )
% 26.1 65% p 37%
180 FSD260 Py o 82% 141.1 D
9% 21.3 55% o 67%
181 FSD261 889 o 88% 183 5
8% 17.1 46% ) 00%
182 FSD266 929 0 95% 168.3 0
% 14.5 56% ) 60%
183 FSD267 207 0 95% 77.6 559
9% 6.7 399 - 55%
184 FSD269 ™) o 76% 44.1 5
9% 12 2% - 38%
185 FSD270 0 0 68% 105.7 5
79% 16.6 34% 5 63%
186 FSD274 v 0 103% 172.4 v
76% 14.4 51% ; 2%
187 FSD275 040 0 91% 134.5 5
4% 16.9 55% ) 68%
188 FSD276 0, ° 118% 30.3 90
109% 16.9 56% 42%
189 FSD277 1040 o 100% 144.1 >
4% 47.1 70% B 76%
190 FSD278 101° 0 95% 188.3 0
1% 35 26 - 72%
191 FSD279 890 o 103% 39.1 2
% 6.3 34% o 42%
192 FSD280 100° o 103% 17.6 0
% 26 Tav, - 31%
193 FSD281 107° 0 104% 86.1 9
7% 54.6 68 o 73%
194 FSD282 116° o 85% 201.7 >
16% 18.5 66% - 76%
195 FSD283 1109 0 86% 80.1 5
0% 3 2% > 61%
196 FSD284 1169 87 99% 5.7 0
%o 2.9 21% : 27%
197 FSD285 1139 o 95% 10.3 5
13% 33 6% - 20%
198 FSD287 1059 o 93% 49 190
5% 98 48% > 9%
199 FSD288 20 o 90% 102.6 5
%o 19.9 7% = 57%
° 96% 89.2 72%,
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WO 2022/077121

PCT/CA2021/051458

Fig. 5 (cont’d)
spq | Candidate Propidium iodide (10 pg/mL) GFP-NLS (10 pM)
ID NO shuttle agent Mean Norm. Mean | Mean % Norm. M
0pM) | viabiliy | Delivery of PI+ Mean m. Mean | Mean %
A Scorel cells Viability Dellvery of GFP+
200 FSD289 0 Score!

