Supplementary Information



Remarks with the MSMS spectra listed below:
e The spectra were obtained with the standard annotation of MaxQuant. Unannotated, high abundant
peaks were manually annotated and this information is given in the figure caption.

e When there are still high abundant, unannotated peaks present after manual annotation, these could be
explained by unkown fragments of the corresponding peptide or fragments of a cofragmented peptide.

e Spectra from bovine milk, digested pure protein or synthetic peptide were chosen in order to match the
corresponding spectra in human milk as closely as possible.
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Supplemental Figure S 1: MSMS spectra from doubly charged peptide sequence ALPMHIR, as identified in
human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 103 and 0.4 ms,
respectively. Unannotated peak at m/z 327.30 can be annotated with fragment y52+.
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Supplemental Figure S 2: MSMS spectra from doubly charged peptide sequence IDALNENK, as identified
in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 34 and 8 ms,
respectively. Unannotated peak at m/z 449.97 can be annotated with fragment b5-CoH,O05-NHs.
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Supplemental Figure S 3: MSMS spectra from doubly charged peptide sequence LIVITQTMK, as identified
in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 84 and 42 ms,
respectively. Unannotated peak at m/z 466.27 can be annotated with fragment MH-HyO?**.
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Supplemental Figure S 4: MSMS spectra from doubly charged peptide sequence LSFNPTQLEEQCHI, as
identified in human milk (top) and in bovine milk (bottom). MSMS ion injection times are 102 and 0.6 ms,
respectively. Unannotated peaks at m/z 627.79 and 1255.42 can be annotated with fragments y10** and
b11-CH40, respectively.
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Supplemental Figure S 5: MSMS spectra from doubly charged peptide sequence TKIPAVFK, as identified in
human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 150 and 0.4 ms,
respectively. Unannotated peak at m/z 443.73 can be annotated with fragment MH-NH32".
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Supplemental Figure S 6: MSMS spectra from doubly charged peptide sequence TPEVDDEALEK, as
identified in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 150 and
100 ms, respectively. Unannotated peaks at m/z 573.03 and 614.32 can be annotated with fragments y10%+
and MH-H,O%*, respectively.
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Supplemental Figure S 7: MSMS spectra from doubly charged peptide sequence TPEVDDEALEKFDK, as
identified in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 150 and
17 ms, respectively. Unannotated peaks at m/z 768.14 and 809.29 can be annotated with fragments y132+
and MH-H5O, respectively.
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Supplemental Figure S 8: MSMS spectra from doubly charged peptide sequence VLVLDTDYKK, as identified
in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 150 and 100 ms,
respectively. Unannotated peaks at m/z 491.27 and 548.18 can be annotated with fragments y82* and y927,
respectively.

10



Raw File Scan Method Score mjz
Fabiola6 12223 [TM5; CID 181.31 772.1
o

o
@
s
f AL
8| a5,
o
s
=8
: s
]
z El
m 2&
3 Ye v
2| Lt b
9
badfes | o
ys E=E . .-
24 bz = :‘"_ b bis? “ias ‘“3!!5 YE 0 bas N
28214 ;!323 scfs UL | pyee soh fe =
g ssha
ab o
H ’ o
U e e e
al i Lol \Il |||| | ! : 1]I||II ||\ uhs i l P PR N 28
200 400 600 800 1000 1200 1400 1600 1800
mjz (zoom)
y18° |y1e® [y177 [y1e? [yas? [yra® | yiz yur [ yie | ye ve | ys | ya | yz [ y=
- V'Y V|IE'E|L|K'P T|P'E'G DL|E|Il|L|L|Q K -
b: | b: bs | be bs b1z | bia |bis? | bie [bi17? [b1e? |b1s?
Raw File S5can Method Score m/z
PD142_Beta-lactoglobulin 6412 ITMS; CID 226.67 772.09
g
yiezs -
J:_::l. _§
ol v
L
2
=4
B
a2
g
c
I
= El
= - =
2 21 e 152
g y 2
= (R
o 7 2= @
be Y% BT 8
24
=
=
Yz
bz . deavs
& o = b
g 5}
e s XS bis s
Heze b1afl 4 125272
b 75 92 y1o
yz =h | Gt 1 } bis
il I | I
ol all AL o il ! ; ] : | I T . | T — A 1A
200 400 600 800 1000 1200 1400 1600 1800
m/z (zoom)
y1a® |y1e® [y17? [yie? [yis® [yra® [yna yi1 [yio | ye [ye*t | yz [ ye | ys | ys [ yz [ ya
- V'Y |V|E|E|L|K|P T|IP'E|G'D|L|E|jIl|L|{L|Q K -
bz [ bz | ba | bs | be | br bs b b1z |b14? [b1s?| bis |bir? |bie? [bis?

