PCT/EP2021/075136

WO 2022/053694

1/24

ejusodiy
‘paudiysey ‘eaudsig

aseyy asuodsay
Aojeuiweyu) 150H 4

| ainbi4

‘easnen ‘andned
YEnoy Ganag

35IN07) L1

swiopdwAs o

SBRIUMTULILIOD
Wik yBiy ui sunsodus
SILIA JOJ |EOUBIO

SUBSTITUTE SHEET (RULE 26)



PCT/EP2021/075136

WO 2022/053694

2/24

&

Hun Assnieq ol
ded sjgewnsuod Sulisuuo)

v ainbi4

‘DD 4O UDIIBITUSOUDS jBULY

{3,0t) uonesiuos ‘Sunmu XaIop
{od) j0o/)3 susjhdoid joqu g
DO 3w o8

4

deo ajqeLunsuoD ay3 Suljjid

SUBSTITUTE SHEET (RULE 26)



PCT/EP2021/075136

WO 2022/053694

3/24

=Rl
1s3s Jadng

10198180
SSE|A 21RINDDY
aNIoEXT D

g¢ ainbi4

dumdgsag

SUBSTITUTE SHEET (RULE 26)



PCT/EP2021/075136

WO 2022/053694

4/24

0 josisAjeuy
aAlleluenb SN0

Oc ainbi4

(a1payjdas T=u)

EE 5) 43114 pod abpuquin)
foubyiz Ui o pa3133)jos a4p
pPajoodixe ia}ji4 ﬁwﬁ& o

Jw / Swigr
Hew)
JO UDIIBIIUSIUOD [RUld

SUBSTITUTE SHEET (RULE 26)



PCT/EP2021/075136

WO 2022/053694

5/24

€ aInbi4

1271
JonIed dNURUAPOIdY |
IZECISL ‘
“ |
| ’ dwmnd >8uLiAs
(x-001) Jqemmeasong
| ww/7s
I [0S0IY ;
3)BIMOL]
VZ0EEISL

JI€ JO Xnpguj

SUBSTITUTE SHEET (RULE 26)



WO 2022/053694

PCT/EP2021/075136
6/24
8
o
o -
-0
x=
= B
= ) g
< . . . . 8
8 8 g =
" {19 %6661 (G} wnowy
g <
2
S
g O
L
]
[ %)
O
a
2
E
3
I
175
o S
=2
@
o
K=
Pr;
5
< . : . - %
E : 3 g
2zIg SpNIed [RS0
< 1S 2pPnEd | i)

SUBSTITUTE SHEET (RULE 26)



WO 2022/053694 PCT/EP2021/075136

724
ﬂ —
- = P i
e s =L
2 = S - @
=
L
Lo
il
_—==,
L
"
L=t
=
-t
é r ——
&
Lo E 10
_ﬁ":m
= = - £ 2
— — - = =
E E [ e =
& I=1] = —
@ @ - o i
o~ Al s
[
e
o
e
o
. -
N -
P L
LY 2 ® -=
o o = -
: : g t
» » | m -0
P ] ]
: g & :
— £ L
mrl‘l‘lTl‘rlTﬂ‘lTl‘l‘Frl‘l‘l‘ AL L L A A A g
E 888 R 883 8g]°"88388RK-*<
- ¥ asuepundy aaeey -
< @ ©

SUBSTITUTE SHEET (RULE 26)



WO 2022/053694 PCT/EP2021/075136
8/24

ii A Dilution Chamber

Cc Position of the aerosol inlet
above the AIR-100 tissue insert

e ClLETE En1grd

tisstse
—— Ciiture well

orgaEnctypic
lisgLan

membrans

i

Figure 6

SUBSTITUTE SHEET (RULE 26)



PCT/EP2021/075136

WO 2022/053694

9/24

V. ainBi4

urz . yo [ ainsodxgisod
& D & O D o
FFFE RO R
N N F F & &N &N N &3

= Cl

Aouanbai4 mczwmm m_mo

%S6) ZH 480

o

(I

SUBSTITUTE SHEET (RULE 26)



PCT/EP2021/075136

WO 2022/053694

10/24

g/ ainbi4

2Ins0dx31s04
O D & L o
N N N F® N N N LR

BalY 9AIOY

SAIRY %

%G6) Baly

0

(I

SUBSTITUTE SHEET (RULE 26)



