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Figure 6: Summary Oligonucleotide Revenue Estimates (SM)
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Synthesis of oligonucleotides via monomer and block coupling

Entry Oligomer 5'-to-3 Amidite Concd (M) # of couplings Time (min) Coupling efficiency (%) Yield® (%)

I (rU),gdT rU (2a) 0.10 18 10 98.5 76.5

Il (rU),gdT rU (2a) 0.15 18 20 98.7 80.1 > Monomer

1 (rU)edT ruu (9a) 0.10 9 10 97.2 77.8 .

IV (TU),sdT rUU (9a) 0.15 9 20 983 85.9 > Dimer Block
v (rU),&dT rUUU (14a) 0.10 & 10 86.5 418 .

Vi (FAAUU ), dTdT rUUU (14a) 0.15 6 20 97.2 84.7 > Trimer Block
VI (rAAUU ), dTdT rU (2a), rA (2b) 0.15 16 20 98.0 725

VI (FAAUU ), dTdT rUU (9a), rtAA (9b) 0.15 8 20 98.5 88.8

[EX : "RNA synthesis via dimer and trimer phosphoramidite block coupling”, Tetrahedron Letters]
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= HIO[HA 23 (MT-4 M|ZZF)
Raltegravir ® AZT & Primitegravir
: —
| N Toe | IC,, (M) 560 |
= LHAJO0] 2ot HIVO]| Chek 2fHio]2{A 21t
200 - tHIV-1y,, 5 452
400 L : Protease Inhibitor-resistant
Bl . Reverse Transcriptase Inhibitor-resistant
300 EN B : |ntegrase Inhibitor-resistant
200
96.7
100

3.99 185 0.86 1.723.84 1.02 1.5

ICyo (M)
Pirmitegravir (STP0404)

17.1 .3.53 31.2 218

Raltegravir

1} STPO404

Table 3. Antiviral activity in Raltegravir-resistant strains

Average ICg (range, nM)
Compounds PEMC M4
STPO404 0.08 {0.02~0.22) . 740 (0.95~3.48)
Zidowubine 788 (0.22~20.7) 37.84 (28.T~57.8)
Raltegravir 1.227.70 (12.5~3,038) 2525 (3514 322)
Elvitegrawir - 2751.5 (276~ 10,000)
Dolutegravir - 4 87 (3.07~8.54)
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= New MOA for HIV-cure as "maturation inhibitor” - “Divide and Conquer”, not ‘Shock & Kill' or ‘Block & Lock”
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HIV: Three trials to watch in 2024
-'23.12.18 glﬂ 1"_r¢0'" 20245 "ISE-SHOI: 'cg- HIV Ilﬂx.“ ?:Ié:l. 3?10." E'ég After a pivotal vaccine trial failed earlier this year, research into treatment

and prevention of HIV continues to be vital.
Abigail Beaney December 18, 2023
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Longer-acting, less resistant treatment is needed in HIV

ST Pharm’s Pirmitegravir is a first-in-class potent HIV-1 allosteric integrase inhibitor

(ALLINI) that targets the noncatalytic sites of the viral integrase and interferes with the
integrase-viral RNA interaction during viral maturation.

July 31- August 4, 2023, Boulder, Colorado, USA Discovery and development of novel pyrrolopyridine derivatives as a highly
e e e potent and safe allosteric HIV-1 integrase inhibitor The novel MoA could help in the fight against resistance and could be longer lasting than
SESSION 4 HIV-1 INTEGRASE INHIBITORS AND NOVEL keIl Kim', lll Young L The Nonclinical & Clinical Development of a Novel P CUrTent therapies which would improve the quality of life for HIV patients.
: ANTIRETROVIRAL COMPOUNDS = Integrase Inhibitor, Pirmitegravir
Chairperson: Daniel Adu-Ampratwum, The Ohio State University ! ST PHARM, New D1

Institute of Chemical * Xue Menq', Uk-II Kim', Baek Kim??, Kyungjin Kim'* The Phase Ila, randomised, double-blinded, placebo-controlled, study (NCT05869643) is

SR Kygii Poter K “Cormesponding Auth investigating the antiviral effect, safety, tolerability, and pharmacokinetics of pirmitegravir
ST PHARM, Seoul, Republic of Korea. " ST PHARM, New Drug Innovation, Seoul, Republ . gating the ; Y ¥ P p g
The Fellowship of the Ring: Quest to develop Pirmitegravir, a University, School of Medicine, Department of Pediatrics, 4 1* tréatment-naive adults.
% ?:Zf:ﬁl(;‘em and safe HIV-1 allosteric integrase inhibitor Children’s Healthcare of Atlanta, Center for Drug Disc
- States
* Corresponding Author “This was the first therapy with an ALLINI mechanism of action to reach clinical

development,” Chisholm says. “In Phase I, pirmitegravir was shown to be well tolerated with
a consistent pharmacokinetic profile supporting once-daily dosing. With Phase II data
eagerly anticipated, pirmitegravir will be one to watch in 2024.
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