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Outline
Part 1 (This Webinar):
• Highlights from Drug Approvals (2022 Q1)
• Highlights from Molecules of the Month (2022 Q1)

• AACR and ACS Conference Highlights 
• Q&A

Part 2 (Next Webinar):
• Emerging Startups, Growing Companies, IPOs
• Clinical Readouts, Positive and Negative

• Acquisitions and Partnerships
• Regulatory Actions and other Industry Lessons



New Company Financings with Disclosed Focus

• engineered B-cell 
therapies

• $73M Series A, 
SSF

• tRNA drugs for 
stop codons 
(none in clinic)

• $24M (ARCH, 
Takeda, 8VC), 
Boston

• SM targeting non-
coding RNA/protein 
interactions 
(lncRNA)

• $56M, Cambridge, 
MA

• enzyme-based mtDNA
modification

• $20M+ (ARCH, GV, …) 
Waltham, MA/Gothenburg, 
SE

• rapalogs (mTOR)
• for longevity

• GPCR native 
complexes/cryo-EM

• $100M Series A (Third 
Rock), SSF

😍😍

😎😎

😯😯

😀😀
😯😯

• 14-3-3-based 
molecular glues

• Hit-to-lead
• $85M Series A 

(Nextech)

😎😎

• polymer-
encapsulated 
cells making IL-2

• $45M Series A, 
Natick, MA

https://endpts.com/with-a-new-startup-arch-and-takeda-wade-into-growing-search-for-a-swiss-army-knife-rna-drug/
https://endpts.com/exclusive-arch-and-gv-are-building-a-large-startup-focused-on-mitochondrial-diseases/
https://www.science.org/doi/10.1126/sciadv.abm1032


approvals



Highlights from NME Approvals (2022 Q1)

• Shorter half-life (8 h) than suvorexant 
(12 h) and lemborexant (17 h) to reduce 
morning grogginess

• Idorsia (formerly Actelion), 
DataWarrior originators

• November 2020 MOTM

10 NME Approvals, Live Tally Here: https://drughunter.com/resource/2022-drug-approvals/

lemborexant (Eisai) suvorexant (Merck)

https://drughunter.com/resource/2022-drug-approvals/


Highlights from NME Approvals (2022 Q1)

• First new checkpoint inhibitor 
immunotherapy mechanism since 
CTLA-4, PD-1/PD-L1

• TIGIT was widely thought to lead until 
Roche Ph. III; very active space (TIM-3, 
OX40, CD73, STING, …)

• Half-life of Lag-3 antibody matches 
PD-1 antibody remarkably well!

• OS improvement, ORR = 43% vs. 33% w/ 
nivolumab monotherapy



Highlights from NME Approvals (2022 Q1)

• PSMA = “prostate-specific membrane 
antigen” – widely used as tumor 
marker for antibodies, ADCs, 
bispecifics, CAR-Ts, etc.

• Also an enzyme targetable by small 
molecules!

• ORR = 30% vs. 2% for BSoC

• William Fair, discoverer of PSMA, died 
of metastatic prostate cancer in 1995



Highlights from NME Approvals (2022 Q1)
• GABA-A receptor PAM / neurosteroid

• Binds to steroid allosteric site, same site 
hypothesized to be responsible for AR 
antagonist seizures (e.g. enzalutamide)

• Does not produce sulfate metabolites that can 
induce seizures (vs. endogenous 
allopregnanolone is substrate of isoenzymes)

allopregnanolone (Zulresso), 
IV, half-life = 9 h

pregnenolone sulfate



Highlights from NME Approvals (2022 Q1)
• first-in-class allosteric activator of pyruvate kinase (PK) 

for hemolytic anemia in pyruvate kinase deficiency

• not a kinase biochemically, mediates last step of 
glycolysis; mature RBCs lack mitochondria and need 
glycolysis

• increases activity of both WT and mutant PK enzymes in 
patient RBCs

• active against broad range of mutants (PK deficiency 
caused by hundreds of mutations)

• reduction in transfusion burden, first disease-modifying 
treatment; Forma PKA etavopivat in MOTM March
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Highlights from NME Approvals (2022 Q1)

• 9-28x selectivity over 
JAK2; from pan-JAK 
inhibitor tofacitinib

momelotinib (Sierra 
Oncology, $1.7B GSK acq.)
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• JAK2 inhibition suspected to cause 
anemia (role in EPO and TPO 
signaling)

• JAK1 selectivity pursued for 
inflammatory diseases

• JAK2 inhibitors (ruxolitinib, 
fedratinib) paradoxically improve 
anemia in myelofibrosis patients by 
inducing apoptosis of pathological 
blood cell precursors

• Pacritinib shows clinical benefit in 
myelofibrosis patients with 
thrombocytopenia, attributed to 
better JAK1-selectivity (55x 
biochemically, ~5x in cells)

• Efficacy > elegance



MotM



Highlights from Molecules 
of the Month – Jan.

