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Research Publication
2024

1.

Innovative Peptide Architectures: Advancements in Foldamers and Stapled Peptides
for Drug Discovery,

Z. Dongrui, M. Miyamotoa, H. Yokoo,* Y. Demizu*

Expert Opin. Drug Discov., accepted.

2. Photo-regulated PROTACS: A novel tool for temporal control of targeted protein
degradation,

H. Xu, N. Ohoka*, T. Inoue, H. Yokoo,* Y. Demizu*
Bioorg. Med. Chem. Lett., accepted.

3. PEG-OligoRNA Hybridization to mRNA Enables Fine-Tuned Polyplex PEGylation
for Spleen-Targeted mRNA Delivery, M. Suzuki,” Y. Mochida,” M. Hori, A. Hayashi,
K. Toh, T. A. Tockary, X. Liu, V. Marx, H. Yokoo, K. Miyata, M. Oba, S. Uchida*,
Small Science, accepted.

4. Rapid determination of the absolute configuration of ranitidine hydrochloride API in
two crystal forms using microcrystal electron diffraction
H. Yokoo,* Y. Aoyama, Y. Ogaeri, T. Matsumoto, E. Yamamoto, N. Uchiyama, Y.
Demizu* Chem. Pharm. Bull., accepted.

5. Rational Design of Amphipathic Antimicrobial Peptides with Alternating L-/D-
Amino Acids that Form Helical Structures
M. Hirano, H. Yokoo,* N. Ohoka, T. Ito, T. Misawa, M. Oba, T. Inoue, Y. Demizu*
Chem. Pharm. Bull., 72, 149-154 (2024).

6. Insilico prediction of N-nitrosamine formation pathways in pharmaceutical products
G. Tsuji,* T. Kurohara, T. Shoda, H. Yokoo, T. Ito, S. Masada, N. Uchiyama, E.
Yamamoto, Y. Demizu*

Chem. Pharm. Bull., 72, 166—172 (2024)

7. Expansion of Targeted Degradation by Gilteritinib-Warheaded PROTACs to ALK
Fusion Proteins,
H. Yokoo,” G. Tsuji,” T. Inoue, M. Naito, Y. Demizu,*, N. Ohoka* Bioorganic
Chemistry, 145, 107204, (2024).

2023

8. Oligosarcosine-modified arginine-rich peptide carriers for intracellular plasmid DNA

delivery

H. Yokoo,* A. Dirisala, S. Uchida, M. Oba* ACS Biomaterials Science and
Engineering, 10, 2, 890-896 (2024)

Selected as Supplementary Cover



10.

11.

12.

13.

14.

15.

16.

17.

Sculpting Secondary Structure of a Cyclic Peptide: Conformational Analysis of a
Cyclic Hexapeptide Containing a Combination of L-Leu, D-Leu and Aib Residues

T. Ito, H. Yokoo, T. Kato,* M. Doi, Y. Demizu* ACS Omega, 8, 44106—44111
(2023)

Magainin 2-derived stapled peptides derived with the ability to deliver pPDNA, mRNA,
and siRNA into cells

M. Hirano, H. Yokoo, C. Goto, M. Oba, T. Misawa,* Y. Demizu* Chem. Sci., 14,
10403-10410 (2023).

Development of hydrophobic cell-penetrating stapled peptides as drug carriers, K.
Tsuchiya , K. Horikoshi, M. Fujita, M. Hirano, M. Miyamoto, H. Yokoo,* Y. Demizu*
Int. J. Mol. Sci, 24, 11768 (2023).

Effect of helicity and hydrophobicity on cell-penetrating ability of arginine-rich
peptides

M. Oba,* S. Nakajima, K. Misao, H. Yokoo, M. Tanaka

Bioorg. Med. Chem., 91, 117409 (2023).

Investigating the cell permeability of PROTACs

H. Yokoo, M. Naito,* Y. Demizu*

Expert Opin. Drug Discov., 18, 357-361 (2023).

An amphipathic structure of a dipropylglycine-containing helical peptide with

sufficient length enables safe and effective intracellular siRNA delivery

M. Oba,* M. Shibuya, Y. Yamaberi, H. Yokoo, S. Uchida, A. Ueda, M. Tanaka
Chem. Pharm. Bull., 71, 250-256 (2023).

Highlighted paper selected by Editor-in-Chief

Selected as Featured Article

Comprehensive synthesis of 20 fentanyl derivatives for their rapid differentiation by
GC-MS analysis

T. Kurohara,” T. Ito,” G. Tsuji,* T. Misawa,* H. Yokoo, M. Kawamura, T. Shoda, R.
Hanajiri-kikura, Y. Demizu

HETEROCYCLES, 106, doi:10.3987/COM-22-14760 (2023).

