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'H-NMR (500 MHz, CDCly): 84 0.885 (t,3H),1.24-1.25 (bs, 24H), 1.668-1.73 (m,

2H),2.157 (s, 3H),2.28-2.31(t, 2H),3.07-3.14 (dd, 4H),3.667-3.71 (d, 3H), 3.74-3.75 (d, 2H), 3.72 (m,
1H), 3.81-4.11 (m, 2H), 4.12-4.413 (m, 1H), 4.856 (s, 2H),6.0-6.117 (dd, 2H), 6.84 (d, /= 9 Hz, 2H),
6.93 (d, /=9 Hz, 2H), 7.31-7.36 (m, 2H), 7.48 (s, 2H), 7.7-7.72 (d, J = 8.5 Hz, 1H), 9.9 (s, 1H). ESI-
MS, my/z observed 799.5 (M), calculated 799.4 (M)
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'H-NMR (500 MHz, CDCL): 8,,0.894 (t, 3H), 1.24-1.3 (bs, 24H),1.67 (m,

2H),1.89-1.92 (m, 3H).2.16 (s, 3H),2.27-2.31(m, 2H), 3.03-3.1(dd, 411),3.62-3.65 (m, 2H), 3.77-3.808
(m, 4H), 3.81-3.942 (m, 2H),4.3-4.45 (m, 1H), 4.94-5.07 (m, 2H), 6.84 (d, J= 9 Hz, 2H), 6.93 (d, J =
9 Hz, 2H), 7.31-7.36 (m, 2H), 7.48 (s, 2H), 7.7-7.72 (d, J= 8.5 Hz, 1H), 9.9 (s, 1H). ESI-MS, m/z
observed 813.73 (M), 407.3 (M/2), 428.18 (M/2 + 23), calculated 813.41 (M)
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"H-NMR (500 MHz, CDCls): 8y, 0.87 (t,3H),1.23-1.25 (bs, 26H),

1.44-1.46 (m, 2H),2.16 (s, 3H),3.08 (g, 2H),3.21-3.36 (m, 4H), 3.67-4.07 (m, 8H), 4.39-4.43 (m, 1H),
4.81 (s, 2H), 5.98 (s, 2H), 6.84 (d, J = 9 Hz, 2H), 6.93 (d, /= 9 Hz, 2H), 7.31-7.36 (m, 2H), 7.48 (s,
2H), 7.7-7.72 (d, J = 8.5 Hz, 1H), 9.9 (s, 1H). ESI-MS, m/z observed 812.54 (M), 406.84 (M/2),
427.17 (M/2 + 23), calculated 812.43 (M)
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'H-NMR (500 MHz, CDClL): 8;; 0.9 (t,3H), 1.27 (bs, 16H), 1.61-1.63 (m, 2H), 1.92-

1.96 (dd, 3H), 2.18 (s, 3H), 3.17-3.23 (m, 4H), 3.82-4.20 (m, 11H), 4.4-4.43 (m, 1H), 4.89-5.06 (m,
2H), 6.84 (d, J=9 Hz, 2H), 6.93 (d, J =9 Hz, 2H), 7.31-7.36 (m, 2H), 7.48 (s, 2H), 7.7-7.72 (d, J =
8.5 Hz, 1H), 9.9 (s, 1H). ESI-MS, m/z observed 787.58 (M), calculated787.36 (M)
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"H-NMR (500

MHz, CDCLy): 840.874 (t, 3H), 1.25 (bs, 16H), 1.59-1.64 (m, 2H), 2.31-2.35 (m, 2H), 2.96-2.98 (m,
1H), 3.62-3.77 (m, 10H), 4.23 and 4.31-4.32 (bs, 2H). ESI-MS, m/z observed 332.5 (M), calculated
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'"H-NMR (500 MHz, CDCly): 8y;0.875 (t,

3H), 1.25 (bs, 16H), 1.57-1.61 (m, 2H), 1.92-1.96 (dd, 3H), 2.18 (s, 3H), 2.3 (t, 2H), 3.07-3.13 (m,
4H), 3.63-4.04 (m, 12H), 4.14-4.45 (m, 12H), 4.89-5.06 (m, 2H), 6.84 (d, J = 9 Hz, 2H), 6.93 (d, J = 9
Hz, 2H), 7.31-7.36 (m, 2H), 7.48 (s, 2H), 7.7-7.72 (d, J = 8.5 Hz, 1H), 9.9 (s, 1H). ESI-MS, m/z
observed 933.8 (M), calculated 933.42 (M)
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'H-NMR (500 MHz, CDCl,): 841.86-1.93 (t,