PCT/EP2021/075136

WO 2022/053694

11/24

2. @inbi4

2insodx1s0d

o

Jusjuoddly

- 00+80

- G0tol

- GO0teg

(10 %S6) MY

SUBSTITUTE SHEET (RULE 26)



PCT/EP2021/075136

WO 2022/053694

12/24

a. ainbi4

d331

Wwo ) Y331

c

(10 %56) (

SUBSTITUTE SHEET (RULE 26)



WO 2022/053694 PCT/EP2021/075136
13/24
Hydroxychloroguine - HBEC
Apical Basal
150 - ~ ;
50 - —— ~» |2
ol il : &
_% 150 777
B 100- K : [ g
g %01\ I Tz
% o —_—e
() -
& 150+
0 2 @
-50 1, E—— : ‘
0 12 18 24 0 & 12 18 24
Time (h}

Chloroquine - IPML

P-gp -ve

F-gp +ve

% deposited dose
transported to perfusate
o
foe)

ﬂ e

0.0

01 02 03 04 05 00 041 02 03 04 05
Time (h}

Figure 8

SUBSTITUTE SHEET (RULE 26)




PCT/EP2021/075136

WO 2022/053694

14/24

=

MOT poorg
3 TeINOsB A
. < « v.=Hd
Hag—>4g
vy e TennsIau
HEF g
bl U AWQOT = WA
¢=Hd
Ha* > g WOSOSAT
AW~ = WA

89=Hd

QW& 1080180

Qoﬂm. ~ % ch—.
3 99 =Hd
d

Toke AreIoTIag

99 =Hd
a
snonpy
. e
° .0, 0 o
s C. . ..0 . Ld
.. LR ‘e usung
. . . .
. . KemIry

=

muﬁoﬁﬁvumnﬁﬁOU %&bﬁﬂd«

V6 a4nbi4

Y0

1®] ‘suoyg

ums

apsuN

Koupry

©

HeaH

ureg

A N D e

Aemiry Areuowrng

AemITy [euonIsuer],

Aemary Sunonpuo))

Kemary seddp

4

D

'

LU ]

IRATT

L]

g

1PPOIN Mddd

v

SUBSTITUTE SHEET (RULE 26)



PCT/EP2021/075136

WO 2022/053694

15/24

g6 2.nb1y

=)

2014 poold
Iemnasep
&
v vL=11d
+HA ¥+ g
:2.». H :o:». ﬁm_umuw.nmﬁhw
JHEgy— g
3
i UL AWQO| = WA
sy=pd
+HE 4 JWOS0SA]
AwgL-= Ew
g9 =11
+Hd+——4d d8-q .
H .ﬁ 1_.. 05015
:omh H %:v:—‘ 4_
99=1d

JIgd—s
Iake] Amioueg
2DUBIROIO
— .
Kerrooony a 9'9=Hd
STONJA]
L) v
« e, .
s ¢ -. N o.c L]
e L e seliiy |
M ¢ e ' femn
. . 1y

=

syowedwmo) Aemary g

pelizig

184 ‘euog

unis

S[OSNIAL

Asupiy

Heay

weig

G = O e & —

Reamary Areuowung

> e g o2 n

Keamury jeuoisues

Aemary Sunonpuo)

Kemary toddny

<

3]

.

INNIINENENNE

IBATTY

LT

[°POIN Addd

v

SUBSTITUTE SHEET (RULE 26)



PCT/EP2021/075136

WO 2022/053694

16/24

01 ainBi4

(U e
ooor 000z 0 000v 0002 0 000F 0002 0 000v 0002 0 000y 0002 O 000F 0008 0

] : Loral I} rovet | T Horel

| 1 o

| B P G |1 5001 |- S T

Go+el

{Lnw) sy

DO0Y 000Z O 000F 0002

000 00DE O 000F 000Z 000% 0002 O

Lo+at | [ ovel
g0+al [eoret
soval sore
By/Bw 0g "d1 801N DOH
{ui) s g

000% 0002 000t 000 O 0oo0r 0002 O

& 5

L

000y 000E O 000% 0002

Lo+al Ll
Leo+al B corer
GOFBL ot sovel

By/bw 0z “d'1 801N OOH

gotel

UOIBAUSOUDT)

