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COPDAEE KAMBEMERER, REHPH: COPDHAKEREDLL03%, 2oHKF=KAR. A% 870 HEKL40
AR, 1B A56%89 & F A R R BB NHE. BEAZHEA (LABAILAMA/ICS) , AR & H5F2HE Y
PR G BAE. Suoh, ZAUR O 240F A AL ALl 69254, XBt— 5 R E TR AN ETT & ke %8,

# 25 Ensifentrine L4 % # 454 (1) COPDA#ALE, 752, 4 MIF, benefitriski i, £ILA 477 254080 ah Lt =T
wORE NG R IR B (2) T ARFEARK: ENHANCEAF ZANGY EH F30% A 107 &, HAAH2LR3L, EJ7 2 A Eosinophil k-F
vk, £ FTLE(US)48607 #% . 4tz T, Dupilumab(IL-4/13) 1Xi& B F 49307 #4%; (3) & TEnsifentrinedy £ 23054 &
TR, PPt bxteken, R ENARGERR, RRATHZEELA LY E—1E A L; (4) 48LLABA, Ensifentrine#y 4
MR, WERNALH LAAELABA; (5) A ZRAMST, Ensifentrine® o-F 24, PTATT hde LA )5 F B0 A 27BN
B, R0 BK R BRI @ A2,

A &427:  Ensifentrine3k dtt B R R AN K[ FADE R AR RIE; £ SL)7 A KRAR A ME; Hap LT B B I
I &IV R AR s A 4= 69 K% s Ensifentrine 5 LAMAZE 15 & % 1% 69 X% ; Ensifentrine 5 LABATE JHl 5 2 ¥k B 2 & 69 K14 ;
(A GIHRAEL, BRAFIETILGRN S,

B RITIHRES www.ipoipo.cn 2
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> Veronat — K a2 T20055F, &3{zT kB4 K a9Biotech, LATIXT7IL R T (2023F4R) o NS THAFREZREBCIFE, &
JTARIR L HCOPD. “%u% ., Ffetf bS5, N8 T017FAMATA E LT, BaTT1E13510% T (2024/6/17) &
> B IERNR B £ B IRA) B & A MO AT Se AT Ensifentrine 89 s Ak 3t R VA BT 3% 3¢ 2l R $3E Fo _b T AR 69 F) B,
FHAM B (20225F ART) A % ANl &k 229 40 335 t mixed resultsF 2 AE 4 }iizﬂid} K AE A A ALY,
o 20225F: A EAERIMIRIE RS, TARS AL EL, MEREF ZWERE, VARANR NS 2 BLFH], St i]EE
X TRANF R M SILEG BRI F, SN AH—Z R B A,

140%

1/8:Senator Baldwin
AR 2R A,
[ JEGSK. AZ. BI% %
‘5 AR price cap

120% ‘

. 3/26: Ensifentrine!ls &

100% | 2b#COPD & % R
r 1/14: % ACEnsifentrine wilds FE)

i ! A 1.61C 3% 8/9: & R3H
[ A é;

80% L 9/7: Ensifentrine\& & s LAMA“;ABAII G ENHANCE-2
MRS RIS TR A

60% ” 6/10: » &) A2t £ &

B 4% Frensifentrine k.
de *lm'fx*l’f}[ﬁ}t E %

1/13: e sifentr|nett \

40% |

20% f
; madd- nis &

SRR iﬁk

0% g\ e g \— f————
-20% |
. 2/13: / 2
[ . - 12/20: W& K3
—40% ¢ g‘;;rfeng%iﬁ 3/2: Ensifentrinel!@li a / ENHANCE-14F
—e0% F B SR b A AT SR AR
Tor b A

-80% -
/\

—Verona —XBI

AR \‘5'3’\“’\‘*’3’\‘?"9\“ A A 'L,'\S’;\S'\S’;'S'» RPN A S A A L A A R A a a
%\’5\ b\} cDaQ ,%0 Sb Q\’D Q{D 5\)\ cDZvQ Qp b’b ‘g\'b Q{D‘A )\) (-OE:Q ‘$° Sb k"&( Q{b 3\)\ ca?zQ QO )’o %{b %@* bé %QQ QOQ )’b Q\'b %{5\ b\}\ c:?JQ QD‘A vz %{D( Q\’G‘A }\) rj?:Q QOA )’b Q‘{& %\'bq
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COPD: A#mEH. FhMEKkk, THEHAX. ARBLELX O EHILE