• Non-peptidic, non-covalent inhibitor, no PK 
booster needed (in contrast to nirmeltravir + 
ritonavir)

• Potential for fewer DDIs in COVID patients

• From pharmacophore-guided virtual screening 
(300 hits confirmed by HT-MS), starting point 
8.6 uM



Highlights from Molecules 
of the Month – Feb.

• Partial GK activator – GK activators hot in the 
2000’s, problem was hypoglycemia

• Ph. I completed in 2011, 2012, well-tolerated 
but target class largely halted because of loss of 
efficacy over time

• Not a prodrug!

• PD correlates w/
parent

• 25 uM hit, nice
use of conf.
analysis on
heterocycle opt.



Highlights from Molecules 
of the Month – Mar.
• Sanofi bought Principia for $3.7B to obtain 

these assets

• Interesting case study to watch for the 
reversible covalent principle – will it prove 
safer long term?

• BTKi being explored outside of oncology (MS, 
other immune thrombocytopenia, CU, …) 
where ibrutinib tox. (cardiac arrhythmias, 
bleeding, infection, etc.) less tolerated



Highlights from Molecules 
of the Month – Mar.
• Nominated by Dennis Koester:

• Speed of kill – reduces parasite burden fast (no 
viable parasites within 24 h), important for 
reducing symptoms and resistance

• No resistance mutants identified yet though 
multiple selection studies have been performed 
– active vs. field isolates and drug-resistant 
strains

• Long human half-life, potential single dose 
cure

• From 1.5M compound phenotypic screen (0.27 
uM hit)



Highlights from Molecules 
of the Month – Mar.
• Ph. II for neuropathic pain; novel 

target
• Bold for a CNS-penetrant kinase 

inhibitor for pain – farthest a kinase 
inhibitor has gone beyond oncology?

• Other CNS-penetrant kinase inhibitors 
(LRRK2, DLK, RIPK1) have been for 
more serious conditions and appear to 
have had safety issues

• AAK1 inhibition appears to be well-
tolerated



Highlights from Molecules 
of the Month – Mar.
• Previous clinical candidate for SMA

• As also reported by PTC, HTT 
modulation is a property of splicing 
modifiers

• HTT modulation observed in SMA 
patients – now being tested for HD

• Lowers HTT expression – see also
HTT-D3 (PTC); PTC has CNS-
penetrant Ph. II candidate for HD



disclosures



ACS Spring 2022

• KIF18A is a mitotic kinesin motor 
protein regulating chromosome 
positioning

• Synthetic lethal play for 
chromosomally unstable cancers

• Motor proteins as a class increasingly 
appear to be actionable (beyond 
myosin inhibitors and activators like 
from Myokardia/Cytokinetics)



ACS Spring 2022

• Differentiating based on fast action 
(target inactivation between 20 min-
30 h)

• For treating acute HAE attacks (Google 
images)

• Berotralstat specifically limited in label 
against use in acute HAE attacks

• To demonstrate this profile, KalVista
developed faster immunoassay

• Ph. II endpoints met, potential NDA 
2024



ACS Spring 2022

• 4th Generation EGFR inhibitor

• WT-selectivity, mutant activity, and 
brain-penetration make it a strong 
contender for best-in-class

• Blueprint pursuing EGFR combos 
aggressively (e.g. recent acquisition of 
Lengo for BP exon 20)



AACR 2022 – Interesting MoAs

• PDE3A-SLFN12 molecular glue/velcrin (Broad Institute hit, Bayer going into 
Ph. I) – stimulates SLFN12 RNAse activity cleaving tRNA-Leu-TAA -> 
ribosomal pausing – gain of function glue mechanism!

• Phosphatase inhibitor going into clinic (IO + tumor intrinsic activities)
• DUB inhibitor going into clinic



learn more



Deep Dives
(MotM)



Deep Dives
(Approvals)



Industry Reviews

Monthly UpdatesNew Additions



Searchable Deep Dives

e.g. “CNS-penetrant” or “DEL screen”

Searchable 
Deep Dives



save days to weeks

dennis@drughunter.com

stay tuned for part II!

drughunter.com/contact
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