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[5=24a]
Analog 21
SE-HPLC Auto-Scaled Chromatogram
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RT |Int Type slgcsh Area | Height | % Area | Total Area
1127.955] bv 127.200f  50410]  945] 0.15]34444275
2129.046 vv 228.8001329009521 682750{ 95.52 |34444275
3132.007| wv 181.2001 1164536| 11799; 3.38|34444275
4135.077{vb 235.600] 328377, 3549 0.95]34444275
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RT |Int Type idsh Area | Height | % Area| Total Area

sec
26.009|Bb 83.600] 51066; 1429, 0.2818317715
38.366| bv 52400 708275 32497, 3.87(18317715
39.319|vv__ [173.600117478553777242| 95.42 18317715
41.850 v 11.200] 27638 2585/ 0.15/18317715
41.840/ vb 42.000] 52183 3089 0.2818317715
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[%=2b]
Analog #1
SE-H%LC Auto-Scaled Chromatogram
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RT |Int Type slgcsh Area | Height % Area | Total Area
1119.811{bb 87.2000 25933} 1206/ 0.09 30049290
2 127.946| bv 194.000, 1177831] 12306, 3.92 {30049290
3129.110{ vv 227.200127297055,520812; 90.84 |30049290
4132.0371vb 404.400( 1548471/ 130161 5.15130049290
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Peak Results

RT [Int Type| W19 | Area  [Height |% Area |Total Area

1125.798/ BB 75.6000 47777 1788 0.24119600965
2138417 bv 94.000] 962823 36778 4.9119600965
3139.350 w 159.60018335061790978] 93.54{19600965
4141.601 vv 18.000]  76997! 4518 0.39119600965
5141.790| v 256001 81262! 4246/ 0.41119600965
6142.194 vv 22400, 41294] 2181 0.21119600965
1142.730 vb 28.800] 55751 3954/ 0.28119600965
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[52c¢]
Analog 52
SE-HPLC Auto-Scaled Chromatogram
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RT |Int Type slgcsh Area | Height |% Area | Total Area
11 21.591bv 144.000]  24021] 348/  0.06| 37263781
2128.896/vv 230.000137016396/851448] 99.34) 37263781
3132.055\vv 197.200] 212592] 3662, 0.57{37263781
4135.030{vb 104.0001  10772] 2501 0.03] 37263781
RP-HPLC Auto-Scaled Chromatogram
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___Peak Results
RT |Int Type \?’s'géh Area | Height [% Area |Total Area

25915/ Bb 70400{  34022] 1272, 0.18] 19021437
39.053| bv 122.800, 386132f 8859 2.03| 19021437
39.836) vv 47.600 1921333] 88063 10.10] 19021437
40541} vv 77.600{ 16466179| 864067, 86.57| 19021437
41.459{vb 87.200] 213771] 6643  1.12] 19021437
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[5=3]

Tumor Volume(mm?3)

A

100
20004 3
c - £ 5o
1000 % . 3
5& g f& @t v
Yon T 42 S0 s BD
0 5 10 15 20 25 30 35
Days after treatment
o 28 Uz (%2 M)
® ¢ PD-1 &4 (10 mg/kg, £%)
» LEHAZ (30 mgkg, £2)
a YHAZZ] (3.0 mg/kg, 22)+% PD-1 #H| (10mg/kg, )
----- NP opﬁj Z8H 86 (0.08 mgrkg, T3
w OIE{ 271 2 OF42 ZeH 86 (0.08 mgrkg, I|5H)+2 PD-1 B4 (10mg/kg &)
o Q{271 2 Ofd2 1 2K 86 (6.0 mg/kg, 1dH
m OIE| 271 2 Ot 21 Z%HH 86 (6.0 mg/kg, TSH+& PD-1 B4 (10mg/kg £7)
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[5=4]
Synergistic effect
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2y E-PD1 @A (10mg/kg, 52)

Z! (3.0mg/kg, &)

71+e-PD1 X ¥8

otz ZEH 86 (6.0 mg/kg, T3
Of21 ZeH 86+&-PD1 E4A HE

***5<0.001,**p<0.01,*p<0.05vs vehicle group by one-way ANOVA test
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[55]
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0 §HART + 300134 48

*Bliss SE L £4 A

1) -1 SHEEYH T £Y0 IE, FY A £5:95.24% (vs. SUAET)

) YHARY U5 BY0) 2 BY M B5:81.55% (vs. SEUED)

- SUE0| YR W oA A gl (0.9524% 0.8155)x 100=77.7%
HH 5 YR Y8 FYLUIN TEE 20| o4 7HHE g 17 1%) O H2 4% A A Bt
AN F 42 Y8 FYTOIM BAE 0] o)y 7Y ik <T1.7%) %0 2 4 4% v 23

Biss independence was conducted based on reference (J Cheminfom, 2015Feb26,7.7)
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