> 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’&&%&3%\ 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

> B (D)FEER(UAE, PAEEE); QEIKEHLRRE. AR, RTHFENGTAMER RS, 2000 surie

> FBERE: COPDATLH, 655 M Ed A, MAkARAD LRI, Smb TRMORTAS, FHEE  awm . I
Ao F Ko WHOT 7120604 2 4 AB5407 AT COPD, % B it 44 COPDAA X L% £ 214001 £ T, % .

ATAR 576 77 T 38 5 10010 % Lo Fi120304F & 5k 24 72 18] 4 4 2125410 % 7T,  2022-20304F CAGR#£1£5% S

v S5 &
. R A
> x&#%7A5%E: LAMA, LABA, ICS, PDE4, K% #%. SSE T
> BRTARBRER: ARAKEL, WA LM ERGEH LA, AT eE R RS & Q\y" &
& &

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

@ Chronic Obstructive Pulmonary Disease Treatment Market,

LAMA LABA 2018-2030 (USD Million)
(bronchodilator) 4877 //1 Perfor_omist (bronchodilator) A £ CAGR Around 4.9% from 2022-2030
‘ m 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

BERRETIIRE www.ipoipo.cn
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COPDRBM%: Rl ZKE, IbER P F L

R A R,

> 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

Macr hages Mast cells
*(Te1) cells ACO CD4+(Th2) cells

Minimal AHR 15% AHR
Non atopy Atopy in majority

Poor steroid Good steroid
response response

.4 ‘ -
@ HUAI—'\JSH’.‘UR(II&SCO LID,

Macrophage
> §

II. I7Ru

o
CXCL1D eop
and CXCL1T®

° cxcu
\ and CXCLS

Neutrophil

Lung airway Allergens Viruses

o : par 3 K

250 andiL-33
.
LCLI 7,
CCLzl 0 CCR‘

ILCI

COPD Asthma
At of orsat Usually =40 years :;: :;I: age; can occur in childhood before 20 years
Chronic dyspnea, cough or phlegm with Variable. Often triggered by exercise, exposure to
Respiratory symptoms good and bad days 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 Y . Post-bronchodilator increase in FEV, 212% and
(o e e GE A < 200 mL from baseline (reversible airflow limitation,
or <LLN p - il
evidence of airflow variability)

FAH kR A E)E M, MDedge, {Targeting cytokines
pulmonary disease) , 2&4%E K& %P7

BERRETIIRE www.ipoipo.cn

ersies between bronchial asthma and chronjic obstructive
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COPD#F A AUR BIMARBRAYE LR

B ATFDA#LZ 6YCOPD 54 % A RAFIF (LI HHAE) , X KLHHL04,

EE2HHRINKE:

> X AREVEA: ek (LAMA. LABA) #=433 (SAMA. SABA)
LAMAZ %4 69COPD 4., % X 2h40 A 3% W 498 fo 8 SR 3631 1F B %,

 Long-acting B2 agonists(LABAs) & muscarinic antagonists(LAMA) L4 :
CAMP—Ca?*, R IAIEAY 213 5 1 F 1848 LA 24 o

o 43 HFISABA. SAMATE B KARE A, A Tk ot4 iz K.
BRAXEAEKICS: T EINCOPDEH4E A #2h4E A, ECOPDHIE & £ 49 %
J& K JE, GOLD:ZBleosinophila= £V % £1000A LA TTEA A E T KA 4% A
ICS, &4 BICSFE&MM X & KgAKk E b,
H At PDE44pH] FIRoflumilast o IR 25, s R34 5 B 3t T Ao d VA &
20 RAEG T A, BATR; I, RANBE T XML ARA T ZHCIE
YER, BT EERRTES k.
LABAZ 4% 2 A DDIA % .
PRAEFDAC #LE T A % COPD# 4, {24k B AEz, PTAZABRINA E K
AT Ko

FEWER DAILY SYMPTOMS MORE DAILY SYMPTOMS

Recent Published Study: MMRC 0-1 o CAT <10 MMRC =2 or CAT 210
COPD patients on dual/triple therapy > 6 months? GROUP A
FEWER Bronchodilator
EXACERBATIONS (short-acting or LAMA OR LABA

