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Batoclimah
Antibody-clearing antibody
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ez o] X|2UH: Medical Unmet Needs

» 1X} 2kx|: High dose steroid and/or immunosuppressants

» 2X} X| &: Plasmapheresis and/or Intravenous immunoglobulin (IVIg)
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HL1612| X8 7|X: S84 2 NS CIARICH ARHFI R

FcRn Blocking >
1) IgG Recycling 24 X| > IgG Catabolism &7}
2) Transcytosis & > X7ty X4 A X

plasma
G IgG o IgG autoAb
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interstitium extra-vascular autoAg

Dr. Borza, D.B..
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HL161: First- & Best-in-Class Anti-FcRn mAb

HANALi‘?‘ a{guwlsnrnr ]

SC injection formulation
Fast and minimally invasive

o~ at-home administration
OmniRat Convenient fixed dosing regimen
Fully human IgG1 ]
with the highest homology to nghly pOtent_ and
human germline sequence | clinically meaningful
(HC 92% / LC 98%)

IgG reduction
/ 63~78% after 4 weekly SC doses

Low risk of immunogenicity \

. .. / Superior safety profile
Fc-engineered to eliminate HL161 Lowest ADA response
effector function : (batoclimab) Less headaches/GI adverse events than
Low potential for unintended immune competitors
responses

Strong global alliances
to leverage clinical data sharing in X
multiple indications HANALL

HARMA
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Competitive Landscape: IgG Reduction Profiles in Human
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Mean Serum IgG
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80 - HL161 ‘ —
(SC injection) @
-90 - M281 (IV infusion)
-100 -
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B i 1 - PTTT A1
= ™
\ v’:'(é’_‘;—' = 80
N T '/ 1: \\\‘ / o
IR ¥ -5 mghke iE 2 ~+ 15 mg/kg weekly
10 me/kg -+ Placebo
j == Placebo == 340 mg SC == 680 mg SC l I l I - 0
0 7 14 21 B/ 3B 42 49 0 2 B 0 4 B &2 % T 84 %
Nominal Day After First Dose Wy doy st Time, days 10



HL161: Designed for Convenient SC Injection

HL161

Ky

HANAL!. 7‘ sresrelmrar |

Alternative Approaches

Subcutaneous Injection

<1 minute

D

Subcutaneous Infusion

Intravenous Infusion

Potentially hours

OO
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Graves' Ophthalmopathy, GO
(aglo|2 A QHEF)

 First- & Best-in-class in GO

> GO HEZ0| x| x=Z JHU|= MO,
0|2 Ljf ShR4 oF 20t
SYIHE| GOO| |7}El o|oF=

* Phase 2a (ASCEND-GO1) Study
(ClinicalTrials.gov Id.: NCT03922321)
- Actual Study Start Date: Apr. 22, 2019
- Est. Primary Completion Date: Dec. 2019
- Est. Study Completion Date: Mar. 2020

+ Phase 2b (ASCEND-GO2) Study
(ClinicalTrials.gov Id.: NCT03938545)
- Est. Study Start Date: May 2019
- Est. Primary Completion Date: Jun. 2020
- Est. Study Completion Date: Sep. 2020

Myasthenia Gravis, MG

N a A~
(E323383

» Best-in-class in MG

> LS5t AKSC injection) N Z2 2 7+&
WA 24 Y
(B A= IV infusion EE= SC infusion)

* High unmet medical need
> &AE2 S M 22 ofL gt
ol 22 € + U= A=H #F,

O] L Rt of 60HY

» Phase 2a (ASCEND-MG) Study
(ClinicalTrials.gov Id.: NCT03863080)
- Actual Study Start Date: May 21, 2019
- Est. Primary Completion Date: Dec. 2019
- Est. Study Completion Date: Feb. 2020

Warm Autoimmune Hemolytic
Anemia, WAIHA (&M H1¥)

Neuromyelitis Optica
(MAE Hxd)

