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13th of May, 2008

~ $490 million

Long-acting Biobetter
Biosimilar
Antibody-Drug Conjugate
(ADC)
Hybrozyme Technology

Subsidiary

Daejeon, Korea

65 (56 researchers)

KOSDAQ: 196170

Ceres F&D Inc.:

- Vancomycin
- Teicoplanin
- Tacrolimus

LS Meditech Corp.:

Drug distribution company



Three novel biologics constitute ALTEOGEN
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Biobetter development

New bio-drug development for SC injection of
biologics

Improved enzymatic activity and thermal
stability compared with wild-type PH20

Biosimilar development

* Excellent biosimilar partner for original SC

formulations as an excipient

* The first Herceptin SC biosimilar in the world by

Alteogen

Long-acting ALT-B4 for cancer
treatment

* Fusion with Alteogen’s proprietary NexP™
technology

* Enhances the action of chemical and
biological anti-cancer drugs by changing

tumor microenvironment
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HA removal in cosmetic surgery and
Ophthalmology surgery
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R— Y Neulasta .
T I IUMIRA Top players in ophthalmology, 2017
( uma
P/’ﬁ/ﬂd/’ ]3 ¥ 2017 Ophthalmology Sales Top Ophthalmology Drugs
LAN'IUS + P— Regeneron $3,681m  Eylea (US)
: ENDFE | Allergan $2,857m Restasis, Lumigan, Alphagan
UPDIVO PH AR M A £ o-anercept Novartis I 2,775 Lucentis, Travatan, Pazeo
(ivolumab) Bayer NG S2,100m Eylea (non-US/Japan sales)
DRUGS Santen NN 1525 Eylea (Japan), Cosopt, Tapros
" Xarelto Q\EYLEA A
Tivaroxaban By sales in 2017 y Roche NN 51 432m Lucentis (US)
AVASTIN In Billions of US Dollars " Pfizer NN $327m Xalatan, Xalacom
bevacizumab T Shire NN $266m Xiidra
El REV“m'd Kyowa Kirin [NEE $240m Allelock, Patanol
lapleé{).gn mm MabThera Valeant [l $210m Lotemax, Prolensa, Vyzulta
';Iﬁ['m?ept'n Remlca dg 't uix Limw:b Figures (USD $m) represent projected 2017 global sales of ophthalmology products.
INFLIXIMAB

Source: GlobalData Pharma Intelligence Center

FREE Excel Compilation www.pharmacompass.com

Estimated by GlobalData to account
for 41% of all ophthalmology sales
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BIOSIMILAR
DEVELOPMENT

Home | Development | Manufaciuring | Regulatory | Editorial Board
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Alteogen Inc. Gets IND Approval For A Clinical Study In
Korea For Eylea Biosimilar (ALT-L9)
On May 22, Alteogen Ine. (CEO Soon Jae Park), a South Korean biotechnology company developing

Eylea bi ilar (ALT-Lg) to treat macular degeneration, announced that it gained Investigational New
Drug (IND) approval for Phase 1 clinical trial from Ministry of Food and Drug Safety in Korea.

News | May 22, 2019

The phase I, randomized and double-blinded trial will be conducted in one of the five major hospitals in
Korea in terms of its safety, efficacy, and pharmacokinetie study in wet age-related macular degeneration
patients comparing to the originator’s Eylea as a reference drug.

Eylea has been evergreened by originator to extend the patent period to maintain exclusive right
additional 5 vears after expiring substance patent. As a result, biosimilar launch by incoming developers
using the same formulation as the originator will be delayed for five years after the substance patent
expires, However, Alteogen Inc. self-developed Evlea formulation technology and had already registered
the patent in Korea, the U.S. and other countries. Also, it secured a global competitiveness by registering
process patents for optimization of culturing conditions of Aflibercept, an active ingredient of Evlea.

Evlea is a vascular endothelial growth factor (VEGF) inhibitor and has various indieations such as wet
age-related macular degeneration, diabetic macular edema, and macular edema following retinal vein
occlusion. Eylea can be injected once every 2-3 months which makes superior in its convenience
compared to its competing drug, Lucentis, which requires monthly injection. The global net sales of
Eylea were approximately US $7B in 2018.

An official from Alteogen said, "The domestic clinical trial of Eylea Biosimilar is the first in Korea, which
shows our potential as the first runner.” “We will initiate the global Phase 3 elinical trial this vear to build
the foundation for entry into the global market including the US, Europe, and Japan. We are already
receiving many inquiries regarding the technology transfer from global pharmaceutical companies
around the world,” he added.
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Herceptin

trastuzumab
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ALTO2 Herceptin Herceptin
(EV) (US)
0 AUC,, 100 96.2 93.3
f - C.... 100 97.1 93.0
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* AUC: Area Under Curve
Cmax: Highest Concentration
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Alteogen’s NexMab™ technology
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—

Oxidation protectin of

\  cysteines by ligand binding |

USA(2017)
Korea (2015)
Russia (2016)
Australia (2016)
Japan (2016)
Mexico (2018)
China (2018)

EU, Canada,
Brazil
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Korea Drug Development Fund
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Office of Orphan Products Development
Food and Drug Administration

WO32- 5295

10903 New Hampshire Avenue

Silver Spring, MD 20993

JUL3 02018

Biopharma Global, Inc.

