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Five Human Hyaluronidases

* Hyal1, Hyal2, Hyal3, and Hyal4: Optimum at pH 3
*  PH20: Also active at pH 7~8

CH,0H
Hyaluronldase 2
coo” B(193) CH OH\V
6H
B(1->4) OH NHCOCH;
NHCOCHs
GlcA GlcNAc

PH20 aids in penetrating the layer of cumulus cells

% Maximal activity

—o~ plasma hyaluronidase
-o- testicular hyaluronidase

Before enzyme injection During enzyme injection

Normally, the 32 = m—
O O el

barrier blocks with a drug,

large volumes of microscopic \

liquids, including channels

drugs. from being temporarily open

absorbed. the hyaluronan

barrier, enabling
large volumes of
the drug to be
absorbed into
lymphatic and 3
capillary vessels. ——

Hyaluronidase enables IV infusion to SC injection
when co—formulated with drugs
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3D structure of ALT-B4 identified

Improved properties compared to competitor's

Enhanced protein stability with higher tolerance to thermal stress
* Higher specific activity

* Higher productivity

* Lower immunogenicity compared to wildtype PH20
confirmed in both /in silico, in vitro and in vivo analysis

* Extensive patent coverage

a5t 418 PH20 BIOJR| i A2

Generation of ) 300 chimeric
variants

Extensive activity assay and
other Physio—chemical assays

Best one called ALT-B4

Hyal 1

3D structure of Hyal 1
identified
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Simulation of PH20 based
on Hyal1 structure
Computer modelling &
identification

of domain substitution
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NCT01942135(PALOMA-3)*

NCT05340309**

Merck. "Merck Announces Phase 3 Trial of Subcutaneous Pembrolizumab with Berahyaluronidase Alfa Met Primary Endpoints." Merck.com. Accessed March 4, 2025.%**

Merck. "Merck’s Investigational Subcutaneous Pembrolizumab With Berahyaluronidase Alfa Demonstrates Noninferior Pharmacokinetics Compared to Intravenous (IV) KEYTRUDA® (Pembrolizumab) in Pivotal
3475A-D77 Trial." Merck.com. Accessed April 2, 2025 ***

Michael Erman and Patrick Wingrove, "Drugmakers Go Under the Skin, Skirting Early U.S. Medicare Price Negotiations," Reuters, July 28, 2023 ****
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KEYTRUDA KEYTRUDA KEYTRUDA KEYTRUDA KEYTRUDA KEYTRUDA
{pembrolizumab) s + ALT-B4 {pembrolizumab) s + ALT-B4 {pembrolizumab) s + ALT-B4

Merck. "Merck’s Investigational Subcutaneous Pembrolizumab With Berahyaluronidase Alfa Demonstrates Noninferior Pharmacokinetics Compared to Intravenous (IV) KEYTRUDA® (Pembrolizumab) in Pivotal 3475A-D77 Trial."

Merck.com. Accessed April 2, 2025
Erwin De Cock et al., "A time and motion study comparing subcutaneous pembrolizumab versus intravenous pembrolizumab in combination with chemotherapy in metastatic non-small cell lung cancer,"

Poster Display Session, European Lung Cancer Congress (ELCC) 2025, March 28, 2025. Poster Number: 33P Z{Zt {74
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Global company for 2019 Agreement

EFA HSHY 7|2 AUAZE Selection of development project
2019.12.02  ~  ° o
=gt -
Sl =2 LICH EF HISHE 71245 A% A MSD
Hybrozyme™ 2020.06.24 Amendment of Agreement for exclusive to Keytruda ® (2024.02.24)
JIRaE Ao Completion of Keytruda ® SC Ph3
| 2 = T
25 58y J|lsrE AY MZE Targeting FDA approval and Launching in October 2025*
2021.01.07
s S8YH I ssE AL NE Intas
2022.12.29 Initiation of pivotal Ph1 of Biosimilar SC
2= SHN J|245 A M
2024.11.08 Sandoz
o2 =X 71245 A HZ Revision of Agreement for the development of multiple SC
2025.03.17 Biosimilars (2024.07.29)

Robert Davis, Chairman & CEO of Merck & Co. Inc., JPMorgan Healthcare Conference Presentation, January 13, 2025.*
Reuters. "Merck Plans U.S. Launch of Subcutaneous Version of Keytruda on October 1, 2025." Reuters.com. Accessed April 2, 2025.*



Maturing Beyond Biotech, Becoming a Fully Integrated Biopharmaceutical Company
O|9FE MY MF7| LiXHet Sot MER =OF

R&D
Altos Biologics
Manufacturing ° ALTEOG E N
Biotech to FIBCO Alteogen Healthcare
QC & QA
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Keytruda® SC L Announcement of Phase 3 clinical trial top line results
pyESS] (75t Application) HED BLA Approval and Launching in US Demonstration of non-inferiority

