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Instructions for Authors (Volume 1)

Identify articles to abstract in the journals you have been assigned. Try to pick things that the group (or specific subgroups)
would like to read or should be aware of. This does not need to be limited to chemistry! If you encounter interesting pieces of media
elsewhere (The Economist being a recent example) don't hesitate to let the group know. If you are splitting a journal with another group
member, talk with him/her to be sure you are not reviewing redundantly. If you are not able to cover your journal for some reason, get
someone to cover it for you—as if it were your group job.

Create an Abstract

Abstract submissions are usually prepared using ChemDraw. The editors of the Lit Review strongly encourage the copying of
graphical material from PDF files and wish to point out the following. Graphics stored in PDF files are typically of postscript or >300 dpi
quality. When an image is copied into a ChemDraw document, a screen snapshot is taken, and the image is captured at the present
screen resolution. If the PDF file is being viewed zoomed-in, this typically results in the transfer of a high quality image. If the PDF is
being viewed zoomed-out, a low quality image typically results. Text can be copied from a PDF file and pasted as text using the text
select or column select tool. Once pasted, this text behaves as if it were input from the keyboard.

Include a brief textual summary of the article; an example of a completed abstract is shown below. The list of topics and
subgroups on the right is useful to highlight which subgroups should pay attention to your abstract and roughly what kind of chemistry
the article contains.

Please email the files to knear@stanford.edu. Late abstracts will be included in the Lit Review for the following month. PCs
please send .cdx and macs please send .pdf files.

Citation: Abeyweera, T.P.; Rotenberg, S.A. Biochemistry 2007, 46, 2364-2370
Design and Characterization of a Traceable Protein Kinase C-alpha bloorganl.c
asymmetric
Protein kinase CR (PKCR) is a eritical component of methods
pathways that govern cancer-related L4 S \ Y synthesis
phenotypes such as invasion and proliferation. Proteins | \° 2 " =~ m-echanism
that serve as immediate substrates for PKCR ) i 2 -
offer potential targets for anticancer drug design. To ‘4‘ # | 1 Car % rev le\.’v
identify specific substrates, a mutant of PKCR (M417A) [ 2 ?{ ! other
was constructed at the ATP binding site such that it (g N\ l
could bind a sterically large ATP analogue derivatized -  d X g I OM
through the NG amino group of adenosine (I¢-32P1-N6- \\| VAL NEAH, Bryo
phenyl-ATP). Because this analogue could be utilized ‘\’ \Kﬁ“ o o Apop
by the mutant kinase but not by wild-type PKCR (or e " 7 Hybrid
presumably other protein kinase) to phosphorylate \ J wer Gnid/ Kirk
peptide or protein substrates, 32P-labeled products were Y &~ ¢ o Laulimalide
the direct result of the mutant PKCR. “ 5
Drug Deliv.
Citation: Dictionary.com (search term = "mook")
For those of you who always wanted to know what it meant.... methods
mook Pronunciation Key (mk) n. Slang synthesis
An insignificant or contemptible person.

DON'T BE A MOOK!

Lit Review MOOKS include those who:

- fail to submit their abstracts in a timely fashion (or at all), or

- claim there was nothing to abstract in JACS, JOC, Org. Lett., etc.
Penalties for being a Lit Review MOOK:

- You will get last choice when it’s time to pick new journals.
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Citation: Salamon, H. et al. ACS Chem. Biol. 2016, DOI:10.1021/acschembio.5b00981
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Geinguenaud, F. et al. ACS Chem. Biol. 2016, DOI:10.1021/acschembio.5b01053
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Citation: Alam, R. et. al, ACS Nano, 2016, 10 (2)1969-1997

Probing Bioluminescence Resonance Energy Transfer in
Quantum Rod-Luciferase Nanoconjugates
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Citation: Abdelmohsen, L. et. al, ACS Nano, 2015, 10 (2) 2652-2660.