Idiopathic Thrombocytopenia
Purpura, ITP (E2 YA TZIAS)

New first entry indication
XXXX
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Market Potential of Anti-FcRn Therapeutics

MAlMALi(7c UI%':’IWQ“I’UI E]

Warm Autoimmune Hemolytic

Myasthenia Gravis (MG) Graves’ Ophthalmopathy (GO) Anemia (WAIHA)

Additional IgG-mediated autoimmune diseases

“We think the market opportunity for anti-FcRn therapies is substantial
and believe it could be as large as ~$20 billion for a select group of orphan indications
where IVIg/PLEX are already used.
We think our ~$20 billion market opportunity for the anti-FcRn class could be conservative
since our analysis is not exhaustive for all IgG mediated autoimmune diseases.”

- Stifel Industry Update, Sep. 13, 2018 -
13
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Tanfanercent

TNF-neutralizing peptide molecule
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QFRLHZXZS (Dry Eye Disease)

Bol: 20| FFSIA L M=t SO0 2 FE RS FHO|
Stot0] of7 EHO| &HED 0] Al2| 2 X5 &,

QHEE: 017119 5~6%7F 3k 2t1, 04~0.5%7 DEDZ TICHE!, I A 7|
0% o4 RYBL 78%

9l 3, OB 22 24, BHYOIL 20U ST 22
St SDUNZY KHEH, FOIAEBIR|, HERKHEH, SBH,
MY SI 2 HBEE, UMM W SHEALY, BYH 99l S

Global market for dry eye disease treatment

(Unit: $ in millions)

$8,000

$6,609

$6,000

m 2017 m 2027
(Source) Future Market Insights 2017

Y|
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7149t (Dry eye disease)
(Keratoconjunctivitis sicca, KCS)

High
evaporation

Low
lacrimal flow

Tear

hyper-osmolarity

Tear film
instability

Epithelial damage >
Goblet cells,
glycocalyx mucin loss

N

Activate epithelial
MAPK, NFkB

v

Increase TNF-q,
IL-1, MMPs

e,
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HLO36 Mot (Anti-TNF HE0| 2 A12¥)

e HLO36 72
« FARO0f X X3HEl Anti-TNF THEE
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VELOS study

Velos (Greek: BéAog) is a Greek word meaning "arrow”.

VELOS-1:

150kDa

Anti-TNF Antibody

A Phase 2, Multicenter, Randomized, Double-Masked and Placebo-Controlled Study
Evaluating the Efficacy of Two Concentrations (0.10%, 0.25%) of HL036 Ophthalmic Solution

Compared to Placebo in Subjects With Dry Eye

VELOS-2:

A Phase 3, Multicenter, Randomized, Double-Masked and Placebo—Controlled Study
Evaluating the Efficacy and Safety of 0.25% HL036 Ophthalmic Solution Compared to

Placebo in Subjects with Dry Eye

MAlMAILi‘?< UE%BTWQ“I’UI E]

HLO36 &X}7 2k ubd

0 19kDa

Anti-TNF Fragment

X7 oE =

Fragment

=0
(Resistein™ technology)

19kDa
Engineered

Anti-TNF Fragment
(HLO36)

HEZE Xto|

Whole IgG

200 pm
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Change from Baseline

& 4F24H(VELOS-1 study)0f|A{ Sign/Symptom 25 {2|4d 2ol

[Sign: 2|A}7} HE 5= A X|H]
ICSS Change in CAE (Pre-to-Post CAE)

0.0
—a&— Placebo
—®— HL036 0.10%
—8— HLO036 0.25%
-0.5 g
-
e //-}
* p=0.0270 p=0.0486
T T T 1
8 15 29 57
Days
v AZSHOIM 2US HBEE(AT 242 ANSE)
U M HLO036

Change from Baseline

MAMAILi‘?< UI[%HI°I2'1I’UI ]

ICSS, Inferior Corneal Staining Score
ODS, Ocular Discomfort Score

[Symptom: EX}7} L7|&= F=HN X| E]
Ocular Discomfort Score (Pre-CAE)