1934 Old Gallows Road, Suite 502
Vienna, VA 22182

Attention:  Hayley Schaefer

US Resident Agent
hayley.schaefer(@biopharmaglobal.com

Re: Designation request # DRU-2018-6439
Dated: May 10,2018
Received: ~ May 11,2018

Dear Ms. Schaefer:

‘This letter responds to your request submitted on behalf of Alteogen, Inc. for orphan-drug
designation of antibody drug conjugate of metal-binding motif-introduced trastuzumab
antibody variant and monomethy! auristatin E (ALT-P7) for “treatment of gastric cancer.”

Pursuant to section 526 of the Federal Food, Drug, and Cosmetic Act (21 U.S.C. 360bb),
your orphan-drug designation request of antibody drug conjugate of metal-binding motif-
introduced trastuzumab antibody variant and monomethyl auristatin E is granted for
treatment of gastric cancer. Please be advised that it s the active moiety or principal
molecular structural features of the drug' and not the formulation of the drug that is
designated.

W ALTEOGEN
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» Open-Label, Dose Increase and Phase | Study of ALT-P7 to Determine Safety, Tolerability,
Pharmacokinetics for HER2 Positive Metastatic Breast Cancer Patients Who Have Progressed on
Previous Trastuzumab-Based Therapy

» Trial sites: Samsung Medical Center, Gachon Gil Hospital

» ClinicalTrials.gov Identifier: NCT03281824

» Phase Il clinical trials for breast cancer and gastric cancer are planned in 2019

Currently ongoing in Korea

Cohort Number of patients Treatment regimens
1 3~6 ALT-P7 0.3 mg/kg Every 3 Weeks
2 3~6 ALT-P7 0.6 mg/kg Every 3 Weeks
3 3~6 ALT-P7 1.2 mg/kg Every 3 Weeks
4 3~6 ALT-P7 2.4 mg/kg Every 3 Weeks
5 3~6 ALT-P7 3.6 mg/kg Every 3 Weeks
6 3~6 ALT-P7 4.8 mg/kg Every 3 Weeks
7 3~6 ALT-P7 5.4 mg/kg Every 3 Weeks

W ALTEOGEN
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» Clinical trial status of ADC for gastric cancer treatment

Clojo|x|+t3, 2 S RHEF 'DS-6051' 20| A HIZE
3 QHSHEO]| HAMAH| He-AH 2 A3 S 21 M| g
H2E R 201 2018,12.20 05:53 20

[CleHIZ YZRA=ERE T2 22 CIOl0RIMEE B3 7y el of F2E 'DS-6051'2] Mg
Ofot ZHEsH D= HSIE. MIRHFEIA(AnHeart Therapeutics)2t ZH0IMAZA|ORS HZEICI T LHECH

O[H kol wet Cro|ofR| &k RE DS-60512] FAMIAH HerAl= 2 A|Zstol Het SHH 2l MstE
. . . O st T, QistE 22E AFUAIS L HLTHAI] T2 212 HSAlZ, T2 FEIS = 32|
Product name Developer Clinical stage Target Linker pay| =sssiza
DS-6051&= B4 ROST = NTRK EEFUAE 71 D8 U AIBUEHISUSAE HEo= 2719] 1
SC-007 AbbVie | (terminated) n.d. N.D. N ii':t:o‘;sl:jﬂﬁwgm% Aot $0|E CloloFINEE OIS elAlzlE dstee 2
M icro CIOj0|R|AtRe QH200] 224511 lon o2 THesP ! 7|Tisle HlZe] UAA[E0] 22551 3l
AbGn-107 AbGenomics | AG7 Cleavable targ T Ol ZIOMMAAORS RhAP} THLBH: B22 24510 112 FHAIZ0| BEAAL US| 2/5 2
202 Z0[ELf
L0 AR S| L2 2H SHME S| HZAL2S 25 FALS 5 (ADOSH HEHA =
ADC g 2HE0E 2ot 9len], ADCOllAE 27| 2 2222l 'DS-8201'2] JHL0| akbfz|
ADCT-502 . | (terminated) HER2 vc-PAB pl & st 24 puee dues we wev) 20 S pasce Ao
Thera peUtlcs ZH2E 7|12t yong1993@bosa.cokr
ARX788 Ambrx [ HER2 N.D. MMAF Start date: March, 2018.
ASG-5ME Astellas I SLC44A4 vc-PAB MMAE Discontinue.
DS-8201a Daiichi-Sankyo Il HER2 Enzyme cleavable Exatecan Start date: October, 2017.
| (partial
Mersana . .
XMT-1522 . hold/disconti HER2 Polymer MMAF DAR ~12 (10~15)
Therapeutics
nued)
Millennium Guanylyl DNA
TAK-164 | vy N.D. .. Start date: March, 2018.
(Takeda) cyclase C cross-linking
RC48-ADC RemeGen Il HER2 vc-PAB MMAE Start date: July, 2018.

N.D.: not disclosed

» Toxicity is one of major huddles for the clinical development of ADC
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Folate Receptor Positivity by Cancer Type
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NexP™ Fusion Technology
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