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ABSTRACT: C-C linked glutarimide-containing structures with direct utility in the preparation of cereblon-based degraders (PROTACsS,
CELMoDs) can be assessed in a single step from inexpensive, commercial a-bromoglutaramide through a unique Brensted-acid assisted Ni-
electrocatalytic approach. The reaction tolerates a broad array of functional groups that are historically problematic and can be applied to the
simplified synthesis of dozens of known compounds that have only been procured through laborious, wasteful, multistep sequences. The
reaction is scalable in both batch and flow and features a trivial procedure wherein the most time-consuming aspect of reaction setup is weigh-

ing out the starting materials.

Targeted protein degraders have found widespread utility in clin-
ical treatments for various diseases, including cancer, immune
disorders, viral infections, and neurodegenerative diseases since
their first disclosure in 2001.! Molecular Glues (e.g. cereblon E3
ligase modulating drugs; CELMoDs) and bifunctional degraders
(e.g. proteolysis targeting chimeras; PROTACsS) trigger the rapid,
selective degradation of targeted proteins by concurrently binding
the E3 ligase and the protein targeted for degradation.” Traditional
degraders possess C3(sp®)-N substituted glutarimides (e.g. Poma-
lidomide, Lenalidomide), which have proven to be valuable struc-
tural motifs for their ability to bind E3 ligase/ CRBN (Figure 1A).
Recent developments in this area have explored alternative binding
vectors and linkage modes to the glutarimide motif. Chief amongst
these novel architectures are C3(sp*)-C(sp>) substituted glutarimi-
des, which have seen increasing use in academic and patent litera-
ture.*® Whereas the demand for such structures has increased, their
respective syntheses remain a vexing problem to date, heavily rely-
ing on canonical 2e” methodologies which suffer from poor selec-
tivity, modularity, and functional group tolerance (Figure 1B-1).
Surprisingly, only two distinct synthetic strategies have been em-
ployed: (A) Pd-catalyzed cross-coupling of often cost-prohibitive
2,6-bis(benzyloxy)pyridine units with (hetero)aryl halides fol-
lowed by exhaustive hydrogenation, or (B) heterocyclic synthesis
of the glutarimide ring via a Pd-enolate coupling followed by harsh
cyclization conditions.* Counterintuitive retrosyntheses and low-
yielding, multi-step sequences characterize both strategies. A far
more direct and inexpensive approach would enlist o-
bromoglutarimide 1, a widely available building block, in a cross-
coupling with (hetero)aryl halides. The capricious nature of unpro-

tected 1 makes it virtually unusable in cross-coupling approaches
and no metal-mediated cross-coupling of 1 have been reported to
date. In our hands, all known cross-coupling methods failed to react
1 with pyridine 2 in more than traces (chemical, photochemical, or
electrochemical).” ® Herein we report a direct, electrochemically
enabled nickel-catalyzed cross-coupling of unprotected o-
bromoglutarimide with various (hetero)aryl halides to forge the
essential C3(sp*)-C(sp®) glutarimide linkage (Figure 1B-2). This
radical cross-coupling strategy succeeds when other cutting-edge
methods fail and is characterized by operational simplicity, intuitive
retrosynthesis, and high chemoselectivity, enabling the modular
synthesis of targeted protein degraders.

The invention of a direct electrochemical-promoted Glutarimide
Cross-Coupling (GCC) using 1 was initially explored with bro-
mopyridine 4 — (Table 1). Although other radical precursors were
considered and evaluated, 1 is the least expensive and most conven-
ient. In its fully optimized form, GCC is extraordinarily simple and
convenient to conduct open to the air in an undivided cell without
regard to residual moisture and air: After mixing 1 (1.5 equiv,
$9.00/g) and aryl halide 4 in NMP, NiCL.6H.O (20 mol%,
$0.02/g), bipy (20 mol%, $0.08/g), TBABF; (1.0 equiv, $0.96/g),
LiCl (2.5 equiv, $0.05/g), and AcOH (1.5 equiv, $0.26/1) are
added. Subsequent electrolysis at room temperature for 5 hours
results in a 78% isolated yield of S (entry 1). Not surprisingly,
rudimentary control studies (entries 2-4) demonstrate the need for
Ni, ligand, and electricity. One of the two main breakthroughs of
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this study, however, was the finding that a Brensted-acid enabled
this transformation as shown in entry 5.

