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ABSTRACT: Chemoselective functionalization of peptides and
proteins to selectively introduce residues for detection, capture, or
specific derivatization is of high interest to the synthetic community.
Here we report a new method for the mild and effective mono-
iodination of tyrosine residues in fully unprotected peptides. This
method is highly chemoselective and compatible with a wide variety
of functional groups. The introduced iodine can subsequently serve as
a handle for further functionalization such as introduction of
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fluorescent dyes and thus be used for chemoselective labeling of

isolated peptides.
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B INTRODUCTION

While incorporation of conjugation sites into small peptides can
be easily achieved at will by selection of appropriately
functionalized amino acid building blocks for solid phase
peptide synthesis, selective functionalization of isolated
peptides and proteins not containing protecting groups still
remains a challenging task. Among the 20 naturally occurring
amino acids, the most relevant ones for bioconjugation
purposes are cysteine and lysine, as they can act as potent
nucleophiles." However, the high abundance of lysine on
protein surfaces makes specific acylation challenging, and
nonoxidized cysteines are less frequently displayed on protein
surfaces. As they are most often involved in disulfide bridges in
their natural environment, reduction of the target disulfide is a
prerequisite for labeling, which may also alter the overall
structure of the target protein. Therefore, the development of
additional modification techniques targeting alternative amino
acids remains of high significance.

Tyrosine offers a wide range of reactivities: the phenolate
ring may be O-alkylated;” it can undergo electrophilic addition
using diazonium derivatives’ or can be involved in Mannich-
type condensations” and reactions with ene-type electrophiles.’
Owing to the electron-rich aromatic ring, tyrosine residues can
also be a target for halogenation. Notably, iodination is of
particular importance due to its utility for further trans-
formations. It has been used to label biomolecules for a wide
variety of purposes, such as mass spectrometry,’ to help in the
elucidation of foldamer structures’ or to improve the self-

-4 ACS Publications  © Xxxx American Chemical Society

assembly properties of peptides.” Moreover, tyrosine iodination
with '»I for the radiolabeling of compounds of medical and
biological interest is the method of choice owing to its high
specific radioactivity and convenience in counting y-emissions.

Iodinations are carried out either enzymatically, for example,
by the enzyme thyroid peroxidase'® or by direct electrophilic
aromatic substitution using an iodinatin% agent such as N-
iodosuccinimide'" or Barluenga’s reagent.'” Other alternatives
involve the combination of sodium iodide with strong oxidizing
agents like Iodogenm’14 or Chloramin-T.">"* However, existing
methods display limitations as iodination frequently results in a
mixture of unreacted starting material, mono- and di-iodinated
peptides,” ">~ which reduce yields and may also impose
challenges in product purification. Formation of oxidized
peptides”'®'® and histidine labeling”””*' have also been
described as limiting factors. For most applications a mono-
iodinated version of the compound of interest would be highly
desirable in order to minimize the negative influence of the
added substituents on the activity of the target biomolecule.
Indeed, examples were reported where the di-iodinated peptide
exhibited a 3- to 10-fold lower receptor binding activity whereas
the binding potency of the mono-iodinated was main-
tained.'”"® Accordingly, further investigations toward a
selective iodination method yielding selectively a mono-
iodinated tyrosine are of high interest. Here we present a
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new and efficient iodinating agent allowing highly controlled
mono-iodination reactions and demonstrate its utility in the
preparation of a wide range of fully unprotected and structurally
diverse biologically active peptides.

B RESULTS AND DISCUSSION

We explored the combination of sodium iodide and Selectfluor
in the search of a mild and selective iodinating reagent for
tyrosine (Figure 1, Figure S1). We first examined the iodination

Selectfluor

/:/\l(\CI
L_[\p\) 2BF,
F

l Nal, ACN, rt

+ |t R ——

HO HO |

Figure 1. Iodination of tyrosine with sodium iodide activated by
Selectfluor.

reaction in different solvents on the protected tyrosine Ac-Tyr-
NH-Me 1 as a model system to mimic the reactivity of a
tyrosine incorporated in a peptide sequence. The reaction
employing a slight excess (1.1 equiv) of Selectfluor and Nal
proceeded instantly at room temperature, affording a mixture of
unreacted starting material 1 (SM), mono-iodinated product
(2a, MI), and di-iodinated product (2b, DI). Extending the
reaction time to 120 min did not have an impact on the
conversion (Figure S2). A strong influence of the solvent and
pH was observed (Table 1). Aprotic polar solvents (entries 1,
2) or aqueous systems (entries 3 to 6) favored the formation of
the di-iodinated product 2b. Dichloromethane supplemented

