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COPD: RAmE®Z. FTRMEHk, THETH L. ARBLELK O EHi%

> COPDMBIEMMAR: — i AA TABEAIEGILIE L LE KA (B WA, Tit—F LR A M

et R RIBEYH WM ARR, SR EFARRAEFTL (BB, €FT8, 2AF55F) . 4’&&%&%%{%\ P 2021 Sales
BE% (AATD) 8 F% KEREA % oo (o)

>  RATHRF: COPDAHKE/RF A10.3% (GOLD), £H. FHE. KMo A KA 1600% . 110, 70007 &4 ; s20m
COPDx‘% HE=ZKAR, 20125 A A2i13007% AFLTCOPD, &4 3k E R A E96%. $3.000 62377 $2510

> e B (D)FER(UE, PAREF); QRIKEIEIEAE. NE, RTHFAENG ARG, 2000 s1.716

> ?mz::rﬂ: COPD/& FT# 7, 65% L& K, MALRADER, EhobFMEGAITLYE, THEA $00 g I
haik i Ko WHOM 20604 2 A 485407 AL TCOPD. % H #lit&FCOPDAAX LIk A 2I4001C£ T, % .

AT Ye 457677 T 3L & 10010 % Lo 717+ 2030F & 2R 254 2 1A 5 35 2] 2540 % L, 2022-2030FCAGR#:1£5%. S

v S S ¥

A \?‘_b < P'\(l ?'\(J o
> x&#%7A5%E: LAMA, LABA, ICS, PDE4, K% #%. SSE T
> SRARBATE: BALELE, ALY RRG R REA, e 8 R % & &

Prevalence of COPD in US:
~8.6M treated chronically?

@ Chronic Obstructive Pulmonary Disease Treatment Market,

LAMA LABA 2018-2030 (USD Million)
(bronchodilator) (1. Perfon_:mist (bronchodilator) A £ CAGR Around 4.9% from 2022-2030
i Anoro iy
Stiolto Provena 25,365

Bevespi
Serevent

Breztri

Breo  Striverdi 16,784
Trelegy

Advair
Symbicort

Ics*

: (anti-inflammatory)

~ H H 5
2018 2019 2020 2021 2022 2023 2024 2025 2026 2027 2028 2020 2030 $10B in maintenance COPD sales

FH & B: A 3)'E R, Acumen Research and Consulting, GOLD Report 2024, Globenewswire, #£4&1iE % #F 72 B 6
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> BABREEMBRAEAIF O RERY MBI F P mIFERE G
FH I B N AR S ik

> %f@h%ﬁam% AAM BT AT AN ARE, LI TEKSE, FEK
B

> AL E R BABE, RFEMAPZIRGER, AR LT NEAEKE T
KFGGERFEIE R RERT,

> AR i*"ﬁﬁﬁﬁﬁﬁlmkﬁi\%ﬁ&?#m%\%ﬂm%ﬁm
I, RRTMR, v, i tofe g REF,

Leked dabik .

> TYPE 1/3(COPD) vs TYPE 2 inflammation: %5 X je R & 69 ta e £ A R B, £
ERREIRE, —FH—LEL

> Ak $%ﬁz&ﬁ %%mg%i JER BRI 8. B E E
EFERI AT RSMERIEE—RALE ETHEF, %COPDmklz#%m'Ha
s E Y .

» ACO: 2w 42COPDA K415%WET L&, BERIEARMFER.