A. Inspiration: Synthesis of Targeted Protein Degraders
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Figure 1. (A) Valuable synthetic building blocks for Proteolysis Tar-
geting Chimeras (PROTACs). (B) State-of-the-art strategies for the
synthesis of C3(sp*)-C(sp®) linked glutarimides.

‘While numerous proton-sources can facilitate the reaction, AcCOH was
chosen due to its low cost, ease of removal, broad functional group
tolerance and highest performance of acids screened (see SI). The use
of acid additives is rare in Ni-based cross-couplings and, to our
knowledge, without precedent for Ni-electrocatalysis. Indeed, this
unusual inclusion is counterintuitive due the potential of undesired
proto-dehalogenation and/or reduction reactions. As the resistance is
low due to the acid additive, an electrolyte is not necessary but its
inclusion increases overall conversion by 10-20% (entry 6). The addi-
tion of LiCl, however, is essential to achieve reasonable catalyst turno-
ver and may serve a variety of roles (entry 7).’ It is interesting to note
that the use of NiBr; in place of NiCL (in the absence of LiCl) com-
pletely shuts down the reaction (entry 8). Increasing the catalyst load-
ing to 40 mol% in the absence of LiCl results in only a single turnover
of the catalyst (entry 9). The use of AgNOs, an additive that is quite
beneficial in the coupling of redox-active esters, has no beneficial effect
in this reaction (entry 10).!% ' Lowering the catalyst loading to
10 mol% only has a modest effect on the yield (entry 11) and a full
6 F/mol of electrons results in the highest conversion (entry 12).

With a robust set of optimized conditions in hand, the substrate scope
was explored as depicted in Table 2 with a focus only on 23 known
structures from the medicinal chemistry literature (9 patents,> 2 2
publications* '*). Strikingly, all of these disclosures use only two gen-
eral strategies for synthesis, both of which rely on classic 2-electron
disconnections: (1) Pd-cross-coupling of protected pyridine 7 (itself
requiting a 3-step synthesis), and (2) stepwise glutarimide ring synthe-
sis through condensation, hereby referred to as [Lit. A] and [Lit. B],

respectively. For instance, seemingly simple structures 10 and 14 were
previously prepared by either [Lit. A] for 10 or [Lit. B] for 14 in 2-4
steps and 4-75% overall yield respectively. In contrast the same struc-
tures were accessed via GCC in a single step when coupled with the
corresponding aryl iodide in 42-84% yield. For completeness sake,
several known radical cross-couplings (chemical, electrochemical,
photochemical)” !* were benchmarked on seven different substrates (3,
15-20) and the highest yield observed for any substrate or condition
was less than 5% (compound 16 & 17) with most entries giving no
observable product. In all cases debrominated glutarimide was ob-
served as the major product.

Table 1. Optimization of synthesis of C3(sp*)-C(sp?) linked glutarim-
ides via Ni-electrocatalytic cross-coupling.®

Optimization on Radical Cross-Coupling of Unprotected a-Bromo Glutarimide

NiCl,*6H,0 (20 mol%)
2,2"-bipy (20 mol%)

AcOH (1.5 equiv.) Z CF3
Br TBABF, (1.0 equiv.), LiCI (2.5 equiv.) |
II T —F -
—_—

Chy NMP, rt, 12mA, 6.0 F/mol 07 "N~ 0
Mg(+)/RVC(-), 5 h H 5
1.5 equiv.) (0.4 mmol)

Entry Modification Yield (%)?
1 none 78
2 No [Ni] 0
3 No Ligand 0
4 In presence of (+)Mg but no electricity (16 h) 0
5 No AcOH <5
6 No TBABF, 53
7 No LiCl 16
8 NiBr; instead of NiCl,*6H,0 0
9 Entry 7, 40 mol% of [Ni] and 2,2™-bpy 37

10 Entry 9, with AgNO; instead of TBABF, 41

1 10 mol% of [Ni] and 2,2™-bpy 71

12 4.0 F/mol instead of 6.0 F/mol 59
Standard Procedure:

1. Dissolve [Ni], bpy, Glu-Br

2. Add AcOH

3. Electrolyze open to air

“Yields determined by '"H-NMR with 1,3,5-trimethoxybenzene as an
internal standard.