Table 1. Solvent Screening for the Mono-Iodination of 1

o o] n
\” N-ac Selectfluor + Nal \H “Ac
rt, 15 min
i 1 Ho | 2a
SM MI
SM 1 MI 2a DI 2b
entry solvent TFA (%) (%) (%)
DMSO - 49 7 44
2 DMF - 45 24 31
3 tBuOH/H,0 - 17 57 26
(s/1)
4 MeOH/DCM - 23 54 23
S H,0/ACN (1/1) - 2 44 33
6  H,0/ACN (1/1)  10% TFA 27 57 16
7 DCM 1% TFA 46 48 6
8 DCM 5% TFA 46 53
9 DCM 10% TFA 47 53
10 DCM 20% TFA 54 46 -
11> DCM 20% TFA 6 86 8

“SM = Starting material, MI = Mono-iodinated product, DI = Di-
iodinated product. Relative ratio dertermined by LC/MS at 215 nm.
bAfter extra addition of 2 X 0.25 equiv of iodinating reagent.

with TFA (entries 7 to 11) proved to be the optimal conditions
to achieve a controlled mono-iodination. Addition of TFA
allowed proper dissolution of the starting material 1 but, more
importantly, positively modulated the iodination reactivity.
Besides, most peptides are soluble in mixtures of 1-20% TFA/
DCM; these conditions are commonly used for cleavage of
resins with hyperacid labile linker systems like SASRIN, HAL,
or chlorotrityl.

We assume that, after conversion of the iodide anion to an
electrophilic iodonium species I" by Selecfluor, the reaction
proceeds via an electrophilic substitution mechanism as
previously postulated by Syvret et al.*> We further applied
the iodination reaction to other amino acids containing
aromatic residues, phenylalanine, tryptophane, and histidine,
that are also prone to undergo electrophilic aromatic
substitutions. However, under these conditions no iodination
of these amino acids was observed (Figure S3). We then
investigated the optimized iodination conditions on multifunc-
tional, fully unprotected peptides. A total of eight biologically
relevant peptides, either commercially available or prepared in
our laboratory, were surveyed: Leucine-Enkephalinamide
(agonist of y and & opioid receptors), Angiotensin III (agonist
of AT, and AT, receptors), Cyclo(RGDyK) (high affinity avf33
integrin ligand), ACP fragment (65—74) (fragment of the acyl
carrier protein), Goserelin (superagonist of LH-releasing
hormone), Tocinoic acid (agonist of the oxytocin receptor),
AcMeYVAD-CHO (reversible inhibitor of caspase-1), and
[Tyr°]-Bradykinin (ligand of the kinin B, and B, receptors)
(Table 2, entries 1—8). The peptides studied were structurally
diverse and collectively included (i) different aromatic amino
acids, (ii) a free acid at the C-terminus, (iii) a disulfide bridge
between two cysteines, (iv) cyclic structures, (v) non-natural
amino acids, and (vi) an aldehyde function. Since the typical
protein absorbance at 280 nm can shift to a maximum around
315 nm due to the iodination of the tyrosine phenolate ring,”*
we decided to carry out the analysis via LC-MS at 215 nm
absorbance to quantify the relative amounts of starting material
(SM), mono-iodinated product (MI) and di-iodinated product
(DI). In all cases, the mono-iodinated product was the
predominant species with a relative ratio of 88% to 97% as
outlined in Table 2. The position of the tyrosine in the
sequence did not seem to have an influence on the mono-
iodination efficacy. An example is shown in Figure 2, the mild
mono-iodination reaction proceeded cleanly in the presence of
a tryptophane residue, an aza-peptide moiety, and a tert-butyl
protected serine which remained untouched. Interestingly, this
method delivered superior results compared to a previously
reported approach using N-iodosuccinimide in the case of
Cyclo(RGDyK)."'