Dynamic Loading and Unloading of Proteins in Polymeric

Stomatocytes: Formation of an Enzyme-Loaded bioorganic
Supramolecular Nanomotor methods
synthesis
Enzyme-Driven Supramolecular Nanomotor _“ mechanism
o review
other
OM
Bryo
water DDO
957 THF : dioxane direction of propulsion Hybrid
4 glucose oxidase P Drug Deliv.
i CAIRIESS ' Prostratin
Citation:  Nastiuk, K. L.; et al. Adv. Drug Deliv. Rev. 2016, 98, 35-40.
Opportunities and challenges in combination gene cancer therapy
Combination therapies are an increasingly important part of the anti- blootrhgaéuc
cancer drug armamentarium. In the case of cytotoxic chemotherapy, multi- smzthzsiss
drug regimens rapidly became the norm, as the earliest single agents chhanism
were relatively ineffective. In contrast to chemotherapy, where review
combination therapies were required in order to achieve treatment other
efficacy, for both hormonal and targeted therapies the impetus to move
toward the use of combination therapies is to prevent or reverse the oM
development of treatment resistance. In addition, emerging evidence Bryo
suggests that combination therapy may also improve cancer treatment by DDO
neutralizing an emerging treatment side effect termed therapy-induced Hybrid
metastasis, which accompanies some effective single agent therapies. | Drug Deliv.
Finally, although gene therapy is still far from use in the clinic, we propose Prostratin
that combination therapies may enhance its effectiveness.
Citation: Wang, J. et al. Angew. Chem Int. Ed. 2016, 55, 2796-2800.
Stretch-Induced Drug Delivery from Superhydrophobic Polymer
Composites: Use of Crack Propagation Failure Modes for Controlling bioorganic
Release Rates methods
. synthesis
--- - mechanism
F . . review
Mechanoresponsive delivery:
. . . . . other
Increasing tensile strain and Superhydrophobic composites were
release developed whose drug release rates can
810 _&_ be controlled through the applied tensile OM
o -1.0 strain. Strain-dependent in vitro delivery of Bryo
8 -0.5 anticancer agents (cisplatin and 7-ethyl-10- DDO
¢ 5 -0.3 hydroxycamptothecin) to esophageal Hybrid
*QE) :81 cancer cglls .and ex vivg delivery of Drug Deliv.
2 | fluorescein diacetate with an esophageal Prostratin
0 Time stent are demonstrated.
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Citation: Ma, Y. et al. Angew. Chem Int. Ed. 2016, 55, 3304-3308.

A Telomerase-Specific Doxorubicin-Releasing Molecular Beacon for bi .
. ioorganic
Cancer Theranostics
methods
synthesis
Dox-AuNP-MBs | N mechanism
\ Telomerase beacons: A molecular- review
beacon—pased drug delivery system other
was designed for both detection of
telomerase activity in living cells and
: oM
telomerase-triggered drug release. B
This molecular beacon (MB) could yo
specifically distinguish tumor cells DDC_)
and normal cells on the basis of Hybrid
telomerase activity, release Drug Deliv.
doxorubicin, and avoid toxicity in Prostratin
healthy organs.
Citation: Zhu, Y. et al. Angew. Chem Int. Ed. 2016, 55, 3309-3312.
Polymeric Nanoparticles Amenable to Simultaneous Installation of bi .
. . . . . ioorganic
Exterior Targeting and Interior Therapeutic Proteins
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Citation: Prasetyanto, E. A. et al. Angew. Chem Int. Ed. 2016, 55, 3323-3327.
Breakable Hybrid Organosilica Nanocapsules for Protein Delivery , ,
bioorganic
methods
Speshell delivery: The synthesis
construction of a breakable shell mechanism
around proteins can be used for review
encapsulation and delivery of other
functional proteins. The shell
comprises silica units that are held oM
together with disulfide bridges. Bryo
These stimulus-responsive
; : DDO
containers break into very small Hvbrid
pieces upon contact with the cell yon .
environment, and the proteins Drug De!“"
retain their activity during Prostratin
encapsulation.