GCC tolerates numerous functional groups and displays a high degree
of chemoselectivity that appears to be not only superior to other radical
methods tested but also the more laborious literature conditions. Thus,
unactivated aryl fluorides (3, 22), electron-rich arenes (15, 21, 23),
free alcohols (20, 33), pyridines (14, 3, 16, 17, 22, 27), pyrimidines
(20), indoles (19), labile acetate (28), indazoles (29), isoquinolines
(32), quinolones (30), oxazolidinones (31), and even aryl bromides
(34) were successfully employed. Remarkably, even a nitro-containing
arene was tolerated under these mildly reductive conditions (18) with
no reduction to the amine. The choice of aryl halide coupling partner
with 1 in the GCC deserves further comment. In general, for electron-
rich (hetero)arenes, an aryl iodide is preferrable whereas aryl bromides
are acceptable when using electron-poor (hetero)arenes. For medicinal
chemistry explorations this is advantageous for orthogonal synthesis as
the iodide can react preferentially in GCC followed by conventional
metal(Pd/Ni/Cu/Fe)-couplings of the remaining aryl bromide (34).
In terms of limitations, electron-rich (hetero)aryl bromides, imidaz-
oles, pyridinones, and isoindolinones are so far not amenable to GCC
(see SI for listing of the currently known problematic coupling part-
ners).

The ease with which Ni-electrocatalytic cross-couplings can be scaled
up has been demonstrated on numerous occasions.'” '* As such, GCC
could be scaled up on gram-scale in batch or flow modes without any
yield diminishment (Figure 2). The only modification made to the
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Table 2: Scope of C3(sp?*)-C(sp?) linked glutarimides and comparison with canonical methods.*®

Scope of Reductive Radical Cross-Coupling: Comparison of Different Methods for the Synthesis of C3(sp?)-C(sp?) Linked Glutarimides

Ni]-Electrocatalytic Access to C-Linked Glutarimides pmmmmmmmmm e N
el e o 0 “NICly-6H,0, bpy, & i Methods used for
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0 H o HN + —l —— ' . .+t [Ni-zn] [Ir-Ni]
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: ¥ @} [OpentoAir] [Undivided Celll | X s 112 mA, 6.0 F/mol, | ; _
' ' . - [C3(sp®)-C(sp?)] 0 ! (+)Mg/(-)RVC ! H [Ni-E]
' fo) K [Patent Literature Applications] 1 X=Br, | [23 Examples] S 9 ________ o8 [Ref7]
Lit. A] 2e™ Strategy - Pd cat. Cross-Couplin
[ ] gy - pling (\NBOC
©/\ N\) [1 step] o (\NBoc
Bpin B
n NBS [Pd] ﬁ P .©/ ‘,/,? HN " . N\)=Ar
X . Z 10 (X=1)
Cl N Cl CsCO3 80°C Bypin, |BnO N OBn| Ar-Br — [0} 1
6 7 8 [Ni] 84% 1 9
. L . . 75% (2)
[Lit. B] 2e~ Strategy - Glutarimide Ring Synthesis
[Pd] K,CO3 Oy, -OtBu B
- Br 130°C H,0, PTSA | N [1 step] o} \
71 0—0—0— X NH, NTTS Br 2\
P 7 14 (X=l) <—f HN + < |
N K,CO; P> o —_ N7 TS
S N [Ni] 42% 0
11 12 4% (4) 1 13
Me
N
O/ “Boc OMe NO, O/\OH
| N OMe |N\ N N7 ) y /N\IrN
s Z X x/ Ve N
3 (X=Br) 15 (X=1) 16 (X=1) 17 (X=Br) 18 (X=Br) 19 (X=I) 20 (X=1)
[Ni] 65% [Ni] 81% [Ni] 61% [Ni] 42% [Ni] 65% [Ni] 40% [Ni] 13%
41% (2) 57% (3) 17% (2) 8% (2) 51% (4) 3% (4) 9% (2)
[Ni-Zn] 0%° [Ni-Zn] 0%° [Ni-Zn] 0%° [Ni-Zn] 0%° [Ni-Zn] 0%° [Ni-Zn] 0%° [Ni-Zn] 0%°
[Ir-Ni] traced [Ir-Ni] 0%¢ [Ir-Ni] 0%* [Ir-Ni] traced [Ir-Ni] 0%¢ [Ir-Ni] 0%¢ [Ir-Ni] 0%¢
[Ni-E] 0%° [Ni-E] trace® [Ni-E] <5%° [Ni-E] <5%¢ [Ni-E] 0%° [Ni-E] trace® [Ni-E] 0%°
Me
NBoc N =< O/COZBU
S
N B NBoc N . N OAc
~ | I
NS F N N‘ Me X
Me
21 (X=l) 22 (X=Br) 23 (X=l) 24 (X=l) 25 (X=l) 26 (X=I) 27 (X=l) 28 (X=I)
[Ni] 48% [Ni] 36% [Ni] 48% [Ni] 46% [Ni] 70% [Ni] 44% [Ni] 71% [Ni] 58%
20% (2) 49% (2) 88% (2) 4% (2) 91% (2) 16% (2) 14% (2) 57% (3)
Me, 40 OH Limitatic;;\::
e ! 5 ; I I\ N
N-N | Z Br | N ° \[ S—Me
| i N
N, X, : =
.’\@ Me N QO : Br H
0 : Br
: N N
29 (X=l) 30 (X=Br) 31 (X=l) 32 (X=I) 33 (X=l) 34 (X=I) ! | _ \>
[Ni] 34% [Ni] 14% [Ni] 33% [Ni] 24% [Ni] 19% [Ni] 49% . Br” °N N N
43% (2) 2% (2) 18% (2) 4% (3) 58% (2) 34% (4) 0 Me iVI
H e