89% 39.8 R2% - cells

201 FSD290 1019 o 85% 131.1 5
01% 30.5 579 ~ 75%

202 FSD291 102° o 69% 229.1 )
2% 44.6 4%, ~ 73%

203 FSD292 101° ° 7% 234.4 0
01% > 9% - 85%

204 FSD293 100° 0 98% 2.2 30
% 133 43% 0 %

205 FSD294 819 ° 90% 8.9 18
%o 16.2 43% - 8%

206 FSD295 o 0 86% 167.3 5
84% 18.8 13% - 61%

207 FSD296 40° 0 97% 40 220
) 45.7 74% o 34%

208 FSD297 1020 0 84% 247.4 0
2% 421 720 - 82%

209 FSD298 o ° 9% 247.2 0
101% 62.3 74% " 81%

210 FSD299 0 0 90% 219.3 0
94% 3.8 30% . 76%

211 FSD300 Q00 0 94% 16.5 )
89% 3.5 289 32%

212 FSD301 840 v 108% 3.9 0
4% 24.2 48% S 11%

213 FSD302 0 o 95% 87.8 5
89% 542 80% 5 1%

214 FSD303 0 0 94% 228.4 0
91% 50.2 =y - 83%

215 FSD304 339 0 86% 198 0
) 37.7 729% 9 77%

216 FSD305 949 o 96% 160.2 5
4% 50.1 TR - 73%

217 FSD306 ) 0 97% 254.5 5
81% 55.3 76% > 86%

218 FSD307 0 o 96% 209.4 >
61% 26.1 60% ) 82%

219 FSD308 359 0 97% 107.6 0
5% 54 78% - 62%

220 FSD309 ) o 85% 2474 9
62% 25 56% - 86%

221 FSD310 0 0 64% 221.5 5
90% 514 1% - 69%

222 FSD311 0 0 92% 2173 0
43% 47.6 80% ° 81%

223 FSD312 900 0 74% 211.3 0
0% 1.7 7% . 79%
224 FSD313 66" 0 98% 1.8 0k
% 9.1 71% i SV

225 FSD314 0 0 57% 210.1 5
87% 36.1 70% 5 1%

226 FSD315 5 0 90% 119.8 9
3% 67.4 63% > 69%

227 FSD316 39 0 89% 210.8 5
73% 36.5 69% o 66%

228 FSD317 0 0 82% 202.2 5
58% 1.9 7% 74%
229 FSD318 5 0 107% 2.6 e
65% 63.6 60% 6%

230 FSD319 > 0 74% 227.2 5
85% 43.3 73% S 65%

231 FSD320 109° 0 73% 250.6 9
9% 42.9 67% S 75%

232 FSD321 0 0 76% 220.4 0
3 46% 13.9 32% 5 2%
233 FSD322 > 0 65% 156.5 539
55% 25.7 37% p 53%

234 FSD323 0 S/ 70 132% 117.5 9
90% 27.9 4% - 54%

236 FSD325 0 o 38% 90.7 5
2 56% 25.1 51% o 53%
237 FSD326 300 0 141% 70.6 n
9% 1.7 10% . 0%

238 FSD327 989 0 145% 9.5 970,
8% 12.4 35% 5 27%

239 FSD328 339 0 95% 73.4 0
3% 14.1 33% 48%

240 FSD330 5 o 132% 81.9 )
87% 26.1 47% ) 33%

242 FSD332 39 0 124% 71.6 510
~ 73% 2 3% - 51%

243 FSD333 390 2/ 123% 0.9 9
39% 30.9 60% . %

244 FSD334 5 0 69% 197.1 26°
68% 12.8 47% 6%

245 FSD335 379 o 75% 87 30
7% 32.9 53% o 0%

246 FSD336 639 0 76% 124.5 0
3% 42.4 789, o 68%
o 84% 164.5 90%
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WO 2022/077121

PCT/CA2021/051458

Fig. 5 (cont’d)
Candidate Propidium iodide (10 pg/mL) GFP-NLS (10 pM)
SEQ shuttle agent Mean Norm. Mean | Mean % Mean Norm. Mean | Mean %
ID NO (10 pM) Viabilit Delivery of PI+ Viabili Delivery of GFP+

¥ Score! cells tability Score! cells
247 FSD337 92% 57.8 76% 66% 186.2 87%
248 FSD338 52% 40.9 69% 65% 169.3 89%
249 FSD339 86% 23.2 55% 92% 95.6 65%
250 FSD340 51% 60 T7% 85% 169.9 83%
251 FSD341 104% 294 59% 66% 106.8 65%
252 FSD342 83% 59.2 86% 37% 92.2 70%
253 FSD343 38% 8.6 31% 115% 25.7 38%
254 FSD344 31% 35 51% 99% 188.1 68%
255 FSD345 51% 50.8 69% 86% 181.2 78%
256 FSD346 84% 58.4 81% 70% 193.2 84%
257 FSD347 44% 55.1 77% 75% 130.6 74%
258 FSD348 76% 38.3 70% 108% 68.2 68%
259 FSD349 104% 64.3 84% 90% 202.4 82%
260 FSD350 70% 50.7 70% 111% 100.6 65%
262 FSD352 58% 57.8 69% 105% 154.9 71%
263 FSD353 66% 2.1 13% 123% 1.1 5%
264 FSD354 61% 45.7 62% 102% 123.5 64%
265 FSD355 62% 41.7 60% 98% 124.7 61%
266 FSD356 97% 33.9 60% 102% 147.8 71%
267 FSD357 36% 27.9 69% 108% 42.1 44%
268 FSD358 77% 26.2 50% 120% 94.3 59%
269 FSD359 74% 52.3 79% 83% 213.1 82%
270 FSD360 78% 98.5 84% 105% 89.4 75%
271 FSD361 67% 13.6 29% 95% 97.3 39%
272 FSD362 89% 22.2 44% 114% 53.6 38%
273 FSD363 89% 13.3 28% 104% 49.7 31%
274 FSD364 74% 53 21% 165% 6.7 17%
275 FSD365 77% 18.3 44% 152% 96.3 58%
276 FSD366 74% 9.1 28% 140% 89.8 44%,
277 FSD367 69% 4.5 20% 150% 31.9 28%
278 FSD368 68% 14.3 40% 130% 1394 58%
279 FSD369 75% 13.6 42% 161% 116.8 58%
280 FSD370 72% 18.2 58% 161% 80 61%
281 FSD371 72% 30.6 61% 139% 119.7 53%
282 FSD372 67% 13.3 49% 140% 63.9 53%
283 FSD373 77% 11 29% 144% 93.2 48%
284 FSD374 73% 16.3 35% 152% 111 49%
285 FSD375 57% 8.7 23% 150% 62.7 32%
287 FSD377 63% 10.7 30% 159% 36.6 34%
288 FSD378 65% 18.1 33% 144% 35.1 31%
289 FSD379 47% 10.1 33% 76% 87.9 54%
290 FSD381 72% 16.3 37% 66% 115.2 44%
291 FSD382 94% 11 31% 44% 935 45%
292 FSD383 74% 30.5 52% 21% 91.6 55%
293 FSD384 81% 24 13% 106% 15.3 23%
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WO 2022/077121 PCT/CA2021/051458
Fig. 5 (cont’d)
Propidium iodide (10 pg/mL GFP-NLS (10 uM