COPD ASTHMA
Neutrophils Eosinophils
Macrophages Mast cells

CDS*ﬂ%ﬂ cells ACO CD4+(Th2) cells

Minimal AHR 15% AHR
Non atopy Atopy in majority

Poor sterold Good steroid
response response

Airway
epithelial cell
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Lung airway
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COPD

Asthma

Age of onset

Usually >40 years

At any age; can occur in childhood befare 20 years
of age

Respiratory symptoms

Chronic dyspnea, cough or phlegm with
good and bad days

Variable. Often triggered by exercise, exposure to
allergens, or infections. Usually worse at night or
first thing in the morning

Treatment response

Symptoms may progress despite treatment

Symptoms usually improve with treatment

Spirometry

Post-bronchodilator FEV,/FVC <70%,
or <LLN

Post-bronchodilator increase in FEV, 212% and
200 mL from baseline (reversible airflow limitation,
evidence of airflow variability)

FHER: NE'ERM, MDedge, {Targeting cytokines to treat asthma and chronic obstructive pulmonary disease » , {Differences, similarities and controversies between bronchial asthma and chroryic obstructive

pulmonary disease) , 2&4%E K& %P7




COPD#F A AUR BIMARBRAYE LR

A ATFDA#L A GCOPDE M % ABANHIH (L HHEE) , HERAHHIOM,

EFEZHRINKE:

> XAEVEN: @EK& (LAMA, LABA) #4i% (SAMA. SABA)
LAMAZ R ¥ 45 69COPD 2400 % K 2540 A 2% IL Y-S o 8 SR 36 &1 4 LR

 Long-acting B2 agonists(LABAs) & muscarinic antagonists(LAMA) L4 :
CAMP—Ca?, SIFI=AY 243 5 15 F 184 LA ZAR

o FEAH|FISABA. SAMATZ UK IAE A, AXH T s it 42 figJe 4K o
BAXEAEKICS: F#XCOPDEL A E & A, HCOPDFIFE F9 %
J& K JE, GOLD:ZBleosinophila= £V % £1000A LA TTEA A E T KA 4% A

ICS, &H BICSTF& MM K& KMaRAMNEIK B,

H A PDE44p#) F Roflumilasth 0 AR 25, W R 3/4AEAFF % B H 3t F i o fk
SPE RAR GG AR A, 1B R, sh, Rty
R, REEENTES E
LABAZy 4 2 A DDA .
PRAEFDAC #LE T 4 % COPD 44,
*?ﬁnﬂii;ﬁ Ko

VAR
KA HE AN FHGIE

BEREZRNEL, Prlzinsing E X

FEWER DAILY SYMPTOMS MORE DAILY SYMPTOMS

Recent Published Study: MMRC 0-1 o CAT <10 MMRC =2 or CAT 210
. . 2
COPD patients on dual/triple therapy > 6 months GROUP A
EXACFEEngﬁloNS Bronchodilator
~ ) (s) Dissatisfied with treatment <2 exacerbations EICEIER CAMA OR LABA
A long-acting)
(no hospitalizations)
Most Common
Symptoms GROUP D
MORE LAMA OR
EXACERBATIONS LABA+LAMA if severe
=2 exacerbations LAMA symptoms (e.g., CAT >20)

30%

Lack of Sleep

(or 1 hospitalization) OR

LABA+ICS if eosinophils
=300 cells/uL

52%

Dyspnea

45%

Lack of Energy

TH R & M, GOLD report 2024, alosahealth.org, 4&4&1E & 5F 7 A7

Commonly Used Maintenance Medications in COPD*

Generic Drug Name Inhaler Type

DELIVERY OPTIONS

Nebulizer Oral

Injection

HUAFU SECURITIES CO.,LTD.

Figure 3.18

Duration of Action

BETA;-Agonists

Short-acting (SABA)

Fenaterol MDI i pill, syrup 4-6 hours.
Levalbuterol MDI v 6-8 hours
Salbutamol (albuterol) MDI & DPI v pill, syrup, extended J 4-6 hours
release tablet 12 hours (ext. release;
Terbutaline DPI pill v 4-6 hours
Long-acting (LABA)
Arformoterol 4 12 hours
Formaterol DPI 4 12 hours
Indacaterol DPI 24 hours
Olodaterol SmI 24 hours
Salmeterol MDI & DPI 12 hours
Short-acting (SAMA)
Ipratropium bromide Mol | v | & 68 hours
Oxitropium bromide MDI | | Q;\) [ 7-9 hours.
Long-acting (LAMA) Q}
Aclidinium bromide DPI A MDI 12 hours
Glycopyrronium bromide DPI @ru{wn v 12-24 hours.
Tiotropium DPI, SMI, MDI £ 24 hours
Umeclidinium DPI @) 24 hours
Glycopyrronium [ = 12 hours
Revefenacin [ 0 24 hours

