) Intratumoral delivery of mPH-804 (TIGIT targeting INTASYL compound) Inhibits
Phio tumor growth and confers an inflammatory tumor microenvironment
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Introduction Intratumoral (IT) administration of mPH-804 inhibits tumor

Blocking PD-1 or CTLA-4 inhibitory immune checkpoints has shown remarkable growth in a dose dependent manner
clinical benefit. However, limited response indicates the need for attacking

T cell activation markers CD25 and CD69 are enhanced with

MPH-804 treatment

additional checkpoint molecules such as T-cell immune receptor with Ig and ITIM RS NI sy 057 i .
domains (T|G|T) PBS vs. mPHB04 (2mg) [ 0.0106 EA PBS ;J\/’\ PBS

. . L . PBS vs. anti-TIGIT mAb (clone IG9) **1 0.0007 = 4
TIGIT Is an inhibitory receptor expressed by activated T-cells, Tregs and NK cells. 30001 -®- PBS _ o5 - : "o i A NTC o NTC
Its expression has shown to be highly elevated in tumor infiltrating lymphocytes 1 o oie0s 05mg + & MPH-804 (0.5mg) |/ B—— 0.5mgmPH-804 4— . |05mgmPH-804
(TILs), which ultimately limits their anti-tumor activity. ~ T mensoe zng T ¥ mPH-804 (2mg) "'A 2.0 mg MPH-804 g_,“/\\ 2.0 mg mPH-804

“ TIGIT mA — anti- mAb (clone g - ' ] S~ \ :

Several companies are investigating anti-TIGIT antibodies in clinical trials | g 2000- 3 o enTermb eone 59 e /N anti-TIGIT mAb (IG9) o Ll ANMETIGIT MAD (IG9)
iIncluding Roche, Merck, Bristol-Meyers-Squibb, Astellas Pharma, Arcus | g £ m R T T
Biosciences, Beigene, and Mereo Biopharma. Recently the anti-TIGIT antibody |3 220 o 20—
Tiragolumab (Roche) in combination with Tecentriq showed positive results | g 1000- g . * PBS * PBS
against PD-L1-positive metastatic non-small cell lung cancer (NSCLC). = = NTC oe = NTC
Previously, we have shown the ability of INTASYL™ RNAi technology to o 307 t mPRsoa05mg) - + mPH804 (0.5mg)
reprogram immune cells both in vivo (“in situ”) and ex vivo (adoptive cell therapy) e 0 N T mPHB04(EmY) g - . — v mPH804 (2mg)
improving their efficacy. INTASYL comprises an asymmetric duplex structure, a 0 A > S t1° t 15 12 3 4 5 6 7 8 9 10 S ol . T anti-TIGIT mAb X AT, anti-TIGIT mAb
small duplex region (< 15 base pairs), a single-stranded phosphorothioate tail and S PRSI SRR DTN | Pays post start of treatment . 154 e w
chemical modifications to confer stability resulting in optimized tissue distribution CT26 tumor-bearing mice were treated with INTASYL targeting mouse TIGIT A —
and efficient cellular uptake without the need for delivery vehicles or special (mPH-804) IT on Days 1, 3, 7 and 10. No overt toxicity or significant differences 10 1012
formulations. In body weight were observed.
Here we show how a TIGIT targeting INTASYL compound can be a viable
alternative to anti-TIGIT antibodies. IT administration of mPH-804 reduced TIGIT mRNA

expression in TILs from CT26 tumors

_ ’ ’ ’ ’ TIGIT mRNA Expression in Fresh NK - 72 hours TIGIT in Fresh NK - 72 hours
mMPH-804 silences TIGIT in tumor cells in vitro 5 . xpression | e - . ! e .
. - J. PB 1.0-
MRNA 1007 Protein 25 i - NTC (2mg) 1 m NTC (2uM) a0 B 2uM NTC
- 2.0 BN PH-804 (0.5uM) T B 0.5uM-TIGIT
. : mi:'zgj (2'5””9) TILs were isolated from CT26 o PH-804 (LUM) G LUM-TIGIT
o - 15 mPHE0 (2ma) tumors and TIGIT mRNA was | = PHg0 (M) g 20T - 2uM-TIGIT
- = 0: BN anti-TIGIT mAb -
= = 50— assayed by RT-gPCR. - 10-
;:i ~ - x4y = 00009590 0.0 0
o **p = 0.001430
o
| S . _ Conclusion
0- 0- IT administration of mPH-804 increases CD8+ T cells in TME | |
L AIDD Q,@\@\@\@\@ 8 These data demonstrate the potential of a TIGIT targeting INTASYL compound
TP OB o V107 mm pes for suppression of TIGIT in the tumor microenvironment (TME). We show that
<O W& <O W8 > = mm NTC (2mg) . . . . : : .
S S B® é\ngQ\?* Q\"% T 310 pmm Mooy (0:5mo) mPH-804 is efficiently delivered intratumorally to immune cells and this results in
ISEIRAN NN m | < m= anti-TIGIT mAD a dose dependent inhibition of tumor growth. Analysis of the TME shows
A cell-based screen identified a potent INTASYL compound able to knock % 5 s S enhanced effector T cell function and increased CD8+ T cells. Further data
down both mRNA (290%) and protein (280%) in the Hepal-6 TIGIT g o shows the ability of PH-804 to silence TIGIT in other cells such as NK cells.
expressing murine cell line. Hepal-6 cells were incubated with mPH-804 for 2 These noyel f'F‘d'”gs suppc_)rt the hypothgss_ tha_t_ local .TIGI.T silencing with
T INTASYL is a viable alternative to checkpoint inhibiting antibodies and warrants

/2 hours, mRNA assayed by RT-gPCR and protein by flow cytometry. . | 0‘| D4 — D8 further investigation in patients
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