Advanced solid-state NMR analysis of two crystal forms of ranitidine hydrochloride:
Detection of 1H-14N intra-/intermolecular correlations

H. Yokoo,” S. Tanaka,” E. Yamamoto, G. Tsuji, Y. Demizu,* N. Uchiyama*

Chem. Pharm. Bull., 71, 58-63 (2023).

Highlighted paper selected by Editor-in-Chief

Selected as Featured Article

In silico design, synthesis and evaluation of PROTAC against hematopoietic



prostaglandin D synthase
H. Yokoo, N. Shibata,* Y. Demizu*
Methods Mol. Biol., in press.

2022

18.

19.

20.

21.

22.

23.

Structure—Activity Relationship Study of PROTACs against Hematopoietic
Prostaglandin D> Synthase

Y. Murakami, * H. Osawa, * T. Kurohara, # Y. Yanase, T. Ito, H. Yokoo, N. Shibata, M.
Naito, K. Aritake, Y. Demizu*

RSC Med. Chem., 13, 1495-1503 (2022).

Selected as Front Cover

Recent Advances in PROTAC Technology toward New Therapeutic Modalities

H. Yokoo,* M. Naganuma, M. Oba, Y. Demizu*

Chem. Biodivers., 19, €202200828 (2022).

Selected as Front Cover

Development of delivery carriers for plasmid DNA by conjugation of a
helical template to oligoarginine,

H. Yokoo,” T. Misawa,” T. Kato, M. Tanaka, Y. Demizu,* M. Oba,*

Bioorg. Med. Chem., 72, 116997 (2022).

Development of rapid and facile solid-phase synthesis of PROTACsS via a variety of
binding styles

H. Xu,” T. Kurohara, # R. Takano, H. Yokoo, N. Shibata, N. Ohoka, T. Inoue, M. Naito,
Y. Demizu*

ChemistryOpen, 11, 202200131 (2022)

Cell-penetrating peptides: emerging tools for mRNA delivery

H. Yokoo, M. Oba,* S. Uchida*

Pharmaceutics, 14, 78 (2022).

Fcy receptor-dependent internalization and off-target cytotoxicity of antibody-drug
conjugate aggregates

M. Aoyama,* M. Tada, H. Yokoo, Y. Demizu, A. Ishii-Watabe

Pharm. Res., 39, 89-103 (2022).

2021

24.

Synthesis of Norgestomet and its 17B-isomer and evaluation of their agonistic
activities against progesterone receptor

T. Kurohara, T. Ito, G. Tsuji,* T. Misawa,* H. Yokoo, Y. Yanase, T. Shoda, T. Sakai,
J. Hosoe, N. Uchiyama, H. Akiyama, Y. Demizu

Bioorg. Med. Chem., 49, 116425 (2021).



25.

26.

27.

28.

29.

30.

31.

32.

33.

Peptide Stapling Improves the Sustainability of a Peptide-Based Chimeric Molecule
That Induces Targeted Protein Degradation.

H. Yokoo, # N. Ohoka, # M. Takyo, T. Ito, K. Tsuchiya, T. Kurohara, K. Fukuhara, T.
Inoue, M. Naito, Y. Demizu*

Int. J. Mol. Sci., 22, 8772 (2021).

Molecular design, synthesis and evaluation of SNIPER(ER) that induces targeted
protein degradation of ERa

N. Ohoka,” H. Yokoo,” K. Okuhira, Y. Demizu, M. Naito*

Methods Mol. Biol., 2418, 363-382 (2022).

Structure-activity relationship study of amphipathic antimicrobial peptides using
helix-destabilizing sarcosine.

H. Yokoo*, M. Hirano, N. Ohoka, T. Misawa, Y. Demizu*

J. Pept. Sci., 3360, 1-6 (2021).

Discovery of a highly potent and selective degrader targeting hematopoietic
prostaglandin D synthase via in silico design.

H. Yokoo, N. Shibata*, A. Endo, T. Ito, Y. Yanase, Y. Murakami, K. Fujii, Y. Saeki,
M. Naito*, K. Aritake*, Y. Demizu*

J. Med. Chem., 64, 15868-15882 (2021).

Selected as Supplementary Cover

ChemRxivDOI: 10.26434/chemrxiv.14739486.v1

Formation from Ranitidine Impurities: Possible Root Causes of the Presence of
NDMA in Ranitidine Hydrochloride.