Next, we applied our method to a peptide containing a
methionine residue: [Tyr®]-Substance P (ligand of the
neurokinin-1 receptor, entry 9). The ability of sulfur to react
with halonium in acidic conditions is known and widely
exploited, e.g., in glycosylation chemistry where thioglycosides
can serve as glycoside donors. As expected, when reacting the
peptide with the first equivalent of iodination reagent, we
observed oxidation at the methionine residue, but also
formation of the desired mono-iodinated product (around
25%). However, total consumption of both starting material
and oxidized starting material was reached by careful addition
of excess iodination reagent (2 X 0.35 equiv) to afford an
almost exclusive mixture of the mono-iodinated product and its
oxidized methionine analog (Figure 3, Figure S4). We searched
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Table 2. Mono-Iodination of Multifunctional, Fully Unprotected Peptides with Selecfluor and Nal

Entry Peptide Sequence Results” Yield®
1 AcMeYVAD-CHO Ac-(NMe)Tyr-Val-Ala-Asp-CHO SM: 8.3% / MI: 91.7% / DI: - % ¢
2 Tocinoic acid H-Cys-Tyr-lle-GIn-Asn-Cys-OH SM: 5.5% / MI: 93.1% / DI: 1.4% ¢
3 Goserelin Glp-His-Trp-Ser-Tyr-Ser(tBu)-Leu-Arg-Pro-azaGly-NH, SM: - %/ MI:97.4% / DI: 2.6% ¢
4 Leu-Enkephalinamide H-Tyr-Gly-Gly-Phe-Leu-NH, SM: 1.0% / MI: 88.2% / DI: 10.8%  62%
5 Angiotensin Il| H-Arg-Val-Tyr-lle-His-Pro-Phe-NH, SM: 6.2% / MI: 91.3% / DI: 2.5% 74%
6 ACP fragment (65-74) H-Val-GIn-Ala-Ala-lle-Asp-Tyr-lle-Asn-Gly-NH, SM: 2.3% / MI: 93.7% / DI: 4.0% 63%
7 Cyclo(RGDyK) Cyclo(Arg-Gly-Asp-D-Tyr-Lys) SM: 5.5% / MI: 88.3% / DI: 6.2% 77%
8 [Tyr°]-Bradykinin H-Tyr-Arg-Pro-Pro-Gly-Phe-Ser-Pro-Phe-Arg-OH SM: 1.9% / MI: 92.7% / DI: 5.4% 72%
9 [Tyr®]-Substance P H-Arg-Pro-Lys—Pro-GIn-GIn-Phe—Tyr-GIy-Leu-Met-NHzd SM: 5.9% / MI: 93.6% / DI: 0.5% 72%
10 GLP-1(7-37) H-His-Ala-Glu-Gly-Thr-Phe-Thr-Ser-Asp-Val-Ser-Ser-Tyr-Leu-Glu-Gly- SM: 4.5% / MI: 91.3% / DI: 4.1% 529%

GlIn-Ala-Ala-Lys-Glu-Phe-lle-Ala-Trp-Leu-Val-Lys-Gly-Arg-Gly-NH,

“Reactions were monitored using LC-MS and the relative amounts of starting material (SM), mono-iodinated product (MI), and the diiodination
product (DI) were quantified using area under the curve integration (absorbance at 215 nm). PIsolated yields after HPLC purification. “Not isolated.

“Methionine oxidation was detected as described in Figure S4.
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Figure 2. Mono-iodination of Goserelin with Selectfluor and Nal.

Selectfluor + Nal

DCM + 20% TFA
15 min, rt
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for a strategy to effectively reduce the oxidized mono-iodinated
product, while keeping the reduced version intact. Several
reagents have been reported to reduce methionine sulfoxide
residue in peptides, e.g, trimethylsilyl bromide with 1,2
ethanedithiol, N-methylmercaptoacetamide, tetrabutyl ammo-
nium bromide, or ammonium iodide with dimethylsulfide.
Treatment of the peptide reaction mixture with either Bu,NBr
or NH,I-Me,S in TFA was successful in reducing the oxidized
methionine but led to formation of byproducts, rendering these
conditions inefficient. Finally, the use of potassium iodide and
ascorbic acid in TFA** offered a very clean conversion of the
methionine sulfoxide to the desired reduced peptide (Figure 3,
Figure $4). Nicolas et al.”” reports this reduction to proceed via
nucleophilic iodide attack on the protonated sulfoxide leading

to the methionine sulfide and elemental iodine. The latter
directly reacts with the ascorbic acid, with the consumption of
the generated iodine driving further the reduction forward.**
To verify the relevance of the method, mono-iodinations of
Cyclo(RGDyK), Leucin-Enkephalinamide, [Tyr°]-Bradykinin,
Angiotensin III, ACP-fragment 65—74 and [Tyr®]-Substance P
were performed on different scales varying from 1 mg up to 35
mg (1 to 65 umol). After isolation by HPLC, yields between
62% and 77% were obtained. Characterization by UPLC,
HRMS, and 'H-"C NMR confirmed the identity of the
desired mono-iodinated products, including the desired
introduction of the iodine atom in ortho position of the
phenol, as expected. Additionally, no trace of iodination was
observed on Phe, or most importantly, on His—the second
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Figure 3. Mono-iodination strategy for a methionine-containing
peptide [Tyr®]-Substance P.