- =ABIS S Confidential

B TAWCHI (75 Application of Biosimilar SC)

Confidential

Enhertu® SC

Confidential
(75t Application)

Confidential

Tergase®

ALT-P1
HfO| 2 Hi|E (Long-acting Hgh)
ALT-Bb5

RHHEE

HIO| A | L2

ALT-L9

(75t Application of Biosimilar SC)

(stand alone product)

(Long-acting hGH antagonist)

(Trastzumab biosimilar)

(Aflibercept biosimilar)

Intas Pharmaceuticals

Sandoz AG

Daiichi Sankyo

A company for 2019
Agreement

AstraZeneca

Alteogen Healthcare
(subsidiary)

Cristalia

Qilu Pharmaceuticals

Altos Biologics
(subsidiary)

Submission of BLA

confidential

Initiation of Phase 1 Clinical Trial

Initiation of Phase 1 Clinical Trial

Execution of License Agreement

Commercialization in RoW
Initiation of new indication study

Completion of Phase 2 Clinical trial

Initiation of preclinical study

Commercialization in EU, KR and RoW

Initiation of pivotal Phase1 of Biosimilar SC

confidential

Execution of License Agreement

Selection of development project

Commercialization in Korea

Phase 2 Clinical Trial IND approval

Completion of nonclinical study

Commercialization in China

Submission of MMA
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Thank you _
for your attention!

W ALTEOGEN

www.alteogen.com




Appendix

*Novel Human Hyaluronidase
* Biosimilar

- Long-acting Biobetter
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(natahzumub) Cost-Analysis of Subcutaneous vs Intravenous Administration of Natalizumab Based on Patient Care Pathway in Multiple Sclerosis in Spain(2023)

SUBCUTANEOUS USE | 300mg
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180 mins
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Adopted from “Phil Green Consulting 2022" From: Morgan Stanley/IQVIA Monthly ($MM) Sales Trend
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Keytruda SC ; Superior profile among other PD—(L)1 SC drugs
OPDIVO Qvantig

nivolumab + hyaluronidase-nvhy
SUBCUTANEOUS | .0 = .o

Indication

Dosage/Administration

Administration time

Patients with a positive

Anti- sample at baseline, n (%)
Hyaluronidase
antibody Patients positive for treatment-

emergent ADAs, n (%)

Objective Complete response (CR)

Response Rate

(ORR) Partial Response (PR)

DCR, % Disease control Rate (DCR)

Median PFS, . .
Progression free survival

months

SCHIE HAYHUZARIF| H]u

KEYTRUDA . ALT-B4

(pembrolizumab)

Metastatic non—small cell lung cancer

SC

Pembrolizumab:

790mg
+

ALT-B4
20,000 units

Q6w
About 2 min

3.6%

1.5%

45.4%

84.5

8.1

Pembrolizumab:

1.08

400mg

Q6w
About 30 min

42.1%

88.1

7.8

INJECTION

Advanced/metastatic clear cell renal cell
carcinoma

SC

Nivolumab:
1,200 mg
+

rHuPH20:
20,000 units

Q4w
About 3-5 min

24%

62.5

6.34

N/A

1.33

Nivolumab:
3 mg/kg

Q2w
About 30 min

18%

62.8

5.65

"TECENTRIQ
Hybreza

atezolizumab/hyaluronidase-tqgjs

Locally advanced or metastatic non—-small-cell

SC

Atezolizumab:
1875 mg (125 mg/ml)

+
rHuPH20:
30,000 U
(2000 U/ml)

Q3w

About 7 min

11.4%

5.4%

12%

2.8

lung cancer

Atezolizumab:
1200 mg

Q3w
About 40 min

10%

2.9
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Ex) Immune Checkpoint Inhibitors

Target Treatment

Small Molecules ADC

>

I Future Development Target I

Images: from Roche Pharma Day, Sept 2022 / M+
Adopted from “Phil Green Consulting 2022 ALTEOGEN

Hybrozyme™ S3E 21X (1)
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Evolution of mAbs (Monoclonal Antibodies)

A\ Y
II |

// Bi specific mAb Tri specific mAb

[~ o,
N
o

1st Gen mAb ADC (Antibody Drug Conjugate)

NS
| .