<2 exacerbations

i~ 5 6 % Dissatisfied with treatment

(no hospitalizations) Logiading)
Most Common
Symptoms GROUP D
MORE LAMA OR
EXACERBATIONS LABA+LAMA if severe
=2 exacerbations symptoms (e.g., CAT >20
520/ 450/ 30% (or 1 hospitalization) LR i (O: )
0 0 o
LABA+ICS if eosinophils
Dyspnea Lack of Energy Lack of Sleep =300 cells/uL

©

Commonly Used Maintenance Medications in COPD*

Generic Drug Name Inhaler Type

DELIVERY OPTIONS

Nebulizer Oral

Injection

1k

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

Anticholinergics

Short-acting (SAMA)

Ipratropium bromide Mol | v | 6-8 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
icholi vice (SABA+SAMA)
Fenaterolfipratropium SMI 6-8 hours.
Salbutamol/ipratropium SMI, VDI 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

| pill |

Carbocysteinet \

PR & M, GOLD report 2024, alosahealth.

B RBTIRS www.ipoipo.cn
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> HAT, #—KCOPDAM AP &% Xzttt K H LkdrH e, defe@ll-4/13, TSLP, IL-33494utkhdh, X %47 2685 5
% i P Eosinophil &2 48 X ; HALRT Skl Qs A, E . RABEpH . g, ARAZGLF.
> PDE#p#] 7 :
*  PDEiLEF 3t CAMPA=cGMP &) F& iR, A ik B ARILA . AL &AL/ K F 3R,
 PDER11# LA, C3R#LPDEIEE4PDE3/4/5=K %, X+ A FCOPD#XRoflumilast.
 PDE44p#|FIRoflumilast: 20115F B —ANoF 69 A A+ &) A X3k, Zoryve (SFRAKRILE) AT ia77 LIERJE AN 6 Bk LR Kz,
Daliresp (2 k%) A F:477COPD. % ARoflumilastx COPD#) 77 s #tn(1e—Ak), T A s T Daliresp/EH &AM 4 H &S R F AR,
K, AR, BIESSER, PTATLEMEAN —KIT ik
« PDE4%8 A% #|Tanimilast: B AT/ K34, FAH2025F4 %, MR XA R LR, Bt ZEosinophil &% 77 2 # 4.

> Ensifentrine: PDE3/4i, *IPDE3#&J % 4= & & PDE4#93440

&, RRIFA TR ILA A E B, PDE4iAR tbPDE3ixY e e Rion, curng exscarbatong T
ﬂ—-jq’ %‘] jé{li ﬁ'{] 5"(!(% ggﬁ o *E] ksz 9 H)L*'L}/gi‘!‘% EL%: é@ % : B ‘ Miicis . ) * i Oxidative/Mitochor;drial stress :
#é]}ﬂi@_};l:b/ﬁ,j{ %5]%]1‘3 Jﬂ é{J /%:%_%,ﬁ&{ k . Oxlda[lve/MItoch?ndrlal stress -

Mucoactive agent
(MUCoacTve 385 it thmonstomhahotbonshin ...
Therapeutic targets of olololololololololololo, ertheivm »
phosphodiesterase [ S | Cytokines/chemokines Chemokine
ronchodilator :
o L | blocker
inhibitors 3 and 4 \ !
ntracellular 8
RS MoAbs ignaling
- irway smooth mus: nNNIDITO

[ Smooth muscle contraction Bronchoconstriction
Airway wall thickening

LD OO s

Macrophages Eosinophils Teells
Neutrophils Monocytes  Dendritic cells

FH &K AaFEM, (Newdrugs under development - [ el www.ipoipo.cn -pD; A Short Review) , #4&iE £ 5 5P

B cells Npuuopmls\
N r

cells
oteases
Autoimmunity
nmunomodulator
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HUAFU SECURITIES CO.,LTD,

Ensifentrine — s & # 38 4% 5 FL9F) 5%

> AR K 69420 &L Ensifentrine 2 COPDARIR A& # LAl 69 254, HEAETERA WM FERILH 0 Er L R B RKS,
IE & M AE LMOAMEBE KT &, B iz A% AN T50% 8 LAMA/LABA, VAR 20%4ICSH =77 &, R IE#F 5 40 /5] ot g,