most reactive amino acid toward iodination26—conﬁrming the
high chemoselectivity of the reagent for Tyr. Furthermore,
careful UPLC and NMR analysis did not reveal any evidence of
racemization.

A recent peptide drug class for the treatment of type 2
diabetes is the group of glucagon-like peptide-1 (GLP-1)
agonists which includes GLP-1 itself, but also modified
analogues such as Victoza (Liraglutide) and others. We
therefore sought to demonstrate the wide and general
applicability of the strategy by examining the mono-iodination
of GLP-1 (7—37), a native hormone which binds to the GLP-1
receptor and triggers insulin secretion glucose dependently.
Single incorporation of an iodine atom on the tyrosine residue
of the human GLP-1 (7—37) was achieved with high selectivity
(ratio of mono-iodinated compound >91%), and the desired
mono-iodinated peptide was isolated with 52% vyield after
HPLC purification, confirming the success of the approach on a
challenging 31-mer peptide (Table 2, entry 10).

Taking profit of the high reactivity of the newly formed aryl-
iodo peptides, we applied a Suzuki-Miyaura cross-coupling as a
final step in the preparation of bioimaging probes, as
examplified in Figure 3. Carboxylphenyl boronic acid pinacol
ester functionnalized with a dansyl fluorophore 9 was directly
attached to [mono-lodo]-Leucin Enkephalinamide 8 using a
water-soluble complex of Pd(OAc), with the dihydroxypyr-
imidine ligand developed by Chalker et al.*” To circumvent
prior chemical modification of expensive fluorophores, the
cross coupling with a boronic acid pinacol ester functionalized
with an azide offers an alternative which enables subsequent
copper-catalyzed azide—alkyne cycloaddition (CuAAC) to
connect the peptide to the dye—most of them being
commercially available as alkyne derivatives (Figure 4B). In
both cases, cross-couplings proceeded smoothly at 38 °C in 12
h and addition of glycerol was found to improve solubility of
the coupling partners and to increase yields as previously
reported.””

B CONCLUSION

In summary, we have developed a new method enabling the
efficient, specific, and highly controlled mono-iodination of
tyrosine within fully unprotected peptides. Successful applica-
tion of the approach was demonstrated on peptides with
various sizes and complexity, including peptides containing
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Figure 4. Conjugation of fluorophores to mono-iodinated peptides Leucin-Enkephalinamide and ACP fragment (65—74).
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other aromatic amino acids such as tryptophane and histidine,
but also sulfur containing amino acids like methionine or
cysteine. By exploiting the reactivity of the mono-iodo peptides
we performed conjugation with fluorescent building blocks via
Suzuki-Miyaura cross-coupling, as an example of bioimaging
probe synthesis. We believe our findings will prove to be a
useful additional tool in the arsenal of bioconjugation
chemistry, notably for peptides obtained by isolation from
natural sources in which incorporation of bioorthogonal
conjugation sites is not possible and lysine or cysteine residues
are not available for specifc labeling.

B ASSOCIATED CONTENT

© Supporting Information

The Supporting Information is available free of charge on the
ACS Publications website at DOI: 10.1021/acs.bioconj-
chem.6b00461.

Detailed description of the chemical syntheses, including
figures (PDF)

B AUTHOR INFORMATION

Corresponding Authors
*E-mail: Volker.Derdau@sanofi.com.
*E-mail: Oliver.Plettenburg@helmholtz-muenchen.de.

Notes
The authors declare no competing financial interest.

B ACKNOWLEDGMENTS

All authors acknowledge funding by Beta Train. The research
leading to these results has received funding from the People
Program (Marie Curie Actions) of the European Union’s
Seventh Framework Program FP7/2007-2013/under REA
grant agreement no. 289932. We are also grateful to Dr.
Michael Kurz and Ute Messinger for the help in NMR
characterization of peptides; to Jenny Schubert, Christian
Ehrmann, and Ana Villar Garea for the HRMS; to Richarda
Hennig, Thorsten Zeisberg, and Steffen Kohlitz for the help in
purification of peptides; to Dr. Wolfgang Holla and Dr. Jens
Atzrodt for the help and fruitful discussions; and to Dr. Seth
Jones for critically reading the manuscript.