Single Target mAb

Linker Payload

Hybrozyme™ S3E 21X (1)

ALTEOGEN
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ADC £0f Paradigm shift 7|EH

IV X240 HloH I E S=22 PK DATA &5, ADC SCHIY /i 7tsd &l

| Biological candidate PK data — Rabbit

Biological candidate PK data - Rabbit

[IV injection (G1) vs SC injection without and with ALT-B4 (G2, G3)]
40 -

w
o

Desirable Therapeutic Window

—G1, IV

in 'glasma
o

G2, SC

—®-G3, SC with ALT-B4

Mean Conc. (ug/mL)

Time (day)

Hybrozyme™ S3E 21X (1)

ADC SC Formulation

ADC ZO0fA 7}E Z hurdle= 4215 /=
252 SR ZH4A7| T,
SEN}O] L OIM 2 =L f|Z] A Ol2”

“E5{ 82 SH= Blockbuster ADC M=
exclusivity Z[ZF G1&”

Key factors in SC development

- =4 Zet HO|ZE7} 0f7[ok= DR BAE 4 UH
- SH-EA-HO|IZES SEJ0 ME THE & Fof ¢

- SfZurAlo) B 2 QM 521(2024.08)
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https://www.edaily.co.kr/News/Read?newsId=02515766639048984&mediaCodeNo=257&OutLnkChk=Y
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HyQvia | Takeda
(2013) 9G
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(2013)
MabThera SC
D2 Roche

(2014) At
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Darzalex Faspro D J&J
(2020) i
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(2024)
Ocrevus SC Roch CD20 =X™H# Roche A8
ocne | % H

(2024) Ly = B X2 ML
Opdivo SC . BMS %% PD-1 E}2 SC HI& X|2H|
(2024)
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Life Cycle Management Platform
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Drugmakers go under the skin, skirting early US Medicare price

negotiations
HIO|22|9F EA| 11 £ HIO|A|Z S OIEA[A|
IRA BICIAO] 2I7FeAt chat 4%

July 28,2023 - 4 min read
£o] U=t HAG0| EA| 0|2 114 7|&
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CENTER FOR MEDICARE

DATE: e 30,2023 June 2023 CMS Guidelines “If a drug is a fixed combination drug with two or more active moieties/active ingredients, the distinct

00 el combination of active moieties/active ingredients will be considered as one active moiety/active ingredient for the purpose of identifying
FROM: Meena Seshamani, M.D., Ph.D., CMS Deputy Administrator and Director of the quall_fylng Slngle source drugs ”

Center for Medicare

SUBJECT:  Medicare Drug Price Negotiation Program: Revised Guidance, Implementation of Sections

91— 1198 of the Social Security Act for Initial Price Applicability Year 2026 .
11911198 of the So \(xé‘;)li Initial Price Appl y Year 2026 July 2023 Medla Reports
=)

[ a drug is a fixed combination drug™* with two or more active moieties / active ingredients, the = = L_ E _ F o o o= o I =l 7-| o I-l ap
distinct combination of active moieties / active ingredients will be considered as one active S / & / — _I I I' '" |- 3 | I- '" _— H

moicty / active ingredient for the purpose of tdcmll!fymu qualifying single source drugs. M D J J Ha Iozym e o ° I A = o I =T A ET'__ = EE o= A_E —o
Therefore, all formulations of this distinct combination offered by the same NDA / BLA holder
will be aggregated across all dosage forms and strengths of the fixed combination drug. A
product containing only one (but not both) of the active moieties / active ingredients that is

ff with the formulations of the fixed
fying single source drug. For
ing corticosteroid inhaler would not be ted with a fixed combination
me NDA / BLA holder that contains the same corticosteroid combined with a

onist. In this example, the long-acting corticosteroid inhaler would be -
arate potential qualifying single source drug from the fixed combination > A I F xl-x 7 }

IRA H[E|H|0] 27} ._5=1 F AL HQ| THs A

example, a long
inhaler from th
long-acting bet
considered
inhaler.

Hybrozyme™ S3HE 2124 (II)



15 drugs selected for the Medicare Drug Price Negotiation Program

for the Second cycle under IRA
APIE 2REk|l= ALT-B42 Qlol| SCH|A
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Company
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FDA Approval Date

Product Name Active Ingredient
Ozempic

Wegovy Semaglutide
Rybelsus

Tradjenta Linagliptin

j::ﬂgz: YR Sitagliptin/Metformin
Trelegy Ellipta Fluticasone/Umeclidinium/Vilanterol
Breo Ellipta Fluticasone/Vilanterol
Xtandi Enzalutamide
Pomalyst Pomalidomide

Ilbrance Palbociclib

Ofev Nintedanib

Linzess Linaclotide

23::::2 XR Deutetrabenazine

IRA Qi7F BAF THA &1 #IH A1 1074 220 29 20234E 7IF A/} 79%2) 7}

Hybrozyme™ Z24Z SHxbM (1])