3%

ENHANCE-1 Trial | : [ ENHANCE-2 Trial |

> R |
® 71 ENHANCE replicatesf 50, /&5 %t F&; o L (D0 ek e ety eV
® Ensifentrinef1~3LJ7 &% (30% no background’3 &) ; 3 '
® 245 = B4 T +24 8 KA ALK
® T EXEFMAEE HEE) KELEARERIERFLE
MAVEE, UREMEIR, £FREHIFF, arivd
> U5 R%HE (pooled data) :
® FEV,: Lt R-FHLR A E%E, Ensifentrine4d it 2 58 7K
EA R R TR A A RAAREITF R EM, placebo
® Z MR AE: 24WSH1L & Jm F 15 1K40%, ENHANCE-1 48W 4 3% -
H44%, R 1552%. Time ot e, : Tie ot s
® Time to First.z- 1 & /F X% 4 1541%.

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

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

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

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

Ensifentrine 3 mg

Ensifentrine 3 mg

placebo

FEV, Mean Change from Baseline, mL
FEV, Mean Change from Baseline, mL

O AitE: BARZAMRI, RMNARIMERNIEHGESL R | ENHANCE-1 Trial [ ENHANCE-2 Trial

: : > B3 5 = AL : ‘
%, Ensifentrinertb =B HE 2 Za93F L5/, FiA. Py— i “
8 om K A g E
i E‘IJ{%O . . R o ! - 095
Ensifentrine 0% I
Placebo H “a g
Event 3mg (n = 283) s e
48 oy = =] e (n=477) - 2 o0 e
(B E & 09 & A5 — : i
_— N . Subjects with at least one TEAE, n (%) 221 (46.3) 114 (40.3) " : a
S e = e T o8 ! G 088
iﬁj %&lrﬂ ;E‘tﬂ ]ET] 7L 5&4 ’ & Hypertension, n (%) 14 (2.9) 4(1.4) 3 e 1 =
£ S > e =k - 2
53t Fof ol & %k iRl Any TEAE Back pain, n (%) 12 (2.5) 1(0.4) 5 om0 0
3 [ A SR = >1%and  URT*, n (% 10 (2.1 5(1.8 2 -
/*Eﬂlfbés@ygﬁ'/ﬁ 4 oreater n(.n) (2.1) (1.8) :”3 (B Ploee | g
%/7 D{;J o than Riaei) DY 73] L4 Number |477 466 453 431 422 412 404 H Number |498 481 243 422 399 390 380
placebo  Toothache, n (%) 6(1.3) 2(0.7) i“isg_m 283 270 258 250 243 235 232 ! atrisk [201 275 257 232 218 201 196
Atrial fibrillation, n (%) 6(1.3) 2(0.7) ¢ ¢ v v o : ‘ ‘ N womoa
Time in study (weeks) ' Time in study (weeks)

TR NEER, EARIERHT I - Egﬁgﬁﬂﬁg WWW.ipoipo.cn - 11
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T—F R

wRIK, ENIE., FIH

PR 3R e s T #MENHANCES 72248 R K3k 2 J%, Ensnfentrmeak
A £ 4E % 5, FDAJPDUFA B #1:2 4 2024/6/26, B £ F 3 I
Adcomm.

ARE LA 8] RIGRIE Q3B LT AR )T, 8] 4k E 100% %
HA#, P ERKCANuancePharma(t4t), B K AF#AL,

% A]8F 1A : Ensifentrine & A~ % #) (Polymorph)# T2031-F 2| #1, 2%
NEF Eh BAT GRS LS 220355 A4

Pipeline& & :