*Yields of isolated products are indicated unless otherwise specified. "Number of steps for literature comparisons are given in parentheses. For [Lit.
A] only the Pd-catalyzed cross-coupling of the protected pyridine and subsequent hydrogenation were considered. “Yields determined by 'H-NMR
with 1,3,5-trimethoxybenzene as an internal standard. ‘Observations based on UPLC-MS analysis (see SI).

general procedure was scaling the current linearly to the amount of
substrate employed (30 mA/mmol). In a batch setting, structures 16
and 19 could be easily procured on gram scale. When conducting the
reaction of decagram scale under flow conditions, GCC proceeded
smoothly to deliver 17 in 42% yield. Due to the polar nature of the
solvents and additives both modes of scale-up operated under very low
potential due to the low resistance of the media.

Therapeutics based on protein targeting degraders have become an
extremely hot area for study in both academic and industrial arenas.
The demand for rapid methods to append a glutarimide to various
fragments through a C-C linkage at C3 is apparent given the sheer
number of patents and publications in the area. It is striking that only
two general methods were available to chemical practitioners for con-

structing such compounds, both wedded to laborious polar-bond based
retrosynthetic disconnections. This is due to the peculiar reactivity and
physical properties of free glutarimides that render their direct cross-
couplings problematic. The most inexpensive functionalized glutarim-
ide, o-bromo derivative 1, was found to be an unwilling coupling
partner in all precedented radical cross-coupling conditions. The
present work illustrates how a unique Bronsted-acid assisted Ni-
electrocatalytic approach can tame the reactivity of 1 and render it a
viable coupling partner in C-C bond formation with simple (het-
ero)arylhalides. While the role of the Bronsted-acid additive is specula-
tive at the moment, it is postulated that it may serve to protect and
attenuate the tendency of 1 to rapidly dehalogenate. The utility of this
finding is proven by benchmarking it with state-of-the-art radical cross-
coupling chemistries and implementing it to dramatically simplify the
way a multitude of known PROTAC-precursors and candidates can be
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prepared. The reaction is operationally trivial to conduct (insensitive to
air, moisture tolerant, and conducted in an undivided cell), can be
easily scaled up, and has already been field tested in a demanding
pharmaceutical context.

Large Scale Preparation of C3(sp3)-C(sp?) Linked Glutarimides
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1
N.
@ Boc
o N\ N
HN + f e .i)/
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Figure 2. Scale-up of synthesis of C3(sp*)-C(sp?) linked glutarimides

in batch and flow reactor.

AUTHOR INFORMATION

Corresponding Author

Phil S. Baran — Department of Chemistry, Scripps Research, La Jolla,
California 92037, United States; orcid.org/0000-0001-9193-9053;
Email: pbaran@scripps.edu.

Author Contributions

P.N. and L.M. contributed equally. The manuscript was written
through contributions of all authors. All authors have given approval to
the final version of the manuscript.

