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Figure 2
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Lane 2: No linker DNA ratios: ,

Lane 3 GGGGS linker Lane2: LOHO=19 Lang 2:LC + HC-TTR-His

Lane 4: (5GGGS), nker Lane3: LOHC=28 Lang 3: HC + LC-TTR-His

Lane 5: (6GGGS), nker Lane4: LOHC=37 Lang 4: LC-His + HG-TTR

Lane 6: (GGGGS), nker Lang5. LOHC=48 Lang 5:HC-Hs +LC-TTR |
Lane6: LCHC =55 Lane 6: LC(CL+) + HC(CH1-)-TTR-His
Lane7: LCHC =64 Lane T: HC(CH1) + LC(CL+)-TTRH|S
Lane8: LCHC=73 Lane 8 LC(CL+)-His + HC(CH1-)-TTR
Laned: LCHC=82 Lane 9: HC(CH1-)-His + LC(CL+)-TTR

Lane 10:LCHC = 9:1
Lane 11:100 ng anti-DNP Ab

SUBSTITUTE SHEET (RULE 26)



WO 2019/070901 PCT/US2018/054237
3/20

Figure 3
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Figure 4
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Figure 5

Lane 1= anti-GITR TTR anttbody homodimer
Lane 2= anti-GITR TTR antibody homotetramer
Lane 3 = anti-GITR TTR Fab homotetramer
Lanes 4-7 = anti-DNP antibody
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Figure 6
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Lanes 1 and 4 = anti-GITR TTR antibody homodimer
Lanes 2 and 5 = anti-GITR TTR antibody homotetramer
Lanes 3 and 6 = anti-GITR TTR Fab homotetramer
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Figure 7

SEC analysis of each of the anti-GITR TTR fusion proteins

N Left peak: anti-GITR TTR antibody homotetramer
Middle peak: anti-GITR TTR antibody homodimer
Right peak: anti-GITR TTR Fab homotetramer
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Figure 8
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Figure 9

b

PK Profile of GITR-TTR Constructs in PK Profife of GITR-TTR Constructs in
CD-1 Mice(Total GITR Ab) CD-1 Mice (Intact)
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Figure 10

b

Human CD4 T cell Proliferation
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Figure 11
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Figure 12

Anti-TRAILR? antibody homotetramer
a) b) ()
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Figure 13
Anti-TRAILR2 TTR Fab Anti-TRAILR2 TTR anti-TRAILR2 TTR
homotetramer antibody homodimer  antibody homotetramer
Non-red, Red. Non-red. Red.
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Figure 14
SEC Purified anti-TRAILR2 TTR Fusions

anti-TRAILR2 anti-TRAILR?2 anti-TRAILR?2
TTR Fab antibody antibody
homotetramer homodimer homotetramer
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Figure 15

Murine PK of anti-TRAILR2-TTR Conjugates
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Figure 16

Tetramerization of Conatumumab Substantially
Improves Potency in Cell Based Assay
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Figure 17

Tetramerization of Conatumumab Improves
Potency on Primary Human Keratinocytes

TIR in Keratinocytes
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Figure 18

Tetramerized Conatumumab Reduces Tumors
in Murine Colo205 Model

Efficacy of Conatumumab-TTR Molecules vs.
Colo205 Xenografts in Female Nude Mice Tumor
Volume Graph, Mean +SEM
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Figure 19

Tetramerized Conatumumab Reduces Tumors
in Murine SW403 Mode

- Efficacy of Gonatumumat-TTR Molecules vs.
9 SW403 Xenografts in Female Nude Mice Tumor
Volume Graph, Mean £SEM (n=10, All Data)
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Statistical Analysis (Dunnett's Comparison)
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Figure 20

Treatment of Mice with Conatumumab TTR Fusions Does Not Affect Body Weight

Conatumumab-TTR Molecules vs,
Colo205 Xenografts in Female Nude Mice
Body Weight Change Graph, Mean + 3D

Conatumumab-TTR Molecules vs, SW403
Xenografts in Female Nude Mice, Mean + SD
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