=1 O

J\l

Novo Nordisk

Boehringer Ingelheim/Eli Lilly
MSD

GSK

Pfizer/Astellas
Bristol Myers Squibb
Pfizer

Boehringer Ingelheim
AbbVie/lronwood

Teva

21
MOFEREO|E= MEXAtetEE A= MY

S0l ?(11H|, QI 22 MOt=Z

05-Dec-17
04-Jun-21
20-Sep-19
02-May-11
30-Mar-07
02-Feb-12
18-Sep-17
10-May-13
31-Aug-12
08-Feb-13
03-Feb-15
15-Oct-14
30-Aug-12
03-Apr-17
Feb-23

ZEIO|E ME XHZ S API Q1™ ofjlE =



Life Cycle Management Platform
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J Pivotal Clinical Trial

2 2257 AN SR 7|2/ 244 ThAY)
= 2024.7.5 A% E257} FE
= 2024 Az

Clinical Trial Results

*  ADA(anti-drug—antibodies) QA0 Al THEE|X| U
= ZHWHE OjH| 23t oYY

(RO 2EE AL
S=28 s|YFZLICHAD) PH20 (Halozyme) ) Tergase ®

o ((\Qa 0\“ 6\ o «\QB(N (06\ ALT BB4
K,a(\\((\ K‘a(\\«\

7|Z HIE tiH| 2= ®iE

(A4 £0f 20| 52 F2 CiH| 208, PH20 CHH| 44 O 20| £0iS s O W2 FAL 89 2228 He)
Tergase®
= SIYREM TP BAE KT, & T SB0|L BI|E £017] 5l L5t FHct=

Tergase® : Hyaluronidase for Human Injection

o|FZLLHA| H=HZ

99%9| LT IR AU SAPT2UCH AEOR S48 SO Hict N0 A
S2 Q2 M2 Hlsf oSt A2 24 XIZ

=2 $2B MY B, =U AT TE = o MY 32
0

LH A
20304 1,0004 & = =1
oo MARE =W S5 2224

AREE

0l

AT 5

- 23



ALT-L9 Eylea® BS

For Intravitreal Injection

(Aflibercept)

NOC 61755-006-02 ‘\ E Y L E A' L
MEH OH% El H'l QE . \ " (aflibercept) Injection :'
oo )

z‘mg /0.05 mL

Single-use Vial

THETAL Regeneron, Bayer

o« &M HZTRBHEHH A (WAMD)

I_-!%% ° '<:;>'|'.III%5| E:!-EII-‘I?‘%(DME) _
o DIOPSL X KON $HE SHEEZE(RVO)

=

« AN H2tat AMSBMyopic CNV

S « 2X E5]: 2024~2025
o1t _ -

* M E5]: 2027~2032
o= Fc fused VEGF Receptors
XX

» 2024 : US$ 9.6B
» 2030 : US$ 14.3B 0%

HO|A|22{(])

OZMEH ALT-L9 (Enzanfy®)
U LUEAHO|REXA (Y ¥ S5{3 YH2H)
« S2H 12712 A4 34 2= / EMA HOi5{7t A1
OIAIA|S 2023.2 OFX|9} Xt B 2tz
2024.1H REALYEHE TOi517t 4H
2024.2H EFZ AIE HOIS7H &R AH(E)
B} « 20254 SEES{(EV) Ctg F AT
]1|_|'[|H7:||§_’-! 0254 =H O'I( U) |
first wave Eylea® BS
478 - HIO| XY EA| = PFS Al
X = 1R Xﬂ? EY Iﬂiﬂ ol &
= * PFS H|d =X} &t
* oF
Aotz a

« AFLC|Of2H|OHMENA)
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ALT-L2 Herceptin® BS development by QiLu Pharmaceutical

China Herceptin® Market

Herceptin

trastuzumab

2019 Sales Share
China / Global %

2020 Sales Share
China / Global %

2020 Estimated

Access Rate in Chnia

2021 Potential
Patient Number

Market size (Million Unit) / 150mg

3.24

2020

HEO|A|22{(1l)

| ALT-L2 74 2pd
Early breast Cancer

Metastatic Breast Cancer

Metastatic Gastric Cancer

13.5% 2016 Phase 1 Finished in Canada by Alteogen
2017 Licensed-out to QiLu Pharma (China)
20.0% of

AtS: 0ISH
(A B =& 2QE| A
66.9%
2022 Phase 3 Clinical Trial Finished in China : ~ 500 Subjects
112K

2023 CSR =3 =H| & BLA ZH]|
CDE BLA 413(2023.20Q)

3.94 3.41 2024 NMPA-CDE BLA 521 / 3= MY JsH(%ih%0)
2025E 2030E

ALTEOGEN
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NexP™ Fusion Technology: Long—acting Biobetter

I XI53 HIO|RHIE Z3F NexP™

Growth

A1AT (Alpha 1 Anti Trypsin) NexP™ Carrier

Hormone

NexP™

SHZE A0 i AT~
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ALT-P1: Long—acting Human Growth Hormone
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