Funding Sources

Financial support for this work was provided by the NSF Center for
Synthetic Organic Electrochemistry (CHE-2002158). P.N. thanks the
Kellogg Family for the Graduate Research Fellowship. L.M. thanks the
Swedish Research Council (Vetenskapsradet, VR-2023-00499) and
the Stiftelsen Bengt Lundqvists Minne for postdoctoral fellowships.
AP. acknowledges the European Union’s Horizon Europe research
and innovation programme for a Marie Sklodowska-Curie postdoctoral
fellowship (MSCA-GF Grant No. 101110288).

ACKNOWLEDGMENT

We thank L. Pasternack and GJ. Kroon for assistance with NMR
spectroscopy; J. Chen, B. Sanchez, Q. N. Wong, and J. Lee (Scripps
Automated Synthesis Facility) for assistance with HRMS; M. Nassir,

G. Laudadio A. Pollatos, M. D. Palkowitz, A. Garrido-Castro, M. Man-
dler, J. Richter, B. P. Vokits, S. A. Shaw and M. Costantini for helpful
discussions.

REFERENCES

(1) Sakamoto, K. M.; Kim, K. B,; Kumagai, A.; Mercurio, F.; Crews, C.
M.; Deshaies, R. J. Protacs: Chimeric molecules that target proteins to
the Skpl-Cullin—F box complex for ubiquitination and degradation.
PNAS2001, 98, 8554-8559. Neklesa, T.; Snyder, L. B.; Willard, R. R;;
Vitale, N.; Raina, K; Pizzano, J.; Gordon, D.; Bookbinder, M,;
Macaluso, J.; Dong, H.; et al. Abstract 5236: ARV-110: An androgen
receptor PROTAC degrader for prostate cancer. Cancer Res. 2018, 78,
5236-5236. Cotton, A. D.; Nguyen, D. P.; Gramespacher, J. A.; Seiple,
L. B.; Wells, J. A. Development of Antibody-Based PROTAC: for the
Degradation of the Cell-Surface Immune Checkpoint Protein PD-L1. /.
Am. Chem. Soc.2021, 143, 593-598. Békés, M.; Langley, D. R.; Crews,
C. M. PROTAC targeted protein degraders: the past is prologue. Nat.
Rev. Drug Discov.2022, 21, 181-200. Li, X.; Pu, W.; Zheng, Q.; Ai, M,;
Chen, S.; Peng, Y. Proteolysis-targeting chimeras (PROTACs) in
cancer therapy. Mol Cancer2022, 21, 99.

(2) Chamberlain, P. P.; Hamann, L. G. Development of targeted
protein degradation therapeutics. Nat. Chem. Biol 2019, 15, 937-944.
Schapira, M.; Calabrese, M. F.; Bullock, A. N.; Crews, C. M. Targeted
protein degradation: expanding the toolbox. Nat. Rev. Drug Discov.
2019, 18 949-963. Norris, S.; Ba, X; Rhodes, J; Huang, D.;
Khambatta, G.; Buenviaje, J.; Nayak, S.; Meiring, J.; Reiss, S.; Xu, S.; et
al. Design and Synthesis of Novel Cereblon Binders for Use in
Targeted Protein Degradation. /. Med. Chem. 2023, 66, 16388-16409.

(3) Dimopoulos, M.; Spencer, A; Attal, M,; Prince, H. M,;
Harousseau, J.-L.; Dmoszynska, A.; Miguel, J. S.; Hellmann, A.; Facon,
T.; Foa, R; et al. Lenalidomide plus Dexamethasone for Relapsed or
Refractory Multiple Myeloma. N Engl ] Med. 2007, 357, 2123-2132.
Chen, H.; Chen, F; Pei, S.; Gou, S. Pomalidomide hybrids act as
proteolysis targeting chimeras: Synthesis, anticancer activity and B-Raf
degradation. Bioorg. Chem. 2019, 87, 191-199. Krénke, J.; Udeshi, N.
D.; Narla, A; Grauman, P.; Hurst, S. N.; McConkey, M.; Svinkina, T.;
Heckl, D.; Comer, E.; Li, X,; et al. Lenalidomide Causes Selective
Degradation of IKZF1 and IKZF3 in Multiple Myeloma Cells. Science
2014, 343, 301-305. Lu, G.; Middleton, R. E.; Sun, H.,; Naniong, M.;
Ott, C. J.; Mitsiades, C. S.; Wong, K.-K.; Bradner, J. E.; Kaelin, W. G.
The Myeloma Drug Lenalidomide Promotes the Cereblon-Dependent
Destruction of Ikaros Proteins. Science 2014, 343, 305-309.