O (wbu)

ucljenussucs

M (qwbu)

< {Jw/Bu) uonenusouon

SUBSTITUTE SHEET (RULE 26)



PCT/EP2021/075136

WO 2022/053694

17/24

(U awip

L1 8inbig

0005 000F 000t 0002 0001 0

i
1

-0l

fw gg| elo uewnH HOH

0001

wyBu) uonenuaouon

0l

g

(Unw) swip
0005 000% O00E 0002 000+ O

,,UY<Ac<;ui, w;gamr

~§ Fooor

Bw gg| "1 uBWNH DOH

w/Bu) uonenusouon

nl

v

SUBSTITUTE SHEET (RULE 26)



PCT/EP2021/075136

WO 2022/053694

18/24

vZl ainbig

B4 Bun -—— wERH - pooid — BnSsl] | | o803 —- DSOS -— oupA |

{sfep) aunt

-2
o]
L)
ES
o
(=]
e
=
o
L <]
-
[}
=]

] R S ot s s 5 8

T S g o ) 8 S T

Eilia

i Fenesy

i

AerpeBug g Ty

Apper Buugrg gy

- io-ey
ot FED+SL
G0+
Ae(peg Buugo g uy L ey Ay "B g
T k]
| .u\_ 1\\.\_ -Lo-E
R =1 o |
o] 1 |
i ] s i A §
’ - A : 1 o st Lonemg
T vt s s oo et Ly [ Bt it e e [ [t ln St et et e kel o i
~baoeBl
Ao Buge g Uy Aprpr T BUgE DU A TBuspe g

Wd [BIC [EduD pue uoieleyy) sumboioiafAoipiy

{uBu} uoneRuaoUGSy

SUBSTITUTE SHEET (RULE 26)



PCT/EP2021/075136

WO 2022/053694

19/24

gzl ainbi4

3L BUn -—— pESH --- POOE — BNSSI]

0803 -—- 0603 - CUJIA U]

{sfep) s

=
@
@
o+
Lo
[=1

Vo2

4. TO+EL

-5

Aoy BuipDe =0

Az Buinoz-oow 1

¢

Wit LESPRTE RS T8 Tt e

B e T i e e e o

.

s A

&

e S i, o i b e i i A

HLo-2)

EDeRL

FE0EE

i Fi - it
llllllllllllll i b P g F R e 2 i
e Buigs Y Amgpg By g u) A gy U
1] T \\—w
PR AN o S s H
S S Ry e i S e ) | e e S i AT Tl | e i e i s i st s e et o o e e
) K] S i

HLo-2)

L OOEE

shegeg Bugg | phegeg Bugg uu

thegwg Buge g LARCRE Bugg

e Bugen 1Aegng Bugg yu

{w/Bu) uonenuscuns

SUBSTITUTE SHEET (RULE 26)



Vel ainbig

@4 Buny -—- g sempEo Bung —— poog -

_ _ anss|]
saud swososAT Bun ---- ssed jemnsss Bung —— snonuvdy — 0a03 -—- 0§03 -— QYA U

{sfep) au L

PCT/EP2021/075136

20/24

WO 2022/053694

@ 8 ¢ v T oo@ 8 ¢ v T g@ 8§ 9 v & 0
) - - pos
.lssu. Hlu Hﬂuvﬁlqnlnx..i{.ti:ﬁ,hﬂc_. aauu W.” e ;.&tiutlf!&fns\.ﬂuﬁn_‘. B N A
i i Bl e e e e i e e e | FoOes
im0 O
FegE e g ) e "B g U

. Fio-s1
....... gy s P

FEOE

Rt ]

fepeg Busgn g9y A Buspoeguw

47

e
s P
T e i s

i
B ko e TSP T S S ) EEEa

e e o s P oo

bk

FE0+SL

fpCg Buge g ) Herpr BugED U Amgm ) TBWEE D uw
sucijeguacuny Bunt aunboosAoupiy

(" du} uoneguaoucy

SUBSTITUTE SHEET (RULE 26)



Conoentration {ng/mlL)