Citation: Medina, S. H. et al. Angew. Chem Int. Ed. 2016, 55, 3369-3372.

An Intrinsically Disordered Peptide Facilitates Non-Endosomal Cell Entry
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Intrinsic peptide disorder mechanism
mediates cytoplasmic review
delivery of cell-impermeable other
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OM
Bryo
Disorder imparts order: CLIP6, an intrinsically disordered peptide, mediates cellular DDO
entry through non-endosomal physical translocation across the membrane. This Hybrid
activity, defined by its unstructured state, facilitates the delivery of membrane- Drug Deliv.
impermeable cargo to the interior of cells. Prostratin
Citation: Rullo, A. et al. Angew. Chem Int. Ed. 2016, 55, 3642-3646
Re-engineering the Inmune Response to Metastatic Cancer: Antibody- ] ]
o . . bioorganic
Recruiting Small Molecules Targeting the Urokinase Receptor
methods
Ternary complex ¢ """ synthesis
\ ~ TBT ABT [ mechanism
\ cancer ! /i;l;(;f ) cancer tari geted review
. cell D TRmoz . cell destruction other
/7 | £ OM
uPAR ' Q \ anti-DNP antibody Bryo
DDO
Marked for death: A small-molecule immunotherapeutic strategy involves the Hybrid
selective tagging of cancer cells for immune-cell recognition and targeted destruction. Drug Deliv
This approach holds tremendous promise in guiding the development of selective o
. . i . . : . Prostratin
treatments against highly aggressive metastatic cancers with potentially few side
effects.
Citation: Martinelli, J. Bioconjugate chemistry 2016, 27 (2), 446-456.
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Citation: Biomacromolecules 2016, 17 (3), 699-709.

Thermodynamic Pre_synthetlc ans@eratlons for Ring- bioorganic
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Citation: Biomacromolecules 2016, 17 (3), 1004-1016.
Dual Functional Nanocarrier for Cellular Imaging and Drug Delivery in bioorganic
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review
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Dual Fe Poly Nar ier for Imaging and Delivery
Citation: Devkota, et al. Bioorg.
Med. Chem. 2016, 24, 938-956
Design, synthesis, and
biological evaluation of bioorganic
water-soluble amino methods
acid prodrug hesi
conjugates derived o j syn}‘i esls
from combretastatin, =N ' c : o fREChamistl
dihydronaphthalene, a KGPOS 7(kopos) 32 (KGPOS), n=1 review
and benzosuberene- Bl o 33 (KGP156), n =2 other
based parent vascular [l il i et Tubulin Inhibition (1C,,) 0.62 - 1.3 M
disrupting agents OM
. . o . . Bryo
In an effort to discover new vascular disrupting agents with improved water solubility and potentially DDO
greater bioavailability, various amino acid prodrug conjugates (AAPCs) of potent amino ;
combretastatin, amino dihydronaphthalene, and amino benzosuberene analogs were synthesized Hybrid
along with their corresponding water-soluble hydrochloride salts. These compounds were evaluated | Drug Deliv.
for their ability to inhibit tubulin polymerization and for their cytotoxicity against selected human Prostratin

cancer cell lines.
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Citation: Gazzano, et al.
annrg Med. Chem 7"16’ 74’