(4) Min, J.; Mayasundari, A.; Keramatnia, F.; Jonchere, B.; Yang, S. W.;
Jarusiewicz, J.; Actis, M,; Das, S.; Young, B.; Slavish, J.; et al. Phenyl-
Glutarimides: Alternative Cereblon Binders for the Design of
PROTACs. Angew. Chem., Int. Ed. Engl. 2021, 60, 26663-26670.

(5) Phillips Andrew, J.; Nasveschuk Chris, G.; Henderson James, A.;
Liang, Y.; He, M,; Lazarski, K.; Veits Gesine, K.,; Vora Harit, U. C3-
Carbon Linked Glutarimide Degronimers For Target Protein
Degradation. WO 2017/197046 A1, 2017.

(6) Nasveschuk Christopher, G.; Zeid, R.; Yin, N.; Jackson Katrina, L.;
Veits Gesine, K.; Moustakim, M.; Yap Jeremy, L. Compounds For
Targeted Degradation Of BRD9. WO 2021/178920 A1, 2021. Alcock,
L. J; Chang, Y.; Jarusiewicz, J. A.; Actis, M.; Nithianantham, S,;
Mayasundari, A,; Min, J.; Maxwell, D.; Hunt, J.; Smart, B.; et al.
Development of Potent and Selective Janus Kinase 2/3 Directing PG-
PROTACs. ACS Med. Chem. Lett. 2022, 13,475-482.

(7) Franke, M. C; Longley, V. R;; Rafiee, M.; Stahl, S. S.; Hansen, E.
C; Weix, D. J. Zinc-free, Scalable Reductive Cross-Electrophile
Coupling Driven by Electrochemistry in an Undivided Cell. ACS Catal.
2022, 12, 12617-12626. Everson, D. A,; Jones, B. A,; Weix, D. ]J.
Replacing Conventional Carbon Nucleophiles with Electrophiles:

https://doi.org/10.26434/chemrxiv-2023-xgt42 ORCID: https://orcid.org/0000-0001-9193-9053 Content not peer-reviewed by ChemRxiv. License: CC BY 4.0


https://doi.org/10.26434/chemrxiv-2023-xgt42
https://orcid.org/0000-0001-9193-9053
https://creativecommons.org/licenses/by/4.0/

Nickel-Catalyzed Reductive Alkylation of Aryl Bromides and
Chlorides. /. Am. Chem. Soc.2012, 134, 6146-6159.

(8) Palkowitz, M. D.; Emmanuel, M. A;; Oderinde, M. S. A Paradigm
Shift in Catalysis: Electro- and Photomediated Nickel-Catalyzed
Cross-Coupling Reactions. Acc. Chem. Res. 2023, 56,2851-2865.

9) Huang, L.; Ackerman, L. K. G.; Kang, K.; Parsons, A. M.; Weix, D.
J. LiCl-Accelerated Multimetallic Cross-Coupling of Aryl Chlorides
with Aryl Triflates. /. Am. Chem. Soc. 2019, 141, 10978-10983. Kim,
S.; Goldfogel, M. J.; Gilbert, M. M.; Weix, D. J. Nickel-Catalyzed
Cross-Electrophile Coupling of Aryl Chlorides with Primary Alkyl
Chlorides. /. Am. Chem. Soc. 2020, 142,9902-9907.

(10) Palkowitz, M. D.; Laudadio, G.; Kolb, S.; Choi, J.; Oderinde, M
S.; Ewing, T. E.-H,; Bolduc, P. N.; Chen, T.; Zhang, H.; Cheng, P. T.
W.; et al. Overcoming Limitations in Decarboxylative Arylation via
Ag-Ni Electrocatalysis. /. Am. Chem. Soc. 2022, 144, 17709-17720.
Zhang, B.; He, J.; Gao, Y.; Levy, L.; Oderinde, M. S.; Palkowitz, M. D.;
Dhar, T. G. M.; Mandler, M. D.; Collins, M. R.; Schmitt, D. C,; et al.
Complex molecule synthesis by electrocatalytic decarboxylative cross-
coupling. Nature2023, 623, 745-751. Harwood, S.J.; Palkowitz, M. D;
Gannett, C. N.; Perez, P.; Yao, Z.; Sun, L.; Abrufia, H. D.; Anderson, S.
L; Baran, P. S. Modular terpene synthesis enabled by mild
electrochemical couplings. Science2022, 375, 745-752.