B REFERENCES

(1) Hermanson, G. T. (2013) Bioconjugate Techniques, 3rd ed,
Academic Press.

(2) Chen, S, Li, X, and Ma, H. (2009) New Approach for Local
Structure Analysis of the Tyrosine Domain in Proteins by Using a Site-
Specific and Polarity-Sensitive Fluorescent Probe. ChemBioChem 10,
1200—-1207.

(3) Gavrilyuk, J., Ban, H., Uehara, H,, Sirk, S. J., Saye-Francisco, K.,
Cuevas, A., Zablowsky, E., Oza, A., Seaman, M. S, Burton, D. R,, and
Barbas, C. F., 3rd (2013) Antibody conjugation approach enhances
breadth and potency of neutralization of anti-HIV-1 antibodies and
CD4-1gG. J. Virol. 87, 4985—4993.

(4) Joshi, N., Whitaker, L, and Francis, M. (2004) A three-
component Mannich-type reaction for selective tyrosine bioconjuga-
tion. J. Am. Chem. Soc. 126, 15942—15943.

(5) Ban, H,, Gavrilyuk, J., and Barbas, C. F,, III (2010) Tyrosine
bioconjugation through aqueous ene-type reactions: a click-like
reaction for tyrosine. J. Am. Chem. Soc. 132, 1523—1525.

(6) Ly, T., and Julian, R. R. (2008) Residue-specific radical-directed
dissociation of whole proteins in the gas phase. J. Am. Chem. Soc. 130,
351-358.

(7) Collie, G. W., Pulka-Ziach, K., and Guichard, G. (2016) In situ
iodination and X-ray crystal structure of a foldamer helix bundle.
Chem. Commun. 52, 1202—1208.

(8) Bertolani, A, Pirrie, L., Stefan, L., Houbenov, N., Haataja, J. S.,
Catalano, L., Terraneo, G., Giancane, G., Valli, L., Milani, R., Ikkala,
O., Resnati, G., and Metrangolo, P. (2015) Supramolecular
amplification of amyloid self-assembly by iodination. Nat. Commun.
6, 7574.

(9) Cruz, L. J,, McIntosh, J. M., Imperial, J. S., and Gray, W. R.
(2000) Conus Peptides and Their Iodinated Derivatives as Probes for
Ion Channels and Receptors, In Animal Toxins, pp 74—89, Springer.

(10) Ruf, J., and Carayon, P. (2006) Structural and functional aspects
of thyroid peroxidase. Arch. Biochem. Biophys. 445, 269—277.

(11) Schottelius, M., Konrad, M., Osl, T., Poschenrieder, A., and
Wester, H.-J. (2015) An optimized strategy for the mild and efficient
solution phase iodination of tyrosine residues in bioactive peptides.
Tetrahedron Lett. 56, 6602—6605.

(12) Espufia, G, Arsequell, G., Valencia, G., Barluenga, J., Pérez, M.,
and Gonzilez, J. M. (2000) Control of the iodination reaction on
activated aromatic residues in peptides. Chem. Commun., 1307—1308.

(13) Vergote, V., Bode, S., Peremans, K., Vanbree, H., Baert, B,
Slegers, G., Burvenich, C., and De Spiegeleer, B. (2007) Analysis of
iodinated peptides by LC-DAD/ESI ion trap mass spectrometry. J.
Chromatogr. B: Anal. Technol. Biomed. Life Sci. 850, 213—220.

(14) Lelesz, B., Téth, G. K, Peitl, B., Hegediis, C., Drimba, L., Séri,
R, Szilvassy, Z., and Németh, J. (2014) Description and application of
a novel glucagon-like peptide-1 (GLP-1) radioimmunoassay. J.
Radioanal. Nucl. Chem. 299, 157—164.

(15) Clerico, A., lervasi, G., Manfredi, C., Salvadori, S., Marastoni,
M, Del Chicca, M. G., Giannessi, D., Del Ry, S., Andreassi, M. G,
Sabatinor, L., et al. (1995) Preparation of mono-radioiodinated tracers
for study of the in vivo metabolism of atrial natriuretic peptide in
humans. Eur. J. Nucl. Med. 22, 997—1004.

