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his year, ACS Medicinal Chemistry Letters celebrates its

10th anniversary. To recognize this occasion, we are
publishing a Special Issue entitled “Medicinal Chemistry: From
Targets to Therapies”." Much has happened since our original
call in July 2019 for contributions to this anniversary issue.
Indeed, the coronavirus SARS-CoV has overtaken the world
amidst a global pandemic. Consequently, antiviral research and
vaccine development and production have been catapulted
into the spotlight. In the face of the problem of viral and
bacterial resistance, there is a pressing need for enhanced,
sustained research on anti-infective agents. At the same time,
pharmaceutical treatments in many other fields are still
urgently needed. Medicinal Chemistry is called upon to
answer gaps and inequalities in addressing public health needs,
more than ever on a moment’s notice.

We are honored to be able to present expert articles covering
a wide diversity of topics from some of the most prominent
and creative research groups. These papers address numerous
therapeutic areas, such as autoimmune and inflammatory
diseases, anxiety disorders, bacterial and viral infections,
cachexia and anorexia, cancer, gout, ischemia, pain, metabolic
disorders, chronic obstructive pulmonary disorder (COPD),
asthma, rheumatoid arthritis, psoriasis, lysosomal storage
disorders, and neurodegenerative diseases.

Thirty-three Letters, two Viewpoints, three Innovations and
three Patent Highlights have been contributed by prominent
players in their respective fields. Letters cover subjects such as
cyclooxygenase 1 detection (by Malerba et al.),” FAK-targeting
PROTACs (Gao et al.),” a chimeric inhibitor of macrophage
migration inhibitory factor (Cirillo et al.),* Bruton’s tyrosine
kinase (BTK) inhibitors (Zhang et al.),” oximes for acetylcho-
line esterase reactivation (Gambino et al),’ Zika virus
inhibitors (Coluccia et al.),” phosphodiesterase 4B (PDE4B)
inhibitors (Vadukoot et al.),® sirtuin 1—3 inhibition (Rajabi et
al.),’ analogs of the Gram-negative antibiotic zafirlukast
(Howard et al.),'’ screens for hepatitis B (HBV) antiviral
discovery (Hartman et al.),"" A, adenosine receptor (A;AR)
agonists (Tosh et al.),"” fibroblast growth factor receptor 4
(FGFR4) inhibitors (Liu et al.),"’ inactivators of y-amino-
butyric acid aminotransferase (GABA-AT) (Shen et al.),"*
bitopic agonists of dopamine D;R (Battiti et al.),"> harmaline
analogs as COX-2 inhibitors (Uddin et al.),'° imaging
approaches in osteoarthritis (Uddin et al.),'”” HIV-1 protease
inhibitors (Ghosh et al.),"* brain-permeable tafamidis analogs
(Sinha et al.),"” melanocortin receptor antagonists (Ericson et
al.),”” choline antimetabolites (Bollenbach et al.),*' bromodo-
main and extra-terminal (BET) inhibitors (Altenburg et al.),”*
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raltegravir photoaffinity labels (Pala et al.),”” selective orexin-1
antagonists (Préville et al.),”* folate receptor targeting agents
(Jin et al.),” intracellular peptide delivery (Ng et al.),”
gibberellin-based inhibitors of NF-kB (Annand et al),”’
agonists of a cannabinoid-activated GPCR (Schoeder et
al.),”® ceramide %alactosyltransferase enzyme inhibitors (Thur-
airatnam et al.),” thermoresponsive perfluorocarbon hydrogels
(Herneisey et al.),”" a sigma-2 receptor agonist that could be
effective in COVID-19 (Colabufo et al.),”" a uric acid uptake
inhibitor (Uda et al.),>> and cationic photosensitizers
(Mazumdar et al.).** A Featured Letter describes the discovery
of A-1331852, a first-in-class orally active BCL-XL inhibitor
that can serve both as a tool compound as well as a lead
strugiure for apoptosis-inducing anticancer drugs (Wang et
al.).

Viewpoints provide perspectives on isosteric replacements of
anilines (Sodano et al.)>> and deuterium-switches (DeWitt et
al.).** Innovations demonstrate the utility of phenotypic drug
discovery strategies (Childers et al.),*” allosteric modulators
(Han et al.),”® and brain-penetrant EGFR tyrosine kinase
inhibitors (Tsang et al.).”> The Patent Highlights discuss the
development of dual specificity tyrosine phosphorylation
regulated kinase-1 A (DYRKIA) inhibitors (Kargbo)," a
SMARCA2/4 PROTAC (Kargbo),"" and C-RAF and EGFR
combination therapy (Kargbo).*

Our 10-year anniversary issue includes contributions from
authors in Australia, China, Denmark, Germany, Italy, Japan,
Poland, Singapore, Taiwan, and the USA, reflecting the truly
international nature of contemporary Science. As an ensemble,
these articles showcase the diversity and state-of-the-art of
medicinal chemistry in 2020, as well as implications for future
therapeutic developments.
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Notes

Views expressed in this editorial are those of the authors and
not necessarily the views of the ACS.
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