(11) Laudadio G, Neigenfind P, Péter A, Rubel CZ, Emmanuel MA,
Oderinde MS, et al. Ni-Electrocatalytic Decarboxylative Arylation to
Access Quaternary ~ Centers. ChemRxiv 2023 DOI:
10.26434/chemrxiv-2023-srlmé.

(12) Lei, B,; Liu, H,; Han, S.; Wang, Z. Degradation Of (EGFR) By
Conjugation Of EGFR Inhibitors With E3 Ligase Ligand And Methods
Of Use. WO 2022/012622 Al, 2022. McIntosh, J.; Kato, D.; Mihalic,
J; Peng, G. E. Compounds For Inhibiting Or Degrading ITK,
Composition, Comprising The Same Methods Of Their Making And
Methods Of Their Use. WO 2022/235715 Al, 2022. Guckian, K;
Peterson, E.; Gao, F.; Evans, R; Stefan, E.; Yap, J.; Anderson, C,;
O'Shea, M.; Ahn, J. A. E.; Nasveschuk, C.; et al. Compounds For

Targeting Degradation Of IRAK4 Proteins. W02023/283610 Al,
2023. Ryu Soo, H. E. E;; Min Im, S. U. K;; Lee Han, K. Y. U,; Kim
Seong, H,; Ryu Hye, G. U. K,; Kang Keum, Y.; Kim Sang, Y.; Chung
So, H; Lee Jun, K. Y. U,; Lee, G. Novel PLK1 Degradation Inducing
Compound. WO2023/017446 Al, 2023. Lei, B,; Liu, H.; Han, S,;
Huo, C.; Wang, Z. (R) -Glutarimide CRBN Ligands And Methods Of
Use. W02022/268052 Al, 2022. Kaczanowska, K.; Cottens, S.; Pluta,
R.; Dickinson, N.; Walczak, M. Novel Compounds Which Bind To
Cereblon, And Methods Of Use Therefor. W02022/144416 A1, 2022.
Wang, L. A. N,; Zak Mark, E.; Buell, J.; Cohen, F.; Pemberton, R;;
Shunatona Hunter, P. Bifunctional Degraders Of Hematopoieitic
Progenitor Kinase And Therapeutic Uses Thereof. W02023/086399
Al, 2023. Wang, L. A. N,; Zak Mark, E.; Buell, J; Cohen, F;
Pemberton, R,; Shunatona Hunter, P. Bifunctional Degraders Of
Hematopoieitic Progenitor Kinase And Therapeutic Uses Therfor.
W02023/086399 A1, 2023.

(13) Grigoryan, R. T. T., K. A;; Avetisyan, S. A.; Mndzhoyan, O. L.
Mass spectra of a-(p-alkoxyphenyl)glutarimides. Arm. Khim. Zh. 1981,
34, 650.

(14) Zhang, P.; Le, C. C.; MacMillan, D. W. C. Silyl Radical Activation
of Alkyl Halides in Metallaphotoredox Catalysis: A Unique Pathway
for Cross-Electrophile Coupling. /. Am. Chem. Soc. 2016, 138, 8084-
8087.

(15) Garrido-Castro, A. F.; Hioki, Y.; Kusumoto, Y.; Hayashi, K;
Griffin, J; Harper, K. C,; Kawamata, Y.; Baran, P. S. Scalable
Electrochemical Decarboxylative Olefination Driven by Alternating
Polarity. Angew. Chem., Int. Ed. Engl. 2023, 62, €202309157. Hioki,
Y.; Costantini, M.; Griffin, J.; Harper, K. C.; Merini, M. P.; Nissl, B.;
Kawamata, Y.; Baran, P. S. Overcoming the limitations of Kolbe
coupling with waveform-controlled electrosynthesis. Science 2023,
380, 81-87. Kawamata, Y. B, P. S. Rapid Alternating Polarity as a
Unique Tool for Synthetic Electrochemistry. ChemRxiv 2023, DOI:
10.26434/chemrxiv-2023-glvvh.

Simplifying Access to Targeted Protein Degraders via Ni-Electrocatalytic Cross-Coupling
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