Getagozumab: A Therapeutic Monoclonal Antibody Targeting Endothelin Receptor A for Pulmonary Arterial Hypertension GMAXBIC

Cheng Zhang, Yong Guo, Kesuo Fan, Shugian Jing
Gmax Biopharm LLC, Hangzhou, China

ABSTRACT Saturation Binding ) 1  6Fanetibhal Activity
_ _ _ Cebased calcium i nfl
Background:Endot hel i n receptoxtolNp(EHa)yeicepd 06 mmat @l n
maj or therapeutic target for pul monarygE F Ambrisentan ' vV € d
smal | m_olecule endotheli n receptor _an_t 300 - 190 - = Getagozumab t o
PAH pat#é4eént bowekver, | ow target shaseéed:i E =
|l iver toxicity of the ERAs | i mi& eqgu alhiet - 100 - iy |t
of |life and extend their survival (5, 320- S g0-
Methods:To overcome the shortcomings of the - CHO-hETa 560—
antagonistic monocl onal antibbdyedthag CHO =
and calcium infl uxElasGlb@@i weref séet ago — 100° £ 40-
acute hywwaxiea -amdludMe&€d PAH monkey model = 20
| 1T shed to assess the pharmacodynami c a 0 Pu ~ 0 ) f
Getagozumab. S 0 100 200 300 10 (. 3
Results:Get agozumab di splhAlye@mB@OIKd bEC58. Gf Getagozumab-DL488 (nM) Log[Inhibitor (nM)]
t he -bcaesleld functi onal assay. Getagozumab could signifircantly | ower pul monary
artery pressur-enduwmc d&d t-ilmdhyddddk imonkey model s ankd= 87nM IC50=379nM
further attenuate the pul monary arteri al
hypertrop-hgduoeMCPAH monkeys. The precl
t hat Getagozu#habtings amhna, slicgmgficantly
Ambri sent an. A phase | <clinical tr l%j Ge t Ozumab ,t, st u.d y nd PK 1n
heal thy volunteers 1 s Just finished i n A fgqaﬂéq ﬁtagozumabmHypOXla¥nduCEdiA)an&
Conclusions:Get agozumab coul d serwleass tar enatvred Mtgl;w I(Pdlﬁcgq (B E) Cynomolgus
optiron for PAH and may beGalgual it oyf oft herf el mmdove patient
extend their survival . A B
Getagozumab 5 mg/kg
40 -
L b =+ ACTIWTY
- - . g = 30 - 40 -
Getagozumab binding to human ETa specifically z T .
Getagozumab binds to hETrae ascptesc iviitchalnhayE T 2- =
but not hETDb and r ETa & = 207
A B 109 3 10—-
200 - CHO 200 - CHO 0 ' | 0 ' ' '
] : etagozuma . : etadozuma baseline hypoxia Ambrisentan 24 h 120h 168 h Gl G2 G5 G6
160 - CHO ity o7 DLAES _ 160 - CHO R 7o DLAEe model 1 mgkg 3h
'§ . — (CHO-hETa+Getagozumab-DL488 % - — CHO-hETb+Getagozumab-DL488 C D 0.4-
3 120- S 120 0.30- | -
T 80 - 3 80 - 0.25- e L 034
] . _ 0.20- E
403 403 = 015- g O
0 - 0 ¥ 0.10- =
10 100 1000 10000 10 100 1000 10000 0.05 - |
Green Fluorescence (GRN-HLoq) Green Fluorescence (GRN-HLoq) 0- | | | - | | |
C D Gl G2 G G4 G5  Gb Gl G G G4 G5 G6
200 - 200 G1 = sham G2 = Getagozumab 1.5 mg/kg G3 = Getagozumab 5 mg/kg ###: p<0.001 vs G1
i — (CHO i — CHO G4 = Getagozumab 15 mg/kg G5 = MCT model G6 = Ambrisentan 1 mg/kg **¥ n<0.001 vs G5
160 - — cHO+Getagozumab-DL488 160 - — CHO+Getagozumab-DL483
S ; — CHO-maETa+Getagozumab-D1.482 S - — CHO-ETas Getagozumab-DL4g8 AAAttenuation of right wventricul ar
Q § i stration of GetB@owsze mam ad¢ untleumigpydik aPxA Ha
Y 3 cynomol gus.
B-D.At t enuation of RVSP, pulmonary arter.|
| ar hyper tEiDmp ey tafonerf Getagozumab at
0 100100010000 0 1000 10000 a week-week s-nndCded PAH cynomol gus.

Green Fluorescence (GRN-HLog)

Green Fluorescence (GRN-HLog)

systoliloc

E

MCT model

Getagozumab
15 mg/kg

a l

1.

Sham

a-actin staining

3=

Getagozumahb
ndi

(as |

A

significantly
cated by arrows)

single E dose, 6 per group
- Getagozumab 5 mg/kg
-#- Getagozumab 15 mg/kg

1000000
— -4 Getagozumab 50 mg/kg
=
2
>.100000
= :
3 -
o
g 10000 - i
S
£

1000 ! . . . | |
0 6 9 12 15 18 21

S,

Time after administration (d)

Summary of PK parameters

(mg/kg) (>g/mL) (h-mg/mL)

wa l 15
5 g nhd

EReduced pul monary artemidalcelly ;PAMHt rccy;mlmyrtoi”@ﬁMCTH N IVIy

9.90+1.33 98.22+16.81 18.23+3.12

1 223:M @3/ K 9014.96+73.881 Q3 .50+23.34

LYGSNY I a2yl

PK AND SAFETY IN CYNOMOLGUS
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Toxicology of Getagozumab in Cynomolgus
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