O¥ergéming multidrug resistance . A e
by targeting mitochondria with NO- > |V deactivation bioorganic
H ici DOJ(O NO
donating doxorubicins i H“ - methods
> = synthesis
// * o [ mochondria c@sm mechanism
/ ABC transporters 3 Mlivd"im .
I o deactivation I | review
|_... z k m M Mitochondrial / other
toicity |/
\ Mitochondrion ///
Sy ‘xmmuhtlon o OM
. o . o Bryo
A library of nitric oxide-donor doxorubicins (NO"CDOXOs) was synthesized by linking appropriate NO-donor
moieties at C-14 position through an ester bridge. Their hydrolytic stability was evaluated. The intracellular DDO
accumulation and cytotoxicity of these novel NO"CDOXOs were studied in DOXO-sensitive (HT29) and DOXO- Hybrid
resistant (HT29/dx) tumor-cells. Hydrolytically-stable compounds accumulated in HT29 and HT29/dx cells, Druge Deliv
thanks to the nitration of plasma-membrane efflux transporters. Surprisingly, no close correlation was found g o
between intracellular accumulation and cytotoxicity. Only compounds with high mitochondria retention (due to Prostratin
nitration of mitochondrial efflux transporter) exert high cytotoxicity, through the activation of a mitochondrial-
dependent apoptosis.
Citation:  Wolkerstorfer, A ; et al. Bioorg. Med. Chem. Lett. 2016, 26 (4), 1103-1119
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Citation: Long, T.E.; et al. Bioorg. Med. Chem. Lett. 2016, 26 (4), 1305-1309
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Citation: Endo, J.; et al Bioorg. Med. Chem. Lett. 2016, 28 (5), 1365-1370

A phenotypic drug discovery study on thienodiazepine
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derivatives as inhibitors of T cell proliferation induced by CD28 methods
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inhibitor mechanism
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Citation: Schiemann, K.; et al. Bioorg. Med. Chem. Lett. 2016, 26 (5),1443-1451
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Citation: Yang, Y.; et al. Chem. Commun. 2016, 52, 2872.
Rhodium-catalyzed annulation of arenes with alkynes through weak bioorganic
chelation-assisted C—H activation methods
synthesis
This review summarizes the recent mecha}msm
achievements of rhodium- review
OiH) catalyzed annulation of arenes other
R with  alkynes through  weak
H . % chelation-assisted C—H activation, OM
Rt which sets the stage for the Bryo
synthesis of diverse appealing DDOs
polycyclic compounds. Hybrid
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Citation: Pianowski, Z. L.; et al. Chem. Commun. 2016, 52, 3143.

Photoresponsive self-healing supramolecular hydrogels for light-

induced release of DNA and doxorubicin bioorganic
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Biopolymers ~ and mechanism
O dsDNA or bioactive small review
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e Q released with light
A0 nm
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O formed by an OM
hydrogel ol s azobenzene- Bryo
@’\A b containing cyclic DDOs
MNH dipeptide PAP-DKP- Hybrid
@, Ny HN T(,\N\NHz - Lys. Drug Deliv.
O 2 Prostratin
Citation: Deng, X.; et al. Chem. Commun. 2016, 52, 3243.
Acidic pH-induced charge-reversal nanoparticles for accelerated
endosomal escape and enhanced microRNA modulation in cancer cells| bioorganic
. . methods
synthesis
pH-Induced charge-reversal nanoparticles mechanism
incorporating microRNA (miRNA) were engineered review
through a single-step self-assembly of th
" polyelectrolyte complexes. The other
gy endosomal/lysosomal acidic environment triggered
iy the charge reversal of the nanoparticles and OM
_ s induced the structure alteration of the nanoparticles, Bryo
g | =t which in turn led to accelerated endosomal escape DDOs
A= and enhanced miRNA modulation in esophageal Hybrid
i1 cancer cells. Drug Deliv.
_ | ;{- : Prostratin
Citation: Alvarez-Mendez, S. J.; et al. Chem. Commun. 2016, 52, 3380.
The Evans Aldol-Prins cyclization: a general and stereoselective . '
method for the synthesis of 2,3,4,5,6-pentasubstituted tetrahydropyrans| bioorganic
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Citation: Lee, W. Chem. Commun. 2016, 52, 3536.
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. . . . synthesis
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Citation:  Chem. Sci. 2016, 7 (2), 866—880.

Pot Economy and One-Pot Synthesis.
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Citation: Chem. Sci. 2016, 7 (2), 989-994.