H. Yokoo, E. Yamamoto*, S. Masada, N. Uchiyama, G. Tsuji, T. Hakamatsuka, Y.
Demizu, K. Izutsu, Y. Goda

Chem. Pharm. Bull., 69, 872-876 (2021).

Synthesis of (S)-(—)-cucurbitine and conformation of its homopeptides.

Y. Yamaberi, R. Eto, T. Umeno, T. Kato, M. Doi, H. Yokoo, M. Oba* , M. Tanaka*
Org. Lett., 23, 4358-4362 (2021).

Development of agonist-based PROTACS targeting liver X receptor.

H. Xu, N. Ohoka, H. Yokoo, K. Nemoto, T. Ohtsuki, H. Matsufuji, M. Naito, T. Inoue,
G. Tsuji*, Y. Demizu*

Front. Chem., 9, 674967 (2021)

Protocols for synthesis of SNIPERs and the methods to evaluate the anticancer effects.
Y. Tsukumo, G. Tsuji, H. Yokoo, N. Shibata, N. Ohoka, Y. Demizu, M. Naito*
Methods Mol. Biol., 2365, 331-347 (2021).

Development of hematopoietic prostaglandin D synthase-degradation inducer.



34.

35.

36.

H. Yokoo, N. Shibata, M. Naganuma, T. Ito, K. Aritake,* M. Naito,* Y. Demizu*
ACS Med. Chem. Lett., 12,236-241 (2021).

Selected as Supplementary Cover

ChemRxiv, doi.org/10.26434/chemrxiv.13040723.v1.

Development of Antimicrobial Stapled Peptides Based on Magainin 2 Sequence.

M. Hirano, C. Saito, H. Yokoo, C. Goto, R. Kawano, T. Misawa,* Y. Demizu*
Molecules, 12,236-241 (2021).

Helical antimicrobial peptide foldamers containing non-proteinogenic amino

acids.

H. Yokoo, M. Hirano, T. Misawa, Y. Demizu*

ChemMedChem, 17, 1226-1233 (2021)

Development of novel selective TGRS ligands based on 5,6,7,8 - tetrahydro -
5,5,8,8 - tetramethylnaphtaklene skeleton

R. Terui, Y. Yanase, H. Yokoo, Y. Suhara, M. Makishima, Y. Demizu, T. Misawa
ChemMedChem, 330, 317 (2021).

Selected as Front Cover

2020

37.

38.

39.

40.

41.

Rational Design of Helix-stabilized Antimicrobial Peptide Foldamers Containing oo~
Disubstituted Amino Acids or Side-Chain Stapling.

M. Hirano, C. Saito, C. Goto, H. Yokoo, R. Kawano, T. Misawa,* Y. Demizu*
ChemPlusChem, 85, 2731-2736 (2020).

Temperature-dependent formation of N-nitrosodimethylamine during the storage of
ranitidine reagent powders and tablets.

Y. Abe, E. Yamamoto, H. Yoshida, A. Usui, N. Tomita, H. Kanno, S. Masada, H.
Yokoo, G. Tuji, N. Uchiyama, T. Hakamatsuka, Y. Demizu, K. Izutsu, Y. Goda, H.
Okuda

Chem. Pharm. Bull. 68, 1008-1012 (2020).

Design and synthesis of peptide-based chimeric molecules to induce degradation of
the estrogen and androgen receptors.

H. Yokoo, N. Ohoka, M. Naito, Y. Demizu*

Bioorg. Med. Chem. 28, 115595 (2020).

De novo Design of Cell-penetrating Foldamers.

H. Yokoo, T. Misawa*, Y. Demizu*

Chem. Rec. 20, 912-921 (2020).

Selected as Front Cover

Facile synthesis of kwakhurin, a marker compound of Pueraria mirifica and its



42.

43.

quantitative NMR analysis for standardization as a reagent.

G. Tsuji, M. Yusaa, S. Masadaa, H. Yokoo, J. Hosoe, T. Hakamatsuka, Yosuke
Demizu, N. Uchiyama

Chem. Pharm. Bull. 68, 797-801 (2020).

Design and synthesis of 4-(2-pyrrolyl)-4-phenylheptane derivatives as estrogen
receptor antagonists.

M. Naganuma, H. Yokoo, T. Misawa, K. Matsuno, G. Tsuji*, Y. Demizu*
Heterocycles, 101, 429-434 (2020).

Development of photoswitchable estrogen receptor ligands.

K. Tsuchiya, T. Umeno, G. Tsuji, H. Yokoo, M. Tanaka, K. Fukuhara, Y. Demizu, T.
Misawa

Chem. Pharm. Bull., 68, 398-402 (2020).