Fenaterolfipratropium

vice (SABA+SAMA)

6-8 hours

Salbutamol/ipratropium SMI, MDI_ G ¥ 6-8 hours
liregic in One Device (LABA+LAMA)
Formoterol/aclidinium DPRJ 12 hours
Formoterol/glycopyrronium 12 hours
d l it Pl 12-24 hours.
Vilanterolfumeclidinium @ DPI 24 hours
Olodaterol/tiotropium SV 24 hours

Aminophylline

solution

Variable, up to 24 hours

Theophylline (SR}

pill

Variable, up to 24 hours

Combination of Long-Acting Beta;-Agonist Plus Corticosteroid in One Device (LABA+1CS)

Formoterol/beclometasone MDI, DPI 12 hours
Formoterol/budesonide MDI, DPI 12 hours
Formoterol/mometasone MDI 12 hours
almeterol/fluti i MDI, DPI 12 hours
Vilanterol/fluticasone furoate DPI 24 hours
Triple Combination in One Device (LABA+LAMA+ICS)
FIuhl:asune/ume:\ldlnlum/\nlamelo\ DPI 24 hours
Beclometasone/for ronium MDI,DPI | | [ 12 hours

Budesonide/formoterol/glycopyrrolate MDI
Phosphodiesterase-4 Inhibitors

Roflumilast

Mucolytic Agents

Erdosteine

pill

12 hours

24 hours

12 hours

Carbocysteinet \

| pill |

N-acetylcysteinet I

[ pill [

*Not all formulations are available in all countries. In some countries other formulations and dosages ma!v be aval\ab\e 'Dusl!’lE regimens are under discussion.
are

MDI = metered dose inhaler; DPI = dry powder inhaler; SMI = soft mist inhaler. Note that
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>  BAT, #—KCOPDEM UM T & X RIZBM KL H LB Ie® T, dede@mIL-4/13, TSLP, IL-33694utkthdh, Z L% HEF 5
% ik P Eosinophil &2 48 X ; AL B MA QIR AN., A RABEH . ST EL, ARALEHELF,
> PDEdp4] 7|
* PDEIE ¥ 5FcCAMPA=cGMP & '&fig, ik Bl ANILA . AR F 2 E
 PDEA114t A, €3k #PDEi+ %4 PDE3/4/5=X %, H+ A -FCOPD#1XRoflumilast.
« PDE44p#I7IRoflumilast: 20115F Bl —AN5-F &9 B 4% %) 7| X3R4k, Zoryve (SFRARILE) B Tia77 LIE4RJE e M 89 Bk 98 52,
DaIiresp (2 fR%H) B Ti477COPD. % ARoflumilastifCOPD# 77 2k #4n (12 —4%), =T & & T DaliresptEH & Lt 248 B R B ARMIE
kYR, AR, BEEZIMER, PTALEEAN —ZT7 %,
o PDE4R A% F Tanimilast: B AT £1EAK3H, 1+2025F 2K, Zefri KA R LA 2, Bt ZEosinophil % 77 2 £ 47,

> Ensifentrine: PDE3/4i, *tPDE3#)# #= /% ZPDE4#93440
&, FRiAAT A E R ILAY AN E B, PDEAite LPDESix i e msmroabaay " ormmet]
T KIEAI AR 3%, AL T, MARGFKRAENH ——
W32 Erbdn K 24 iE B 69 B AR 2 K.