Activating Peptides for Cellular Uptake via Polymerization into High
Density Brushes.
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Citation: Chem. Sci. 2016, 7 (2), 1257-1261.

Discovery of New Mutually Orthogonal Bioorthogonal Cycloaddition Pairs
through Computational Screening.
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Citation: parsons, P. J. et al. Chem. Eur. J. 2016, 22, 3981-3984

A New Approach for the Synthesis of Highly Substituted Aromatic
Rings: The Alkyne-Mediated Approach

OTES 0
o Microwave

Ve -

=
=

X. &

bioorganic
methods
synthesis
mechanism
review
other

OM
Bryo
DDO
Hybrid
Drug Deliv.
Prostratin

Citation: Fra, L. et al. Chem. Eur. J. 2016, 22, 4351-4354

Indole Synthesis through Sequential Electrophilic N-H and C-H Bond
Activation Using lodine(lll) Reactivity
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Citation: Pfaffenbach, M. et al. Chem. Eur. J. 2016, 22, 3600-3610

The Diaza[5.5.6.6.]fenestrane Skeleton - Synthesis of Leuconoxine
Alkaloids
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Citation: Steinhardt, R. C. et al. Chem. Eur. J. 2016, 22, 3671-3675

Design and Synthesis of an Alkynyl Luciferin Analogue for
Bioluminescene Imaging
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Citation: Fan, Z. et al. Chem. Eur. J. 2016, 22, 3681-3685

AIE Luminogen-Functionalized Hllow Mesoporous Silica
Nanospheres for Drug Delivery and Cell Imaging
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Citation: Lauridsen, V. H. et al. Chem. Eur. J. 2016, 22, 3259-3263

Asymmetric Bronsted Base Catalyzed and Directed [3+2]
Cycloaddition of 2-Acyl Cycloheptatrienes with Azomethine Ylides
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Citation: Nakayama, Y. et al. Chem. Eur. J. 2016, 22, 3300-3303

Enantioselective Total Synthesis of (+)-Neostenine
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Citation: Kerl, T. et al. Chem. Eur. J. 2016, 22, 2935-2938

Total Synthesis of the Antiviral Natural Product Houttuynoid B
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Citation:

Bhattacharya, P. et al. European Journal of Organic Chemistry 2016, 7, 1439-1448

Synthesis of DNA-Intercalating 6H-Benzo[c]Jchromen-6-one

and Minisci Acyloxylation Reactions
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Citation:

Gonzalez-Martinez, D. et al. European Journal of Organic Chemistry 2016, 8, 1513-1519

Application of Deep Eutectic Solvents in Promiscuous Lipase-Catalysed Aldol
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Citation:
Haton-4 38 (6), 1752-1755

Antoine Wallabregue, Jéréme Lacour, et al. Journal of the American Chemical Society 2016

Selective Imaging of Late Endosomes with a pH-Sensitive
Diazaoxatriangulene Fluorescent Probe
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138 (6), 1792-1795

Alexander H. Endres, Uwe H. F. Bunz, et al. Journal of the American Chemical Society 2016

Coronene-Containing N-Heteroarenes: 13 Rings in a Row
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Promoting Therapeutic Innovation:
What Do We Do About Drug-Device Combinations?
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Discovery Of Bifunctional Oncogenic Target Inhibitors Against Allosteric Mitogen-
Activated Protein Kinase (MEK1) And Phosphatidylinositol 3-Kinase (PI3K)
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Tuning Side Arm Electronics In Unsymmetrical Cyclotriazadisulfonamide (CADA)
Endoplasmic Reticulum (ER) Translocation Inhibitors To Improve Their Human
Cluster Of Differentiation 4 (CD4) Receptor Down-Modulating Potencies
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4,6-Diphenylpyridines As Promising Novel Anti-Influenza Agents Targeting The
PA-PB1 Protein—Protein Interaction: Structure—Activity Relationships
Exploration With The Aid Of Molecular Modeling
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Comprehensive Structure—Activity Relationship Of Triantennaryn-Acetylgalactosamine| bioorganic
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Pentacenequinone-Stabilized Silver Nanoparticles: A Reusable Catalyst for the

impressive work in this paper. | think there is probably a solution to be found here.