Placebo
HLO036 0.10%

—
——
|- HLO036 0.25%

] __—1
I E*
p=0.0391 P=0.0385 p=0.0436
-1.0 T T T T
8 15 29 57
Days
v

X7t =7l= Aot EF (symptom)E 5= ODS
X|HEO|A{ HLO36 0.10% I QtoHe EoF 1= & HE
SOo|xol BE HQ. HL036 0.25% Fotole

8F AE0 5= /M =ut7t 2.
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El= =7 (Burning)
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ZAZx=Zt (Dryness)

0.0—~-

Change from Baseline

= o a
W 2& 7 (Stinging)
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é’ 0.0 —
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§ -02 s De—1 |
= ] L
2
<] *
S 04 - «
PFO.026! N
=0.0280 p=0 - 0.0202
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-0.6-— T : : : T ; :
@ 4 > > e aQ ©
&Q}\° ~ 4 é”ﬂ/ q/,v'l/ o> N> b,:b,b‘ %Qfo
< Days
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0.0
2
g 0.2 "\, p=0.0459
] —
‘© _0.4 -\ R l\
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HL036 Tt} QRUXF UL3L(VELOS-2 study) TIHAFR

HANALi(K UI%"rolgnrur =
Visit 1 Visit 2 Visit 3 Visit 4 Visit 5 Visit 6
Day -14 Day 1 Day 8 Day 15 Day 29 Day 57
Initial sdreening 2n¢ CAEiscreening 1 Pre/Post CAE Pre/Post CAE Pre{Post CAE
15t CAE kereening Randonlization | , . ,

Placebo twice daily (n=315)
1
1

Total 11 clinical sites :d—bi i i I: E
| 2-wk placebo | i i 1 1
1 run-in period | ‘
{ \ J
Y Y
Screening Treatment
® VELOS-2 A|E 719
QR UXE SR A FEIQHE, 0|5 WA, QAT E, CHo |2 AMAH
Study group: 1) HLO36 2.5mg/ml, 1 23| 837+ &0t (315F) " ‘
2) Placebo, 1 23| 87+ H ot (3159) Torgnto ;”
Objectives: ¥|F CiH| 0.25% HL0O36 Z QM o| ObMAM Ol F = H|m g
San Ftancisco
Duration: 103 (2% AA2|Y + 8% E9k) ¢ United States 3
Primary endpoints: [Sign] Inferior corneal staining score (ICSS) & TN L B g &
[Symptom] Ocular discomfort score (ODS) :
Dallas
> Mar. 2019 - & =X} EQKFPFV), Dec. 2019 - Top-line Z1t =& S {
. HOIJOSIOH \
— 331 patients (52.5%) randomized (as of July) f
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Tanfanercent

TNF-neutralizing peptide molecule
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150kDa

19kDa

Anti-TNF

Anti-TNF fragment
antibody

Tanfanercept X| FCt Y2t A XSS ol A=

il =

HANALL € sresrelmrar |

> HLO36, ZQHH| (Thgret B35 5)
OFLTHE sk QAHXZT, At
2018 3Q, O|= b2t 2t&
2018 4Q, O|= Y434 IND M=
2019 1Q, O] = QA AL &b~

HL189, IVT FALH|

Optimized > OtnsoiR Msk TTObY, gherely
anti-TNF Ol H|OIAF EMA|S QF
+ 2019 4Q, YUA14 IND ME

for topical
application

Tanfanercept )
s
A > OtASHHE A m-obg] S A,
-~ ’ -l',,_ —
+ 2019 2Q =T ZHEX HOLHA 7
, + 2020 1Q, PK 9 H| A EMA|E 22
¢ « 2020 2Q, YUAH1AMIND H|=

A B
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H|ZHY Z=9H (Non-Infectious Uveitis)