SEQ Candidate : Norm M:,an T Mez)m % Norm h(/leaz ) Mean %

shuttle agent Mean : ° Mean : °

IDNO | 10 uw) Viabili Delivery of P | (on i Delivery of GFP+
" iability Score! cells tability Score! cells
294 FSD385 88% 37.5 62% 31% 105.5 60%
296 FSD387 58% 3.4 18% 94% 74.5 50%
297 FSD388 84% 22.5 56% 70% 56.9 54%
208 FSD389 83% 8 29% 50% 72.5 41%
299 FSD390 93% 3.7 19% 98% 38.5 45%
300 FSD391 81% 25.1 57% 55% 94.7 59%
302 FSD393 52% 243 58% 61% 59.5 54%
303 FSD394 69% 4.7 23% 23% 17 25%
304 FSD395 98% 34.1 67% 74% 303 87%
305 FSD396 79% 8.1 29% 85% 105.1 50%
306 FSD397 74% 1.6 11% 99% 10.4 30%
307 FSD398 88% 6.8 26% 87% 70.5 53%
308 FSD399 73% 7.9 27% 94% 66.3 49%
310 FSD401 99% 28.4 55% 93% 144.9 68%
311 FSD402 79% 20.6 34% 64% 108.2 41%
313 FSD404 72% 8.4 29% 85% 72 54%
314 FSD406 65% 28 64% 75% 174.7 74%
315 FSD407 110% 28.9 66% 62% 203.3 80%
316 FSD408 72% 14.6 45% 72% 102.1 58%
317 FSD409 82% 1.1 10% 89% 52 10%
318 FSD410 88% 3.1 19% 45% 14.5 20%
319 FSD411 110% 27.6 66% 65% 2004 81%
320 FSD412 118% 10.9 40% 71% 63.9 47%
321 FSD413 45% 1.6 13% 82% 5.1 15%
322 FSD414 97% 2.8 19% 106% 14.8 26%
323 FSD415 110% 14.8 43% 78% 124 56%
324 FSD416 106% 8.2 28% 101% 48.1 32%
326 FSD418 107% 53 26% 91% 70.3 55%
327 FSD419 99% 1.7 13% 102% 8 19%
328 FSD421 103% 3.7 21% 106% 38.9 33%
329 FSD422 96% 4.1 22% 94% 8.1 31%
330 FSD423 79% 1 10% 106% 4 17%
331 FSD424 78% 7.7 24% 90% 75.5 37%
332 FSD425 126% 22.9 12% 94% 111.4 27%
338 FSD431 107% 98.9 26% 88% 407 50%
339 FSD432 110% 31.3 12% 87% 266.3 39%
340 FSD433 104% 45 26% 90% 247.5 54%
341 FSD434 108% 38.1 13% 82% 282.5 43%
342 FSD435 41% 119.5 47% 55% 339.1 67%
344 FSD438 59% 397.5 81% 69% 686.2 84%

! Normalized Mean Delivery Scores were normalized to that of the “cargo alone™ control for each experimental batch.
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Fig. 6
SEQ Candidate Propidium iodide (10 pg/mL) GFP-NLS (10 pM)
Ip No | Shuttleagent | = Mean DIZ:iifael:' l\ﬁalilli/o Mean Dﬂi?; ﬁeé;lz:

(10 kM) Viability Scorely cells Viability Scorely cells
- Cargo only 84% 0.3 5% 101% 0.0 0%
351 PTD4 124% 0.2 4% 111% 0.0 0%
352 TAT 106% 0.1 1% 115% 0.0 2%
353 CM18 75% 4.4 29% 57% 1.3 18%
354 KALA 120% 2.3 25% 97% 0.2 8%
355 Penetratin 106% 1.4 18% 104% 1.5 47%
356 FSD92 129% 1.0 11% 80% 2.3 38%
357 FSD10-15 92% 2.4 15% 128% 1.3 45%
358 FSD418-12-2 91% 3.1 20% 70% 1.2 20%
359 FSD418-15 70% 1.4 14% 105% 0.3 10%
360 FSD440 47% 5.8 26% 98% 2.9 33%
361 FSD441 106% 1.8 20% 99% 0.7 22%
362 FSD443 249% 0.8 9% 99% 0.2 10%
363 FSD445 - - - 95% 3.9 41%
364 FSD446 - - - 100% 7.0 68%

11/18




PCT/CA2021/051458

WO 2022/077121

Fig. 7A

1 1 1
o o o
© < N

Aianijap obue) o,

IN

VNd + 062as4d

auoje ¥YNd

ONd + 052dsd

auole OlNd

Fig. 7B

100

1
(=4
0

1 1
(=4 o
© <

Ainqelp %,

1
o
N

1N
VNd + 052as4
auoje YNd

OWd +052as4

auoje OINd

12/18



WO 2022/077121 PCT/CA2021/051458

Fig. 8A
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Fig. 11A Fig. 11B

Untreated cells PMO-FITC alone

PMO-FITC + FSD396 (10 M, 5 mins) PMO-FITC + Endoporter (5 pM, 48 h)

16/18



PCT/CA2021/051458

WO 2022/077121

Fig. 12
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25 pM PMO-GIi1-Cy5 +

25 pM PMO-GIi1-Cy5

40 pM FSD250

alone
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Cy5

Fig. 13

Cy5 + DAPI
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