Diels—Alder [4 + 2] Cycloaddition Reactions bioorganic
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Fluorescent aggregates DDO
The work here with alkyne D-A reactions is interesting, but the results with the quinones Hybrid
are not quite as convincing. They claim the control reactions were in place, but I'm not D .

. AT o ) rug Deliv.
convinced. They also note comparable reactivity with citrate stabilized silver Prostrati
nanoparticles but still claim superiority with no comment on batch control. The exciting rostratin
part is the silver catalyzed alkyne/diene [4+2], even if they only show terminal alkynes.
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The TME paper cites Sherburn and his co-workers a number of times, and this is Drug Del'lv.
just one of his more recent contributions with regards to dendralenes. Prostratin
Citation: Horn, E.J.; Silverston, J.S.; Vanderwal, C.D. JOC, 2016, 81, 1819-1838.
A Failed Late-Stage Epimerization Thwarts an Approach to Ineleganolide
bioorganic
methods
fo) synthesis
o mechanism
review
other
H OM
. . Bryo
ineleganolide DDyO
Hybrid
o . ) . ) ) , Drug Deliv.
Quite interesting to see these negative results published. There is quite a bit of P .
rostratin

94



Citation: Echavarren, A.M. et al. JOC, 2016, 81, 1839-1849.

Broad Scope Aminocyclization of Enynes with Cationic JohnPhos—-Gold(l) Complex
as the Catalyst
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Visible-Light-Mediated Synthesis of Amides from Aldehydes and Amines via in
Situ Acid Chloride Formation
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Cool photoredox oxidation.
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Design, Synthesis, and Evaluation of Irciniastatin Analogues: Simplification of
the Tetrahydropyran Core and the C(11) Substituents
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Because simplifying tetrahydropyran rings is what we do...
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Hypervalent lodine as a Terminal Oxidant in Wacker-Type Oxidation of Terminal
Olefins to Methyl Ketones
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Highly selective for Markovnikov pmducr
61 examples, 52-95% yield

X

Solid substrate scope, good yields, seems scalable. Not sure why this isn't in a higher
profile journal to be honest.
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Glycyrrhetinic Acid Mediated Drug Delivery Carriers for Hepatocellular Carcinoma
Therapy
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Marine natural products

= 25,700 marine natural
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from ~4LMD collections
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Conversion of alkanes to linear alkylsilanes using an iridium—iron-catalysed
tandem dehydrogenation—-isomerization—hydrosilylation

research were laid out.
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Development and application of bond
cleavage reactions in bioorthogonal chemistry bioorganic
current concepts of bioorthogonal chemistry have methods
largely centered on 'bond formation' reactions between synthesis
two mutually reactive bioorthogonal handles. Recently, hani
in a reverse strategy, a collection of 'bond cleavage' mec 'fmlsm
reactions has emerged with excellent biocompatibility. review
These reactions have expanded our bioorthogonal other
chemistry repertoire, enabling an array of exciting new
biological applications that range from the chemically OM
controlled spatial and temporal activation of
intracellular proteins and small-molecule drugs to the Bryo
direct manipulation of intact cells under physiological DDO
conditions. Here the authors highlight the development Hybrid
and applications of these bioorthogonal cleavage D Deli
reactions. Furthermore, the challenges and propose rug e.lv.
future directions along this appealing avenue of Prostratin
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In this work, the researchers investigated
the proton-coupled transport mechanism