WO 2022/053694

21/24

PCT/EP2021/075136

tnb_3.3mg_3xlayt_0.33mg_1=DiayT

Inh_3 . 3mg_3xDayt_0.33mg_3xDay7

Ink_3 3mg_TwDay2_1.85mg_xDayT

|| T ]I i g L L
B L (fr‘ﬁ P g T S S B BT P N T ’

Inh_6.8mg_ZxDay

a5

Te+Z

1e—01

I o s B

[ o e S
T

- ’ e g

a 2 4 [ & 4
Time (days}

E

In vitro —- ECS0 -—- ECBO

— APfmrucus ——- Lung Interstitial Frees ----

Tissue
--—- Blood

—— lLung_Cellular_Free -—-

Lung Lysosome Fras
Lung_Free

Figure 13B




PCT/EP2021/075136

WO 2022/053694

22/24

Vi1 8inbig

080 -~ 0603 - CIYA U

sy eee Bumy —o feupny -oo LRSH oo PWSELY —— SNSEL]

% & ¢ v T 0®m 8 9 ¥ I 0O § 9 ¥

{sAep) sl

]
L=

| ] s s i s o i e ..

R L ey s e B e

| SR T |

bt A Rk LT b LL:k'.kw

e R e LT e e e e

Fio-3L

v

FEleEL

fepeg Bug g yw

Aepg BWiE g | R T Bug g U

t}m ST g
IR TS R Sy AR W

Bl

F v st e e 1..vslwtif(,.§:

T

4 o b of N R

e R =

Feps Bugn g )

Ao Blung g uy Apgp TBRpD Ty

A ety
e T s e i e e T
e pereearswatt-et L BN l I vt vwsriomucmmasuueapyare SRR SR B B IETEEE SRS S i BEEEREE i
e e i e e e S o e e
it R Sy B e Tl

ri0-%1

i

FE0+RL

g BUIER"T W)

Repg BlEE'D Ul L=

sSUoHENU2U0D ansst] sumboloyaixoipiy

(ubu} uoequacuod

SUBSTITUTE SHEET (RULE 26)



PCT/EP2021/075136

WO 2022/053694

23/24

gav1 ainbi4

0803 -—- 0803 - — OUA U

Ay ---- Bumy —— dsupny —— pESH - wsSed — SNSS|]

{skep) awiL

o e o o . i e e

Fio-=g

L EDEEL

C e

ST D0P-008 R0

¥ ]
S O M R S S O S O T SR U S NN N S S S .4 e Xr
ommrn A o e e e S EEEEEEILEl A

tttttt - ixan...,_. M s g i i e e e e e T e e e e il Bl

b L3

Lzo+an

-G0S

Aol Bug gy

4

ob

R N

i S I S D i A

P R e e RS )

T

[ s e e T T e L
1
¥

R T e
P e

FEC-3L

TR

FE0+3L

ey Buugg ) piegeg Bug g gy

Lhegeg Buggg veger Bugg yu|

ey Buge g e Bugs gy

(i Bu) uonenueouoy

SUBSTITUTE SHEET (RULE 26)



PCT/EP2021/075136

WO 2022/053694

24/24

G| ainbig

(shep) sw |

o 8 9 v ¢ o 8 9 v T 9 o 8 9 v T 0
lo 4 Lo Lo
R &% Loos Hosz
+ 0001 L oo
- Foog1 r05L
Aeaxeg™Bwg g yu Aexe By oYY feqxg Buiee 0 Uy
9914 vd 99214 vd 2914 vd
o 8 9 v ¢ 9 ¢ 9 v T o o 8 9 v T 0
o Lo ; TH0
k0008
i LoooL L 008
-+ oo00L !
~F000G1 L oooz . L 0001
ik -}oo00z |

Aegxe™Bwgg Ty

Reqxe Bwigy 0 yu

Reqxe Buwee o yy

9214 bum

ga14 Bumy

9314 Bun

Aeaxe w9y

Re(xe Bwgg oYY

Reqxg Buiced Uy

poolg

pooig

pooig

sIojaulRIE ] [0S0IBY PALIBA UIM Md ODH

(uyBu) uonenussucH

SUBSTITUTE SHEET (RULE 26)



