WO 2024/249559 PCT/US2024/031556

1/9

| it
T T T T
EEN) s sG 2

FIG. 1B



WO 2024/249559 PCT/US2024/031556

2/9

5T W I A L N

I I 9 A R o

PR PR AN Sher X o inis
N et SR ey

NN

AN
B N 3

= B

e SRR IAF
< R R et
ohod ot aF b N W N R

SRR N T e




WO 2024/249559
3/9
Macrophage Drug Uptake
18 ubd Treatment
13003 N
5
B
= —
=)
T T 1
12 18 <y 24
Time Hows)
FIG. 3A

pmol / million cells

58,000 —
39,000 =

20,000 =

1,000 ==
200 =

150 —

100 —

50 -

Macrophage Drug Retention

50 pM Treatment

V4
P

~
S

N
\“‘~\\\..“,

PCT/US2024/031556

— 88— BUFEUP)

e NMABUP BUPY e~ NMIBUR MIBUPY

—— BUP (BUP)
e NMABUP (BUP) === NM4BUP (M4BUP)

AR TR

10
Time (Days)

FIG. 3B



WO 2024/249559 PCT/US2024/031556

4/9

Animal Weights
Buprenorphine Rat PK

450 =

400 o

SN ~

gt = NMA4BUP - 20 mg/kg
2 ol RS NM4BUP - 30 mg/kg
(o)}

8

=

ﬁ 300 | 3 ANNRRRRRNANRY

E o S

< «\“‘&“\\“

é PN

N
a
o

17

200

0 7 - - .
Time (Days)

FIG. 4



WO 2024/249559 PCT/US2024/031556

5/9

Buprenorphine Rat PK
Plasma BUP Levels

100 5
E s\ NM4BUP - 20 mg/kg
E: i NM4BUP - 30 mg/kg
»
Q 104 NN
E’ e \\\_\\\\\\\\\\\\\\\\\\\\
% ‘\ \\\&
S B BUP Target Concentration = 2.5 ng/mL (Avg)
&
]
o 14

0 7 1-4 2.1 2-8
Time (Days)
FIG. 5A

Buprenorphine Rat PK
Plasma Prodrug Levels

100 5
sssme NM4BUP - 20 mgrkg

s NM4BUP - 30 mg/kg

Plasma M4BUP Levels (ng/mL)

0 7 1.4 21 28
Time (Days)

FIG. 5B



WO 2024/249559 PCT/US2024/031556

6/9

14 Plasma BUP fevels in rats after single dosing with NMSRUP

o NRBBUP - 38 gl 4
s QMBI - G0 gk 1N (it injaction)

0wy
T
&2 o s v v o v v
g
51
&3 e~y D Bt aee e Bt i e e e e
S AP AL D DR S QN P D ERHAB NS S

Days

FIG. 6



WO 2024/249559 PCT/US2024/031556

7/9

20"t NMS6BUP brain BUP levels in Rats

a

IBUP] ng/gm
5
[
BBpn B

o

0 y
Brain

Days 112

FIG.7



WO 2024/249559

z

]

[Cirug

prmol £ million

[Drug)
pmol  million cells

800 —
600 —
400 -

40 4

0

PCT/US2024/031556

8/9

Uptake

{3

D e L 4 B
Lansc SN [ ]

T T T 1
4 g8 12 186 20 24

Time {Hours}

FIG. 8A

Retantion

~s~ NMBBUP

e NMBBUS

[BUP]

JRRESSUE

&
ﬁ“mm\“\\@‘“‘ ey
b

TimeDays

FIG. 8B



WO 2024/249559 PCT/US2024/031556

9/9

350 o
200 —

220= - o
T I .

15—

1.0

0.5- e u e )

0.0 —r—1 171

G 3 6 970 9512014
@ags

FIG.9

Slze

PD