for the Escherichia coli drug efflux pump bicorganic
EmrE using NMR spectroscopy. The method§
results show that the global Protonation of a glutamate residue synthesis
conformational motions necessary for_ modulates the dynamics of the drug mechanism
transport are modulated in an allosteric tran rter EmrE review
fashion by the protonation state of a ansporte
membrane-embedded glutamate residue. other
These observations directly correlate with .
the resistance phenotype for wild-type Cytaplasmic-facing Drug OM
EmrE and the E14D mutant as a function 4 Gloid 3? " ﬁ‘_ §¢c- B8 # Brvo
of pH. Furthermore, our results supporta £ | o ™ o g’g g“"gg i 8 Y
model in which the pH gradient across = ro’J‘:.f \\D_J\ﬁ _ DDO
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used on a mechanistic level to shift the " o Drug Deliv.
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an inward-open resting conformation _—
poised for drug binding. Periplasmic-facing
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Helping Women in Africa Avoid H.L.V.
bioorganic
. L . methods
The results of two major studies in Africa that were released Monday show .

. . . . synthesis
that a new device could help protect women against H.L.V. It is a flexible mechanism
ring a woman inserts into her vagina, where it slowly releases an review
antiretroviral drug. In earlier studies in Africa, pills and gels that can other
prevent H.I.V. infection had high failure rates because women tended not
to use them consistently. But the new ring is inexpensive, easy to insert, OM
effective for one month and, once in place, undetectable by the woman or Bryo
her male partner. It also has a shelf life of five years and requires no DDO
refrigeration — important advantages in the developing world. Hybrid
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Rhodium-Catalyzed C-H Bond Functionalization with Amides by
Double C-H/C~N Bond Activation

C-H Activation with Amides via Selective N-C cleavage
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Yuji Ochi, Satoshi Yokoshima, and Tohru Fukuyama

Total Synthesis of Lycopalhine A
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MNatasha F. O'Rourke and Glenn C. Micalizio*

Cyclopropenes in Metallacycle-Mediated Cross-Coupling with Alkynes:
Convergent Synthesis of Highly Substituted Vinylcyclopropanes
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Asymmetric Lewis acid organocatalysis of the Diels-Alder
reaction by a silylated C-H acid
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Activation of PKA leads to mesenchymal-to-epithelial
transition and loss of tumor-initiating ability
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Cryo-EM structure of a native, fully glycosylated, cleaved
HIV-1 envelope trimer
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CLK2 inhibition ameliorates autistic features associated
with SHANKS3 deficiency
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Linked in: Cholesterol connects oligos to liver

ioorgani
Targeting liver cells, called hepatocytes, with antisense oligonucleotides (ASOs) could allow for the bioorganic
modulation of genes that control cholesterol flux. Because cholesterol naturally travels through the method.s
liver, it can be hitched to therapeutic ASOs needing a ride there. Wada and colleagues report the synthesis
development and characterization of a new set of linkers that connect cholesterol to ASOs, enabling | mechanism
hepatocyte localization and specific knockdown of Pcsk9j%a gene that, when suppressed, allows feview
greater uptake of low-density lipoprotein (LDL) in the liver and, thus, reduces circulating levels of
i°badjt cholesterol. The investigators evaluated a series of linkers for 3? and 57 cholesterol other
conjugation, including the hydrophobic molecule hexamethylene succinimide (HMS) and the
hydrophilic triethyleneglycol (TEG). They also incorporated disulfide-containing moieties for easy OM
cleavage by intracellular glutathione. In mice, 3? cholesterol-conjugated ASOs generally Bryo
demonstrated greater hepatic localization, with the TEG-conjugated version demonstrating a 60%
reduction in Pcsk9 mRNA. Similar knockdown efficiencies were noted when 3?-cholesterol-TEG ASO DDQ
targeted ApoB. The 3?-cholesterol-HMS-conjugated ASO also localized in hepatocytes but was less Hybrid
effective in knocking down target mRNA, thus supporting the role of the linkers in modulating cellular Drug Deliv.
tropism and gene targeting. The authors did not yet test in disease models, but it is clear that, with the Prostratin
right linker to therapeutic ASOs, good cholesterol can hit the spot, safely and with good efficiency.
Citation: Klement, G. Sci. Trans. Med. 2016, 8, 327fs5.
Eco-evolution of cancer resistance
bioorganic
methods
For the past 60 years, the goal of conventional cancer therapies has been the eradication of every synthesis
cancer cell. To this end, patients are subjected to the highest possible doses of radiation and mechanism
chemotherapy as well as radical surgeries. In the rare case in which eradication was possible, review
clinicians achieved long-term control of the disease. For the most part, however, upfront
eradication is not possible, and despite intensive and very toxic therapies, the patient dies of the other
disease or of complications of therapy. As our understanding about the role of tumor
microenvironment in tumor progression and drug resistance improves, we are realizing that the OM
paradigm of killing all cancer cells may be flawed. Bryo
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Point-of-care breast cancer diagnosis biochip