Therapeutic targets of
phosphodiesterase
inhibitors 3 and 4

[ Smooth muscle contraction Bronchoconstriction
Airway wall thickening

R N X

Macrophages Eosinophils Teells
Neutrophils Monocytes  Dendritic cells

Anti-oxidants

tion|

Oxidative/Mitochondrial stress
Mucus oyidative/Mitochondrial stress

FH KRB NE'ER, {(Newdrugs under development for COPDY , {Inhaled Dual Phosphodiesterase 3/4 Inhibitors for the Treatment of Patients with COPD: A Short Review) , #£4&1iE & 5F 7 5P
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Ensifentrine — s & # 38 4% 5 FL9F) 5%

> AN K 69420 &L Ensifentrine 2 COPDAR R A& #ALHl 69 254, HEAETERA 3 E S g L ak b

HUAFU SECURITIES CO.,LTD,

RESP G RIKE, M

3%

Ak F WA AMOAMB AR IT &, Bz AT AN T50%9LAMA/LABA, AR 20%8ICSH %77 &, Bl ia#F 52RO,

> BRI

® 3R ENHANCE replicate®f 70, 7 H| &,

® Ensifentrinef1~3LJ7 i (30% no background’y7 %) ;

® 247 E B T 4248 ks ALK

® T EXEFMAEE HEE) KELEARERIERFLE
MAVEE, UREMEIR, £FREHIFF,

> U5 R%HE (pooled data) :

® FEV,: RitR-FHLE R B8, EnsifentrineZs it o fit ik
EAR R KW T R 4 B A ST R E M

® ZMARAE: 24WSAL K m E 5 1540%, ENHANCE-1 48W# 4%
HA44%, R [ E1K52% .

® Time to First. 2% & 75 K% 4 1%41%.

® i

BARZ M RAT, RRFEE S RIFHGEL 2

%, Ensifentrinetb = A H) 20 £ %09 34F oL dEmm/E, H 9.

[T res

{AAFE &89 R P 5
AT RERE TR, &
LR R e e C X Sl
RFARES R H—R

# o

FARIR: NEER, EARIERAT A

Ensifentrine

FEV, Mean Change from Baseline, mL

[ ENHANCE-1 Trial |

+147 mL (p<0.0001) peak FEV,
~ vs placebo

+87 mL (p<0.0001) average FEV,
-~ AUC over 12 hours
- vs placebo

435 mL (p=0.0413)
morning trough FEV,
s placebo

Ensifentrine 3 mg

placebo

FEV, Mean Change from Baseline, mL

[ ENHANCE-2 Trial |

+146 mL (p<0.0001) peak FEV;
~" vs placebo

+94 mL (p<0.0001) average
" FEV, AUC over 12 hours
vs placebo

+49 mL (p=0.0016)
morning trough FEV,

/ vs placebo

%\‘

Ensifentrine 3 mg

[} 1 2 3 4 5 6 7 8 9

10 1 12
Time post dose, h

ENHANCE-1 Trial

Placebo

Event (n3=n;g7) (n=283)

Subjects with at least one TEAE, n (%) 221 (46.3) 114 (40.3)
Hypertension, n (%) 14 (2.9) 4(1.4)
Any TEAE  Back pain, n (%) 12 (2.5) 1(0.4)
>1%and  URT*, n (%) 10 (2.1) 5(1.8)
tg;::rer Pneumonia, n (%) 7(1.5) 1(0.4)
placebo  Toothache, n (%) 6(1.3) 2(0.7)
Atrial fibrillation, n (%) 6(1.3) 2(0.7)

1.00
Ty
S NP
+ 095 . Do
] g %o
§ 0.90 LiH_E
3
;‘ 0.85
H
2
S os0
H &—— Ensifentrine
H B— Placabo
2
w 078
Number |477 466 453 431 422 412 404
atrisk (283 270 258 250 243 235 232
070
4 & 12 6 0 37 24

Time in study (weeks)

0 1 2 3 4 5 [ 7 ] 9 10 1 12

Time post dose, h

| ENHANCE-2 Trial

0.80
Number | 498 481 443 422 399 390 380
Hlﬂfkj 291 275 257 232 218 201 196
o 4 16 w22 M
Time in study (weeks)
11
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PuiE & AE T
Adcomm.