6H), 2.15 (s, 6H), 3.09-3.27(dd, 8H), 3.62-3.97 (m, 32H), 4.15-4.367 (m, 4H), 4.86-5.0 (m, 4H), 6.6-
6.67 (d, 2H), 6.84 (d, J = 9 Hz, 4H), 6.93 (d, J = 9 Hz, 4H), 7.31-7.36 (m, 4H), 7.48 (s, 4H), 7.7-7.72
(d,J=8.5 Hz, 2H), 9.9 (s, 2H). MALDI-TOF, m/z observed 1479.4 (M + skt A4,

calculated 1352.4 (M)
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(m, 2H), 2.16 (s, 3H), 2.29 (q, 2H), 3.07-3.14 (dd, 4H), 3.667-3.71 (d, 3H), 3.74-3.75 (d, 2H), 3.72
(m, 1H), 3.81-4.11 (m, 2H), 4.12-4.413 (m, 1H), 4.856 (s, 211),6.0-6.117 (dd, 2H), 6.84 (d, J = 9 Hz,
2H), 6.93 (d,J = 9 Hz, 2H), 7.31-7.36 (m, 2H), 7.48 (s, 2H), 7.7-7.72 (d, J = 8.5 Hz, 1H), 9.9 (s, 1H)
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R:0.7 (MeOH:DCM; 1:9). 8y (500 MHz,

CDCl;) 0.93 (3H, t, 7 6.5), 1.25-1.45 (16H, m), 1.54 (3H, d, J 6.5), 1.66 (1H, m), 2.05 (2H, m), 2.11
(2H, m), 2.14 3H, s), 2.41 (2H, t, J 7.5), 2.45 (3H, s), 2.75 (1H, d, J 10.5), 3.09 (1H, dd, J 7.0 L%
3.0, 3.25 (1H, brs), 3.67-3.69 (2H, m), 3.87 (1H, dd, J 9.5 $X0%10.0), 4.10 (1H, d, J9.5), 4.20 (1H,
dd, J 9.5%X%10.0), 4.72 (1H, g, J 7.0), 4.94 (1H, d, J 10.5), 5.00 (1H, d, J 17.0), 5.13 (1H, br s), 5.16
(1H, dd, J 5.5 X% 10.0), 5.56 (1H, d, J 5.5), 5.79-5.87 (1H, m), 8.13 (1H, d, J 9.0). HRMS, m/z

observed 591.2728, C2oHs,CIN;OS™ (M+H)" calculated 591.3229
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3y (500 MHz, CDCl;) 0.92

(6H, m, J 6.5), 1.25-1.52(24H, m), 1.53 (3H, ./ 6.5), 1.67 (2H, m), 1.95(2H, m), 2.11 (2H, m), 2.12

(3H, s), 2.38 (2H, t,J 7.5), 2.42 (3H, 5),2.73 (1H, d, J 10.5), 3.08 (1H, dd, J 10.5 $X*3.5),3.23 (1H, br

s), 3.67 (1H, brs), 3.85 (1H, dd, J 10.5 B8Xtr* 10.0), 4.08 (1H, d, J 10), 4.19 (1H, dd, J 8.5 BX™*

10.0),4.72 (1H, q, J 6.5), 5.10 (1H, br s),5.16 (1H, dd, / 5.5 8X* 10.0), 5.55(1H, d, J 5.5), 8.115 (1H,

d, J 9.5).HRMS, m/z Observed 663.6183, C3sHeCIN,OS™ (M+H)" calculated 663.4168 20
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(102)

R;0.2 (MeOH:DCM; 0.2:9.8). 8 (500 MHz,
CDCl3) 0.93 (6H, m),1.250-1.411 (7H,m), 1.537 (3H, s), 2.005 (3H, s), 2.353-2.459 (1H, m), 2.485
(3H, brs), 3.014-3.038 (1H, m), 3.117 (1H, s), 3.298 (1H, m), 4.064-4.078 (1H, d, J 7), 4437 (1H,
m), 4.477 (1H, m), 4.553 (1H, m), 4.668 (1H, m), 4.668 (1H, m), 5.400-5.612 (2H, m), 6.886-
6.917(1H, m), 6.961-6.977 (1H, m), 7.14-7.19 (1H, m), 7.448-7.464 (1H, m), 7.859 (1H, brs),
HRMS, m/z observed 545.2108, C5sH33CIN,O,S™ (M-Act+H)  calculated 545.2083
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(500 MHz, CDCL:)0.93 (6H, t, J 6.5,), 1.27-1.35 (8H, m,), 1.4 (2H, d, J 11.5),1.54 (6H,d, J 7.0,),

1.66 (2H, m,), 2.05 (4H, m,), 2.11 (4H, m), 2.13 (6H, s,), 2.41 (4H, t,J 7.5,), 2.45 (6H, br 5,),2.75

(2H, d, J 11,), 3.08 (2H, dd,J 10.0 68X 3.0,), 3.25 (2H, br s,), 3.69 (2H, m,), 3.86 (2H, dd, J 10.0 H&T*
10.0,), 4.10 (2H, d, J 9.5,), 4.19 (2H, dd, J 9.5 %X 9.5,), 4.73 (2H, q,J 6.5.), 5.11 (2H, br 5,),5.16 (2H,
dd, J 5.5 BE®10.0,), 5.55-5.56 (2H, d,J 5.5,), 8.12 (2H, d, J 9.0,). ESI-MS, m/z observed 501.73,

CusHgeCLNGO S, [(M+2H)/2] ? calculated 501.23
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1.135-1.467 (7H, m), 1.514 (3H, s), 2.160(3H, 5), 2.472