ZEOe SH, ZYH|, Wato 2 FdE 2oz ZOtuF YOt A0 9|
EoAT HE 2 Y

EL 0= 20| 22510 20 YE 57| W20 o|x0| BS0[ 47|H
TH T U2 =2 28H 4% S £ T8 FE =22 AHX,
HYNMAE £ = US. (O]=2] 32 dEAAUL 10~20%= ZETF)
golof et Mo & ZBd =2E20| 2l S da xA7tHS S |Qloy ofst
HZEE Z=9tHo=z 717

71& X=X U oA H
o AHRO|E(2A/MA = HAAK|H|: moderate-to-severe SHX}O| A
XNz 2o B0 FI170 AHEA| 2280 ot

« Humira (Anti-TNF antibody): &1} CijH| =2 H|g, 1 22F MAE0
[(}2 systemic side effect, &2 FTALO|| oI5 SHAt &

25 ay2jo}
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> ZEOH REE (FR 7= &Xt)

1,000,000 - _ —
83.9% 600,000 B Anterior
800,000 +———— — 500,000 - M Intermediate —
H Posterior
600,000 ———— — 400,000 - Panuveitis
400,000 ' — 300,000 -
200,000 - —
200,000 +—— —
- 100,000 - —
0 - o N

Infectious  Non-
Infectious
Ref.) Global Data 2017: Opportunity Analyzer: Uveitis

L.2% 41% 50%
10.2% 0.7% 9.0%
2. 5 on 0.4%
2.2%
2016 76.8% 2026 794%
$417M $897M
= Eye drops

Ocular injections
Corticosteroid Implants

m Systemic Corticosteroids
Immunomodulatory therapy
Biologics

>
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//upload.wikimedia.org/wikipedia/commons/a/a0/Hypopyon.jpg

Tanfanercept Conc. (ug/g)

10000

1000

100

10

0.1

0.01

0.001

Rabbit0j| A] IVT Injection0j 2|8t Ocular PK Study

v’ Efficient ocular distribution (vitreous humor, retina, choroid, aqueous humor)

v Long retention in ocular compartment

: Similar PK to Fab fragment (such as Lucentis) — Potentially less frequent dose (> every 8wk)

v" Very low systemic exposure

Tanfanercept (1.5mg/eye)

—&— Vitreous humor

—8— Retina/choroid
Aqueous humor

"\‘\

—3—Serum
S

0 5 10 15 20 25 30

Time (Day)

Tanfanercept Conc. (ug/g)

10000

1000

100

10

0.1 -

0.01

0.001

Tanfanercept (7.5mg/eye)

T

HANALi(K 0{%"7°l2“r“l

—&@— Vitreous humor

—8— Retina/choroid
Aqueous humor

—3—Serum

it

0 5 10 15 20

Time (Day)

25 30

>
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Upcoming 2019 Milestones

Y|

HANALL € sresrelearar
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Mar. 2019

Apr. 2019

May 2019

Q2 2019

Q3 2019

Q4 2019

Q4 2019

Q4 2019

HL036 VELOS-2 study (2t HZXZ O] 434 74|

ARVO' 2019 Annual Meeting0f| A{ HL036 0|2 QARAN Zin} gty
AAN? 2019 Annual Meeting0f|A{ HL161/RVT-1401 QIAt1A} Z 1} 2tE
HL161/RVT-1401, MG/GO 2 2'H QAMRAF 7] A

HL036/HBM9036 QtLZiI xS F= QA24 Top-line Zat £3
HL161/RVT-1401, WAIHA 22 QIA24F T A|

HL161/HBM9161, MG/NMO/ITP Z3 QA4 7] A|
HLO36 St =ZF O|=

QI AF34F (VELOS-2 study) Top-line Z1} =&

1ARVO, The Association for Research in Vision and Ophthalmology; 2AAN, American Academy of Neurology
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https://m.irgo.co.kr/IR-TOPIC/067000/조이시티-IR-ROOM
https://m.irgo.co.kr/IR-ROOM/009420
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