6 & i o JE . W FEnsifentrine L A 345 64 i%ﬁ%ﬁ&i'ﬁ%#]ﬁé,
}Pi*é‘iiﬁl‘fﬂa‘%T&FJFFﬁ'COPD L 0,5 AR ) e R R A i€ 5
JE, Blhecker . EHFHEACF). JECFXAEFY KIE, HATHA
Phase 2,

wREL Y7 X: & T B aTEnsifentrine @ 16 & X 30 A B LT 9 iF 5
K RNERLH TR, FHRELEE, EEETR, Bt
5] E /£ - K AR A5 A DPI/MDI . BT 3@ i 3% & 41 ) 2& K & AR 47 210
Eb%Ensifentrine/%ﬂ"COPDéﬁi&/\%‘ﬁffm%ﬂ, HENF, B2

wETAE LA NS FRAANFFEKRA, TZEWDBZE, sar

EnS|fentr|ne +Tiotropium 4WIE K24 R 21 . B AT 8] E & 21X
Ensifentrine+ glycopyrrolate #9887 &, Z4F %A 2 T2024H2)5
#2HA o

EE R, LABIERFF RN

, KT H R

Up to 5 years patent term extension on select patents

HUAFU SECURITIES CO.,LTD.

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 formulation 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 lrj:v:::):

Maintenance
treatment of COPD

Ensifentrine Non-CF

Ensifentrine + LAMA Maintenance _
(Nebulizer) treatment of COPD
treatment of COPD
Ensifentrine h
(DPI/ MDI) Asthma

B RBTIRS www.ipoipo.cn
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Non-CF Bronchiectasis*f R @43 F — N XL F2Z 3k

> XAFYVREBTLATEHIGILNAE (LUF) TTERY  giisekasms

F; [P E
@ )f i 25
HUAFU SECURITIES CO.,LTD,

Q%q’ ‘%‘Xﬂl{l}-éﬁnﬁﬁbjﬁ

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

RFMHRRFBZRZGALEEROEE., RERBZEANAERNK 3#IASPEN TOPLINE#(#%, m 4 iZARR B ANDMT R 2%, %S
e, WEHFHERSLE, —BREHT LR L, MR LMK b g R A A AR 20% A 25 09 Bt R A R A%,

EAE m%éf%émﬂa#ﬁ%wfux\ iX B 2y /Aﬁh%%&ia%%’hk
HFHm A ad ey E i, MAX— TG I TR, FREERA
A5 69 BEAAIR

> mE: ERgER. iﬁ%'ria%a%(/%iﬂi‘riéfr%%%%liﬁ) 8% %z
PR PARE E(BRANFY, woBm, BT EF). B
ML ﬂﬂgg‘ﬁ%ﬂi}éfi?&iﬂﬂ‘l’?@%I%ééﬁmkl‘ﬂ?i—?fo

>  RATARF: EE35~507 EF, 2RI Z(Insmed T A)H X 21007
#H, COVIDM ™R A& LAk B Hre: IV LhkIRE, ZHANE
B 5 47 #56, FRAT ~9ré’um~,.m$x/77ﬂ% BT ABE K % & B
T, 429% 5 dytripledemic(Flu, RSV, COVID)*X 1&BE X s % & 5%,
B A iR A ABEM ARG HZ .

> SOC: B, A E. Wnthdh, wMIREST . FAFAT .
BN X AE T RGNCS(F % 7%)%, % LDMT.

YV V V

Abstract

Bronchiectasis (BE) has been linked to past viral infections such as influenza, measles, or adenovirus. Two years ago, a rb
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
development of BE, as well as the impact of this infection on patients already suffering from BE. Available information indicates
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
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. 2 T T T ¢ =

Keywords: Bronchiectasis; Coronavirus; COVID-19; SARS-CoV-2 B = B
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and prevention of respiratory manifestations.
Cystic fibrosis—related lung disease manifests as
chronic mucus retention, airway infection, in-
flammation, and acute respiratory events. The
intermittent worsenir
productive cough is d
erbation. Pulmonary «
ed with loss of lung
pendent predictor o
treating these events
main therapeutic goal
small airways is the
CFTR dysfunction in
models of cystic fibrosis and in affected in-
fants.*® Therefore, therapies to improve mucus
clearance are important components of mainte-
nance therapy in patients with cystic fibrosis.