2019

44,

A Polarity-Sensitive Fluorescent Amino Acid and its Incorporation into Peptides for
the Ratiometric Detection of Biomolecular Interactions.

H. Yokoo, H. Kagechika, A. Ohsaki, T. Hirano*

ChemPlusChem, 84, 1716-1719 (2019).

Highlighted in ChemistryView, 2019.

2018

45.

Unique properties of 1,5-naphthyridin-2(1H)-one derivatives as environmental-
polarity-sensitive fluorescent dyes.

H. Yokoo, A. Ohsaki, H. Kagechika, T. Hirano*

Eur. J. Org. Chem., 5, 679-687 (2018).

Selected as Outstanding Organics. (Highlight)

2016

46.

Structural development of canthin-5,6-dione moiety as a fluorescent dye and its
application to novel fluorescent sensors.

H. Yokoo, A. Ohsaki, H. Kagechika, T. Hirano*

Tetrahedron, 72, 5872-5879 (2016).

Proceedings

1.

Intracellular plasmid DNA delivery using helical template conjugated oligoarginine
H. Yokoo, T. Misawa, T. Kato, M. Tanaka, Y. Demizu, M. Oba*
Peptide Science 2022, 77-78 (2023).
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(2023, 1/4)
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10.

H. Yokoo, Z. Dongrui, Y. Demizu, Development of nanoparticle-based protein
degradation inducers based on nucleic acid delivery, 37th European Peptide
Symposium & 14th International Peptide Symposium, Italy (2024.8/25-30).

M. Hirano, H. Yokoo, M. Oba, T. Misawa, Y. Demizu, Development of novel
amphipathic stapled peptides as DDS carriers for intracellular delivery of nucleic
acids, 37th European Peptide Symposium & 14th International Peptide Symposium,
Italy (2024.8/25-30).

H. Yokoo, N. Shibata, A. Endo, T. Ito, Y. Yanase, Y. Murakami, K. Fujii, M. Oba, Y.
Saeki, M. Naito, K. Aritake, Y. Demizu, Discovery of a highly potent and selective
degrader targeting hemato-poietic prostaglandin D synthase based on in silico design
13th AFMC INTERNATIONAL MEDICINAL CHEMISTRY SYMPOSIUM, online
(2021, 12)

E. Yamamoto, H. Yokoo, H. Kan-no, N. Tomita, S. Masada, N. Uchiyama, G. Tsuji,
T. Hakamatsuka, Y. Demizu, K. Izutsu, Y. Goda, Control of N- nitrosodimethylamine
(NDMA) in drug substances, The 31st International Symposium on Pharmaceutical
and Biomedical Analysis (PBA2021), Kyoto (2021.8).

H. Yokoo, N. Ohoka, M. Naito, Y. Demizu, Design and synthesis of peptide-based
chimeric molecules to induce degradation of the estrogen and androgen receptors,
The International Conference of 57" Japanese Peptide Symposium, online (2020, 11)
T. Misawa, M. Hirano, H. Yokoo, Y. Demizu, Development of post-functionalizable
antimicrobial peptide foldamers, The International Conference of 57" Japanese
Peptide Symposium, online (2020, 11)

Y. Abe, E. Yamamoto, H. Yoshida, S. Masada, H. Yokoo, G. Tsuji, N. Uchiyama, T.
Hakamatsuka, Y. Demizu, K. Izutsu, Y. Goda, H. Okuda, Temperature-dependent
formation of N-nitrosodimethylamine (NDMA) during the storage of ranitidine
reagent powders and tablets, A4APS 2020 PharmSci 360, online (2020, 10).

G. Tsuji, M. Naganuma, H. Yokoo, T. Misawa, K. Matsuno, Y. Demizu, Design and
synthesis of 4-(2-pyrrolyl)-4-phenylheptane derivatives as estrogen receptor ligands,
17" Annual Discovery on TARGET, Boston, USA (2019, 9).

H. Yokoo, A. Ohsaki, H. Kagechika, T. Hirano, Development and applocation of
novel polarity-sensitive fluorophore based on fluorescent natural compounds, The 3™
International Symposium on Biomedical Engineering , Hiroshima (2018, 11).

H. Yokoo, A. Ohsaki, H. Kagechika, T. Hirano, Development of novel environment-
dependent fluorophore derived from fluorescent natural compounds, Bioanalytical

Sensors, Gordon Research Conference, Newport (2018, 6).



11.

H. Yokoo, A. Ohsaki, H. Kagechika, T. Hirano, Development of Novel Fluorescent
Sensors Based on Fluorescent Natural Compounds, 252nd American Chemical
Society National Meeting & Exposition, Philadelphia (2016, 8).
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