2R kAL

E A,

6 % JE . B T Ensifentrine - A 4 4F 49
—f’%i*é‘iiﬁl‘ﬁ]ﬁ-z‘fxﬁJFE’«ﬂ"COPD
JE, Pl

Phase 2.

wRIRX ., EPE. FIH,

\h%ﬁ%lﬁENHANCEE}f% R REEM, En3|fentr|neaﬁx

# =, FDAFFPDUFA H #i2 % 2024/6/26, B L& B 7

s8]t R #)E Q3L Bp L7 ),

¥ 8] Bk 8 100% %

¥ E X & 4% NuancePharma(# 4t), B KA 42 Ao
% A]8F 1A : Ensifentrine & A~ % #) (Polymorph)# T2031-F 2| #1, 2%
ANE R T BRe TR Gk b EAE 4 2 2035F A4 .

Pipeline& & :

i%@%%&&i‘ﬁ%#]ﬁé,

L A6 A AT ) e TR iE S
A HA(CF), FFCFL AT KIE, BATHA

wREL Y7 X: & T B aTEnsifentrine @ 16 & X 30 A B LT 9 iF 5

GEHP W i

wET A5 ),

2

e,

A A5 1E F A 50T

EH TN, FEHRELKE, BEECR, Bk

5] E /£ - K AR A5 A DPI/MDI . BT 3@ i 3% & 41 ) 2& K & AR 47 210
Eb F Ensifentrine & T COPDAR 3% 4> #f7 AL,
> TRNF R IR, TEEWDB L, AT
EnS|fentr|ne +Tiotropium 4W & /K 2 28 A 2 o i
Ensifentrine+ glycopyrrolate #4847 ik,

HA DT, Bk

B i 4 8 E A 2 K
%A A 2 T 2024H2)5

it K& AR

© ‘HHiE %

Up to 5 years patent term extension on select patents

HUAFU SECURITIES CO.,LTD.

Cystic Fibrosis

Invention Granted/Pending Application Estimated Patent Expiry
Pelymorph Granted US, Europe, China, Japan, other 2031
Suspension formulations Granted US, Europe, China, Japan, other 2035
Manufacturing process Granted Europe, US, China, Japan, other 2037
MDI formulation Granted Europe, pending US, China, Japan, other 2039
DPI farmulation Pending 2040
Salt forms Granted US, China, Japan, pending Europe, other 2036
Treatment of cystic fibrosis Granted US, Europe, other 2035
Combinations with beta-agonists Granted US, Europe, other 2034
Combinations with anti-muscarinics Granted US, Europe, China, Japan, other 2034
Ensifentrine/glycopyrrolate formulation Pending 2041
Composition of matter Granted US, Europe, China, Japan, other 2020
Product Indication Pre-clinical Phase 1 Phase 2 Phase 3 us .FDA
review
Maintenance
e
Ensifentrine Non-CF
(Nebulizer) bronchiectasis _
Ensifentrine + LAMA Maintenance
(Nebulizer) treatment of COPD _
Maintenance
treatment of COPD _
Ensifentrine



Non-CF Bronchiectasis®f R %40 F— AN KR Rt £ 23 © Fhiit %

> XAEVRETRXAFERGIRGAE (LAF) RTERY BisRaser s, &% L2000
K TR « RELGRALZTERAENFRARALRESE, BF >  Insmed#ybrensocatib(DPP-1, $eneutrophil), 2024/5/4% H s &