~92,000

patients with CF*
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Article | Open access | Published: 13 January 2021
Modulation of cAMP metabolism for CFTR
potentiation in human airway epithelial cells

Jenny P. Nguyen, Matthew Bianca, Ryan D. Huff, Nicholas Tiessen, Mark D. Inman & Jeremy A, Hirota
=

FEV1 values define the degree of obstruction:

= FEV1 greater than 80% of predicted = normal
= FEV1 65% to 79% of predicted = mild obstruction
= FEV1 50% to 64% of predicted = moderate obstruction

= FEV1 less than 50% of predicted = severe obstruction
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LS mean
difference vs. Pfor
LS mean TRIKAFTA non-inferiority,
Baseline mean (SD) change (SE) (95% CI) one-sided

SKYLINE 102
TRIKAFTA

67.2(14.6) 03(03) - -
N=202
Vanza Triple

67.0(15.3) 05(0.3) 02(07,1.1) <0.0001
N=196
SKYLINE 103
TRIKAFTA

66.4(14.0) 00(02) - -
N=289
Vanza Triple

67.2(14.6) 02(03) 0.2(05,09) <0.0001
N=284
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A& 4% SeekingAlphafaa] ,
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£ 4 #8605 COPD % #3425

©

HUAFU SECURITIES CO.,LTD,

Ensifentrine i $£4 /8 1607 4% LABA+LAMA+ICS = 854 77 49 % %‘ﬁaéﬁlooﬁ«fa‘}‘;"
LABA+LAMA 8% 78 57 69 % & A ﬁ' ] 23%- 49%, 4207 & F 32 LABA+ICS — 8% 74 55 #2180 75 LABA/LAMA X 25 74 77 69 % % b 1A

Ensifentrine's

Ensifentrine’s

COPD Subset Population sl Potential Patient | Potential Patient AP 2.8
imillions) Share (Low]) | Share (High) | oo 4.4%
ERP 5.0%
Currently Treated with LABA/LAMA/ICS 1.6 23.0% 49% Beta 0.28
Currently Treated with LABA/LAMA 1.0 23.0% 49%
Currently Treated with LABA/ICS 4.2 15.0% 21% Years For Peak
Currently Treated with LAMA or LABA 1.8 15.0% 21% Current Valuation Analysis —— Low High
Total 8.6 17.4% 29.5%
Monthly Ensifentrine's Ensifentrine's Implied Market Cap. By Peak Revenues 56,700.6 $11,170.8
e Potential Yearly | Potential Yearly | | Present Value: 1 Year for Peak Revenues 1 56,331.0 $10,554.5
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
Revenues 51,400 $2,097.2 $3,547.6 Present Value: 4 Year for Peak Revenues 4 $5,339.9 $8,902.3
EV/Sales Multiple Biotech and Genomics 7.1x Present Value: 5 Year for Peak Revenues 5 $5,045.3 $8,411.1
EV/Sales Multiple VRNA's Sector Median 3.6x Present Value: 6 Year for Peak Revenues 6 54,767.0 $7,947.1
EV/Sales Multiple Peer ARVN 0.8x Present Value: 7 Year for Peak Revenues 7 $4,504.0 $7,508.7
EV/Sales Multiple Peer TCNNF 1.5x Present Value: 8 Year for Peak Revenues 8 54,2555 $7,004.4
EV/Sales Multiple Peer ANIP 2.5% Present Value: 9 Year for Peak Revenues 9 54,020.7 $6,703.0
Average EV/Sales Multiple 3.1x $6,463.6 $10,933.7 Present Value: 10 Year for Peak Revenues 10 §3,798.9 5$6,333.2
(+) VRNA's Cash 5$257.4 $257.4 Median Present Value Market Cap. $5,045.3 $8,411.1
(-) VRNA's Debt (520.3) (520.3) Current Market Cap $1,150.0
Implied Market Cap. $6,700.6 $11,170.8 Upside / Downside 338.7% 631.4%
FH &R : SeekingAlpha, HE4&IE 44 % Ff EzaETRS WWW.ipoipo.cn
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News | Article | April 4, 2024
Biden Administration Extends Efforts for $35 Monthly
Asthma Inhaler Price Cap

Author(s): Pearl Steinzor

President Joe Biden and Senator Bernie Sanders continue their push to cut the cost of asthma inhalers and
prescription drugs in the US.

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

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%
users and 128% expenditure over the four years. Medicare's expense for inhaler prescriptions is growing and
is expected to increase even more in the near future,
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Senator Baldwin, Colleagues Launch
Investigation into Pharmaceutical
Companies’ High Price of Asthma
Inhalers

Asthma alone kills 3,500 people every year, and nearly all of these deaths are preventable with
regular treatment and affordable care
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