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*AVEO oncology U EUSA PharmaBi%. EU (2017) HE (2021) TAGREVE . AVEOXHEHKE . EUSARHERRN/NZ/EG 7/UK TARES.

A vitimi
AXIUTHD

PD parameters

Pazopanib n Broad
Cabozantinib
Lenvatinib g ® o
Sunitinib = w ® ®
Sorafenib 2
) w
& A A % ®
: st nd d
Generation 1 2 3" k KB
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* Favorable PK y

Fig. 1. Classification of selective (tivozanib, axitinib, and pazopanib) and non- ® Sorafenib ® Sunitinib @ Cabozantinib @ Lenvatinib
selective (sorafenib, sunitinib, cabozantinib and lenvatinib) VEGFR-TKIs.

® Pazopanib @ Axitinib | @ Tivozanib |

Cancer treatment Reviews 84 (2020) 101966

Fig. 3. Overview of VEGFR-TKI pharmacodynamics and pharmacokinetics.
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P h 1 Eit‘"%ﬁ (49 5 1_00 1 ) mg ClinicalTrials.gov Identifier: NCT04594681

Dosing Subjects No. of steps No. of subjects / step
Cohort 1* Single administration Healthy volur?teer 5 g
KHK4951:Placebo=6:2 Japanese/White
Cohort Cohort 2° 3W administration Healthy volunteer 6 g
KHK4951:Placebo=6:2 Japanese/White
Cohort 3°* 3W administration nAMD patients 3 6~10
KHK4951 only Japanese
* Primary endpoint: Assessment of safety and tolerability
- Adverse events, Laboratory test, Vital signs, General physical exam, 12-lead electrocardiogram
- Ophthalmic exam (Visual acuity, IOP, Slit-lamp exam, Fundus exam, OCT)
e Secondary endpoints: Assessment of pharmacokinetics and efficacy
Endpoint » Pharmacokinetics (Serum KHK4951 concentration, Pharmacokinetic parameters)

> Efficacy
v CST (Central subfield retinal thickness)
v" BCVA (Best corrected visual acuity)
v’ Retinal morphological change with OCT (SRF, IRF, sub-RPE fluid, Dry macula, SHRM)
v’ Total area of CNV lesion and leakage with FA

*Randomized, double-masked, placebo-controlled, dose escalation

**QOpen, dose escalation

© Kyowa Kirin Co., Ltd.
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SRF: +/ IRF: -
sub-RPE fluid: - Step 2
SHRM: + .
Dry macula: - Treatment naive
PCV / Occult with No Classic CNV
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» Compatible with all

TR, Best-in-class payload classes « DAR2 and DAR4
_ Highly stable cyclo-octyne * Accommodates highly « Enables DAR4
bioconjugate linker P ; ; =
or metal-free click hydrophobic payloads dual-mechanism ADC
conjugation  * Can replace PEG to format (DAR 2+2 as
further enhance depicted)
* No mADb or cell line engineering therapeutic index
* Low clinical immunogenicity risk |
* Fully retains PK and internalization
* Eliminates effector function I
HR == \% * o _ W AN } =
Compatible with any \7|—'— - ,—'—\ R = M Lh
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