RFHARBLZGALEBRERGEE., KSHEEEAHEH 3HAASPEN TOPLINE#(#%, A iZANBE ANDMT R 4, % &
K, F W FRERSE, fsgb%%‘ii/«\ﬂm R i Ao B 5 A A5 S REF A A AR 20% 4 2 09 2t RAE R A %,

KA. i FHE2mbiRE ’SLA?)*U/’F b/\/xﬁhf‘fi%éa%’ié’amk > BI#BI1291583 (DPP-1) , B A&l K24,

oA G, #mﬁi* FE, FEREEFA > AZHHAZD0292(Psl-PcrV L, ¥ fneutrophil), B AT 1 & 18,
k#Mﬂé’J X7 EZ > Sanofi#yltepekimab(IL-33), B #7416 K240,

> AR EHF4, iﬁ%'ria%a%(lxﬁiﬂi‘ri%%%%liﬁ) 8% %z
ria%;%\ PARE F (RNFH, Bl =T EF). B KL
HELE ﬂﬂﬁé‘ﬁ%ﬂi}éfiiﬂﬂﬂﬂ’@%lﬁ%m\Fﬂ?z—:’fo

>  RATARF: EE35~507 EF, 2RI Z(Insmed T A)H X 21007
EH . COVIDM ™R R A& M. I LARIRE, JZH A0
B 54556, At E o em A4 ,.’UT%&/MTFE’«, BT ABE K % & B
T, 429% 5 dytripledemic(Flu, RSV, COVID)*X 1&BE X s % & 5%,
B A R BES R E R & .

> SOC: BEHMG. A FE. Benthdh, 43R5 . KA F)
BN X AE T RGNCS(F % 7%)%, % LDMT.

Abstract \
Bronchiectasis (BE) has been linked to past viral infections such as influenza, measles, or adenovirus. Two years ago, a new
pandemic viral infection severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) broke out and it still persists today, and a
significant proportion of surviving patients have radiological and clinical sequelae, including BE. Our aim was to thoroughly

review the information available in the literature on the bidirectional rclﬂtionship between SARS-CoV-2 infection and the _Increased

development of BE, as well as the impact of this infection on patients already suffering from BE. Available information indicates MUCUS

that only a small percentage of patients in the acute phase of coronavirus disease 2019 (COVID-19) pneumonia develop BE,

although the latter is recognized as one of the radiological sequelae of COVID-19 pneumonia, especially when it is caused by

traction. The severity of the initial pneumonia is the main risk factor for the development of future BE, but during the COVID-19 Dinslrltljclinn
of wa

pandemic, exacerbations in BE patients were reduced by approximately 50%. Finally, the impact of BE on the prognosis of patients
with COVID-19 pneumonia is not yet known.

T ; 5]
Keywords: Bronchiectasis; Coronavirus; COVID-19; SARS-CoV-2 @ £ I 7 B Normal Bronchus Bronchiectasls
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Currently Treated with LAMA or LABA 1.8 15.0% 21% Current Valuation Analysis —— Low High
Total 8.6 17.4% 29.5%
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Patient Revenues (Low) | Revenues (High) | |Present Value: 2 Year for Peak Revenues 2 $5,981.7 $9,972.2
in millions USD | in millions USD | |Present Value: 3 Year for Peak Revenues 3 $5,651.7 $9,422.1
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President Joe Biden and Senator Bernie Sanders continue their push to cut the cost of asthma inhalers and

prescription drugs in the US. 2 r

Trends in Inhaler Prescriptions and Associated
Cost in the United States From 2014 to 2018: An
Analysis From the Medicare Part D Database

Prevalence per 100 population

Results and Conclusion: Some 85 million beneficiaries received inhalers through Medicare part D over the
four years. Medicare spent 50.5 billion US dollars on these prescriptions, which showed an increase of 130%

T
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users and 128% expenditure over the four years. Medicare's expense for inhaler prescriptions is growing and ,Lg\q
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