(3H, brs), 2.719-2.826 (3H, m), 3.039-3.077 (1H, m), 3.117 (1H, brs), 3.190-3.229 (1H, d, J 19.5),
3.663-3.688 (1H, m), 3.847 (1H, m), 3.979-4.011 (1H, m), 4.058-4.076 (1H, d, J9), 4.152-4.169 (1H,
d, /8.5), 4.348-4.468 (2H, m), 4.686 (1H, brs), 5.159-5.149 (1H, br s), 5.489 (1H, m), 6.814-6.797
(1H, d, J 8.5), 6.875-6.857 (1H, d, J 9), 7.229-7.142 (3H, m), 7.449 (1H, s). ESI-MS, m/z observed
797.07, C3sH43CLIN,O0S™ (M+H) calculated 797.14
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R0.9 (MeOH:DCM; 0.2:10). 8y (500 MHz, CDCl;) 0.881 (3H, t, J 6.5), 1.230-1.252 (16H, m_
), 1.632 (2H, quin, J 7, 7.5), 2.463 (2H, 1, J 7.5), 6.838 (1H, d, J 3), 6.856 (1H, d, J 3.5), 7.149-7.157
(1H, m), 7.186-7.191 (1H, m), 7.444 (1H, d,J2.5) ESI-MS, m/z observed C4HyCLO; observed
501.73, CosHoCL1O;" [(M+2H)/2]™ calculated 501.23
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s AEMRIORE (ng/ml)

an=— &7 L —NER (mm’)

OFRsfA

2IRf

4 k5

6

FEmiaL

1.00E+05

1.30E+06

2.30E+06

3.30E+06

0.125pug/ml KMC

1.00E+05

1.00E+06

6.60E+05

1.70E+05

0.125pg/ml rb=agy—n

1.00E+05

1.30E+06

6.80E+05

1.30E+05

0.25pg/ml KMC

1.00E+05

1.00E+06

1.OOE+05

9.30E+04

0.25ug/ml k= —n

1.00E+05

6.90E+05

6.10E+05

1.50E+05

0.5ug/ml KMC

1.00E+05

8.50E+05

4.30E+04

4.30E+04

0.5pg/ml rh=F>—u

1.00E+05

6.30E+05

8.50E+05

6.60E+04

1.0pg/ml KMC

1.00E+05

4.90E+05

6.00E+04

2.00E+04

1.0pg/ml rh=Fy—n

1.00E+05

8.00E+05

7.60E+05

1.80E+05
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125ng/ml 250pg/ml
KAH + EfEm rhary—n=19% | KAH=80.4% N/A N/A
KAH (5#721) Tty —n=173%| KAH=82.6% N/A N/A
KEC+ #fEh T —n=77.0%| KEC=23% Thaiy—n=7405% KEC=25.95%
KEC(#E/zL) rhafy—n=218%| KEC=78.19% |¥btary—n=16.8% | KEC=83.2%
KMC +&5E% rhary—n=78.0%| KMC=21.0% |rbr=tr—n=71.7% | KMC=28.2%
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%}ﬂﬂ:‘—‘]\e Zavg (nm) PDI %ﬁ%_ﬁﬁ%

VZP-NP-028 337 0.165 | (ZPTO : DMSO :THF) + 1% PVA
VZP-NP-054 526 0.221 | (ZPTO : DMSO : THF: Tripalm) + 1% PVA
VZP-NP-063 569 0.177  (ZPTO : DMSO : THF: Ceteth-10) + 1% PVA
VZP-NP-068 362 0.213 | (ZPTO : DMSO : THF: Capmul MCM C10) + 1% PVA

(ZPTO : DMSO : THF: Capmul MCM C8 EP + Precirol
VZP-NP-070 476 0.264

ATO 5)+ 1% PVA
VZP-NP-072 480 0.241 | (ZPTO : DMSO : THF: Captex 355 EP/NP) + 1% PVA
VZP-NP-083 676 0.251 | (ZPTO : DMSO : THF: Tripalm) + 1% #u%¥<— 188

(ZPTO : DMSO : THF: Captex 355 EP/NP +x77VU#)
VZP-NP-092 445 0.273

+ 1% HRe¥¥<— (88

(ZPTO : DMSO : THF: THFH@IiL+F) + 1%
VZP-NP-100 434 0.211

PVA

(ZPTO : DMSO : THF: THFHOXGLYF) + 1%
VZP-NP-108 462 0.181

PVA

(ZPTO : DMSO : THF: Capmul MCM C8 EP) + 1%
VZP-NP-112 492 0.249

PVA

(ZPTO : DMSO : THF: Capmul MCM C8 EP + 257U )
VZP-NP-115 788 0.298

+ 1% PVA

(ZPTO : DMSO : THF: Capmul MCM C8 EP + Capmul
VZP-NP-120 463 0.348

MCM C10) + 1% PVA

) (ZPTO : DMSO : PLGA: Capmul MCM C8 EP) + 1%

VZP-NP-148 65.3 0.282

PVA
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