According to the World Health Organization, breast cancer is the most common cancer among
women worldwide. The gold standard for breast cancer diagnosis is a needle biopsy where cells
or tissue are removed from a suspicious area of the breast and then examined under a
microscope. This test may take one to two weeks. Pandya and colleagues developed a new point-
of-care diagnostic tool that assesses breast tissue quickly by measuring tissue mechanical,
electrical, and thermal properties. The authors used their silicon-based j°biochip,j+ which was
outfitted with microelectromechanical sensors, to assess small cylindrical samples of cancerous,
invasive ductal carcinoma (IDC) and normal breast tissue from patients. They found the
cancerous tissue to be stiffer than other tissues during indentation tests, which supports the
known density of tumors. Cancerous IDC tissue also demonstrated a higher resistivity, or
resistance to carrying electrical current, when compared with normal tissue.
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Development of a prosaposin-derived therapeutic cyclic peptide that targets
ovarian cancer via the tumor microenvironment

despite our increased understanding of the physiological processes involved in tumor metastasis,
there are no clinically approved drugs that have made a major impact in increasing the overall
survival of patients with advanced, metastatic ovarian cancer. We identified prosaposin (psap) as
a potent inhibitor of tumor metastasis, which acts via stimulation of p53 and the antitumorigenic
protein thrombospondin-1 (TSP-1) in bone marrow Cderived cells that are recruited to metastatic
sites. We report that more than 97% of human serous ovarian tumors tested express CD36, the
receptor that mediates the proapoptotic activity of TSP-1. Accordingly, we sought to determine
whether a peptide derived from psap would be effective in treating this form of ovarian cancer. To
that end, we developed a cyclic peptide with drug-like properties derived from the active sequence
in psap. The cyclic psap peptide promoted tumor regression in a patient-derived tumor xenograft
model of metastatic ovarian cancer. Thus, we hypothesize that a therapeutic agent based on this
psap peptide would have efficacy in treating patients with metastatic ovarian cancer.
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Two-mAb cocktail protects
macaques against the
Makona variant of Ebola

let';gsZO14"C2015 Ebola virus (EBOV) outbreak in West Africa highlighted the urgent need for
specific therapeutic interventions for infected patients. The human-mouse chimeric monoclonal
antibody (mAb) cocktail ZMapp, previously shown to be efficacious in EBOV (variant Kikwit)
lethally infected nonhuman primates (NHPs) when administration was initiated up to 5 days, was
used in some patients during the outbreak. We show that a two-antibody cocktail, MIL77E, is
fully protective in NHPs when administered at 50 mg/kg 3 days after challenge with a lethal dose
of EBOV variant Makona, the virus responsible for the ongoing 2014°C2015 outbreak, whereas
a similar formulation of ZMapp protected two of three NHPs. The chimeric MIL77E mAb cocktail
is produced in engineered Chinese hamster ovary cells and is based on mAbs ¢13C6 and c2G4

from ZMapp. The use of only two antibodies in MIL77E opens the door to a pan-ebolavirus
cocktail.
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Rhodium(IT) Acetate Catalysed Intramolecular Cyclopropanation Followed By Ring
Opening Of Furan Toward Oxindole Incorporated Macrocycles. bioorganic
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