(16) Fu, Y., Letourneau, M., Chatenet, D., Dupuis, J., and Fournier,
A. (2011) Characterization of iodinated adrenomedullin derivatives
suitable for lung nuclear medicine. Nucl. Med. Biol. 38, 867—874.

(17) Murthy, K. K., Thibault, G., Schiffrin, E. L., Garcia, R., Chartier,
L., Gutkowska, J., Genest, J., and Cantin, M. (1986) Disappearance of
atrial natriuretic factor from circulation in the rat. Peptides 7, 241—246.

(18) Loot, A. E., van Buiten, A, Roks, A. J., and Henning, R. H.
(2005) The suitability of iodinated Angiotensin-(1—7) peptides as
pharmacological tools. J. Pharmacol. Toxicol. Methods 51, S1—55.

(19) Kozlowski, E., Johnson, G., Dischino, D. Dworetzky, S,
Boissard, C., and Gribkoff, V. (1996) Synthesis and biological
evaluation of an iodinated iberiotoxin analogue,[mono-iodo-TyrS,
Phe36]-iberiotoxin. Int. J. Pept. Protein Res. 48, 194—199.

(20) Vergote, V., Baert, B, Vandermeulen, E., Peremans, K., van
Bree, H,, Slegers, G., Burvenich, C., and De Spiegeleer, B. (2008) LC-
UV/MS characterization and DOE optimization of the iodinated
peptide obestatin. J. Pharm. Biomed. Anal. 46, 127—136.

(21) Tsomides, T. J., and Eisen, H. N. (1993) Stoichiometric labeling
of peptides by iodination on tyrosyl or histidyl residues. Anal. Biochem.
210, 129-13S.

(22) Syvret, R. G, Butt, K. M,, Nguyen, T. P., Bulleck, V. L., and
Rieth, R. D. (2002) Novel process for generating useful electrophiles
from common anions using Selectfluor® fluorination agent. J. Org.
Chem. 67, 4487—4493.

(23) Hughes, W., Jr, and Straessle, R. (1950) Preparation and
Properties of Serum and Plasma Proteins. XXIV. Iodination of Human
Serum Albuminla, b. J. Am. Chem. Soc. 72, 452—457.

(24) Jin, Y., Huang, Y., Xie, Y., Hu, W., Wang, F., Liu, G., and Zhao,
R. (2012) Cyclic interconversion of methionine containing peptide
between oxidized and reduced phases monitored by reversed-phase
HPLC and ESI-MS/MS. Talanta 89, 531—536.

(25) Nicolas, E., Vilaseca, M., and Giralt, E. (1995) A study of the use
of NH 4 I for the reduction of methionine sulfoxide in peptides
containing cysteine and cystine. Tetrahedron S1, 5701—-5710.

(26) Liu, Z, and Julian, R. R. (2009) Deciphering the peptide
iodination code: influence on subsequent gas-phase radical generation

DOI: 10.1021/acs.bioconjchem.6b00461
Bioconjugate Chem. XXXX, XXX, XXX—XXX


http://pubs.acs.org
http://pubs.acs.org/doi/abs/10.1021/acs.bioconjchem.6b00461
http://pubs.acs.org/doi/abs/10.1021/acs.bioconjchem.6b00461
http://pubs.acs.org/doi/suppl/10.1021/acs.bioconjchem.6b00461/suppl_file/bc6b00461_si_001.pdf
mailto:Volker.Derdau@sanofi.com
mailto:Oliver.Plettenburg@helmholtz-muenchen.de
http://dx.doi.org/10.1021/acs.bioconjchem.6b00461

Bioconjugate Chemistry

with photodissociation ESI-MS. J. Am. Soc. Mass Spectrom. 20, 965—
971.

(27) Chalker, J. M., Wood, C. S., and Davis, B. G. (2009) A
convenient catalyst for aqueous and protein Suzuki-Miyaura cross-
coupling. J. Am. Chem. Soc. 131, 16346—16347.

(28) Ojida, A, Tsutsumi, H., Kasagi, N., and Hamachi, I. (2005)
Suzuki coupling for protein modification. Tetrahedron Lett. 46, 3301—
3308S.

F DOI: 10.1021/acs.bioconjchem.6b00461
Bioconjugate Chem. XXXX, XXX, XXX—XXX


http://dx.doi.org/10.1021/acs.bioconjchem.6b00461

