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N-myristoylation is the N-terminal modification of proteins with myristic acid, a 14-carbon fatty acid. Catalysed by two enzymes, N-myristoyltransferase (NMT1, NMT2), this modification can be co- or post-translational [1]. NMT inhibitors
(NMTi) have been shown to inhibit viability and growth of haematological cancers [2]. Here, we have developed novel highly potent and selective NMTi which are cytotoxic in multiple cell lines as well as exhibit tumour regression in in
vivo models. To explore targeted delivery of NMTi, we tethered a selective NMTi to trastuzumab (HER2+ mAb) to produce an antibody drug conjugate (ADC) — MYX2449 which was profiled in vitro and in vivo.

Antitumour efficacy of NMTi - ADC, MYX2449

Cytotoxic effects of NMTi in cancer cell lines
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Figure 1: Structure of MYX1715(A). Absolute ICg, of MYX1715 in 250
cancer cell lines across 7 tissues (B). IC;, of MYX1715 in breast (CAL51),
ovarian (A2780) and gastric (SNU620) cancer cell lines (C-E). IC;, of
MYX1715 and MYX2339 in NSCLC PDXs (F-G). Dissociation constant (K) of
NMTi (H)
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NMTi is efficacious in in vivo B-cell ymphoma and
ovarian cancer models

(@]

A’— Trastuzumab

Linker

O

Gastric cancer

GAPDH

BT474 NCI-N87

Breast cancer

HER2

+ Trastuzumab 50 nM

’3‘ . :%" 02 + Vehicle
8 .. NCI-N87 cells I L BT474 cells = MYX2449 50 nM
e . Q. o . Trastuzumab
E o s ™ Deruxtecan 50 nM
s 0012| 5 "r: +|sotype control
g - é 008
S e 2 oo
g - § 004
o002 3 oo
3. g
Time (Days) Time (Days)
GA0429B Deruxtecan
. . IC % IC %
Gastric cancer organoid i S I— Y I
g e~ Staurosporine -(nM) inhibition (nM) inhibition
MY X2449 GA0429B NS 96 >50 41
100 GAG6877B [oks] 97 0.4 8
- Isotype control [\ 4.4 98 >50 45
= Trastuzumab- GA2434B [Bl0] 37 >50 22
-% GA3102B wie] 72 0.7 90
8 Deruxtecan
S 50 GA0119B i) 59 19 59
X Trastuzumab  [€A00LEEET >50 18 >50 -4
To GA6815B MoNg 90 0.4 63
GA0098B Bl 25 >50 9
0 GA6833B JGK:] 94 >50 30
001 01 1 10 100 1000 GAOQ087B &) 79 >50 43
. GA21098 9 94 >50 18
Concentration (nM) YEE) 46 295 2 >50 33
GA6366B oK 98 0.4 85
GAO0060B s 99 >50 37
IC50 <10 nM
H
Gastric cancer — 1500 Breast cancer
£ mE -o- Trastuzumab 2.5mg/kg
~ 300- £ -#- Trastuzumab 5mg/kg
e ® 1000- - MYX2449 2.5mg/kg
R £ = MYX2449 5mg/kg
g o -+ Vehicle control _
= 2 500- _ Trastuzumab-deruxtecan
3 1004 3 5mg/kg
g £ 8 Isotype control
|_ 0 T T 1 E 0 T T T T 1
0 10 20 30 0 10 20 30 40
Day Day

I 5 mpk MYX2449

Animal no

Vinculin——

1083 1083 1103 1104 1083 1083 1103 1104 1083 1083 1103 1104
T T T SG SG SG SG ST ST ST ST

—
———p"—'—‘—-

A DOHH2 B ID8 Trp53-/-
Tumour volume Omental tumours at day 37
= —8- Vehicle 200+ 0.0004
ﬁ 3000 —&- 12.5 mg/kg MYX1715 —
z 2500 - 1501 ©
E 2000 é
5 1500 = 100-
> 1000 =]
2 500 p<0.0001 ** 2
2 e - P 50
0 2 4 6 8 10 12 14 16 18 20
Days since initial dose
O_
Figure 2: MYX1715 and MYX2339 reduces P
o S v
tumour volume in in vivo models (A, B). A\ ®§\~

References
1.
2.

Wright MH, Heal WP, Mann DJ, Tate EW. Protein myristoylation in health and disease. ) Chem Biol 2010 Mar;3(1):19-35.
Beauchamp E., Yap M.C., lyer A. et al. Targeting N-myristoylation for therapy of B-cell ymphomas. Nat Commun 2020; 11(1): 5348

T-Tumour; SG-Salivary gland; ST-Stomach; TE-Target engagement

Figure 3: Cartoon of ADC, MYX2449 (A).
Expression of HER2 in breast (BT474) and
gastric (NCI-N87) cancer cell lines (B).
Antitumour effects of MYX2449 in cell
lines (C,D) and in gastric cancer (GC) PDX
organoids (E,F). Antitumour effects of
MYX2449 in GC (G) and breast cancer (H)
xenograft models. Target engagement in
GC xenograft (l).

MYX2449 exhibits good bystander effect in cell lines
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Figure 4: Bystander effect of MYX2449.

In vivo tolerability of MYX2449
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Conclusion

NMTi are efficacious in vitro and in vivo and can readily be conjugated to
therapeutic mAbs to generate ADCs. The ADC, MYX2449 demonstrated
cytotoxic potency in cell lines, antitumour efficacy and specificity in both
high and low HER2 expressing cancers with tolerability up to 10 times its
efficacious dose in in vivo models. In preclinical models of GC, MYX2449
delivered differentiated activity compared to trastuzumab-deruxtecan.
NMTi represent a novel class of ADC payloads that can be exploited as
targeted therapies in cancer.

Contact details: roberto.solari@myricxpharma.com

1

Imperial College
London

1< BE8

pharma [=]

myr