Supplemental Figure S 9: MSMS spectra from triply charged peptide sequence VY VEELKPTPEGDLEILLQK,
as identified in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 150
and 73 ms, respectively.
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Supplemental Figure S 10: MSMS spectra from doubly charged peptide sequence WENDECAQK, as identified
in human milk (top) and in bovine milk (bottom). MSMS ion injection times are 150 and 5 ms, respectively.
Unannotated peak at m/z 581.75 can be annotated with fragment MH-NH32".
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Supplemental Figure S 11: MSMS spectra from doubly charged peptide sequence WENDECAQKK, as
identified in human milk (top) and in bovine milk (bottom). MSMS ion injection times are 150 and 21
ms, respectively. Unannotated peaks at m/z 496.99 and 645.92 can be annotated with fragments y82* and
MH-NH32t, respectively.
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Supplemental Figure S 12: MSMS spectra from doubly charged peptide sequence LDQWLCEKL, as identified
in human milk (top) and in bovine milk (bottom). MSMS ion injection times are 150 and 150 ms, respectively.
Unannotated peaks at m/z 418.18 and 479.61 can be annotated with fragments CEK and y7-H,O?*,
respectively.
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Supplemental Figure S 13: MSMS spectra from doubly charged peptide sequence EKVNELSK, as identified
in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 150 and 2 ms,
respectively. Unannotated peak at m/z 464.76 can be annotated with fragment MH-H,O?*.
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Supplemental Figure S 14: MSMS spectra from doubly charged peptide sequence FFVAPFPEVFGK, as
identified in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 150 and
0.5 ms, respectively.
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Supplemental Figure S 15: MSMS spectra from triply charged peptide sequence HIQKEDVPSER, as identified
in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 150 and 100 ms,
respectively. Unannotated peak at m/z 244.82 can be annotated with fragment y42+.
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Supplemental Figure S 16: MSMS spectra from triply charged peptide sequence HQGLPQEVLNENLLR, as
identified in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 150 and
3 ms, respectively.
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Supplemental Figure S 17: MSMS spectra from doubly charged peptide sequence YLGYLEQLLR, as
identified in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 150 and
2 ms, respectively. Unannotated peaks at m/z 469.14 and 625.47 can be annotated with fragments a4 and
MH-H,0%*, respectively.
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Supplemental Figure S 18: MSMS spectra from doubly charged peptide sequence SCQAQPTTMAR, as
identified in human milk (top) and in bovine milk (bottom). MSMS ion injection times are 150 and 55 ms,
respectively.
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Supplemental Figure S 19: MSMS spectra from doubly charged peptide sequence AEFVEVTK, as identified
in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 150 and 9 ms,
respectively. Unannotated peak at m/z 452.76 can be annotated with fragment MH-H,O?**.
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Supplemental Figure S 20: MSMS spectra from doubly charged peptide sequence DAFLGSFLYEYSR, as
identified in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 150 and
100 ms, respectively.
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Supplemental Figure S 21: MSMS spectra from doubly charged peptide sequence DLGEEHFK, as identified
in human milk (top) and in bovine milk (bottom). MSMS ion injection times are 150 and 150 ms, respectively.
Unannotated peaks at m/z 373.77, 430.41 and 478.71 can be annotated with fragments y62*, y7?* and
MH-H,0%*, respectively.
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Supplemental Figure S 22: MSMS spectra from triply charged peptide sequence DTHKSEIAHR, as identified
in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 11 and 0.6 ms,
respectively. Unannotated peaks at m/z 326.64, 360.35 and 392.71 can be annotated with fragments y82*,
y92+ and MH-H,O0?*, respectively.
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Supplemental Figure S 23: MSMS spectra from doubly charged peptide sequence DVCKNYQEAK, as
identified in human milk (top) and in bovine milk (bottom). MSMS ion injection times are 130 and 150 ms,
respectively. Unannotated peaks at m/z 512.02, 520.72, 570.30 and 619.47 can be annotated with fragments
y8-NH3%+, y82+, y92+ and MH-NH32*, respectively.
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Supplemental Figure S 24: MSMS spectra from doubly charged peptide sequence FKDLGEEHFK, as identified
in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 150 and 10 ms,
respectively. Unannotated peak at m/z 616.62 can be annotated with fragment MH-H,O?**.
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Supplemental Figure S 25: MSMS spectra from doubly charged peptide sequence HLVDEPQNLIK, as
identified in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 90 and
0.4 ms, respectively. Unannotated peaks at m/z 332.28 and 644.47 can be annotated with fragments a62*
and MH-H,O%*, respectively.
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Supplemental Figure S 26: MSMS spectra from doubly charged peptide sequence LVNELTEFAK, as identified
in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 150 and 3 ms,
respectively. Unannotated peak at m/z 573.68 can be annotated with fragment MH-NH32*.
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Supplemental Figure S 27: MSMS spectra from doubly charged peptide sequence QNCDQFEK, as identified
in human milk (top) and in bovine milk (bottom). MSMS ion injection times are 150 and 91 ms, respectively.
Unannotated peak at m/z 525.91 can be annotated with fragment MH-HyO?*.
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Supplemental Figure S 28: MSMS spectra from triply charged peptide sequence RHPEYAVSVLLR, as
identified in human milk (top) and in digested pure protein (bottom). MSMS ion injection times are 150 and
3 ms, respectively. Unannotated peaks at m/z 342.35, 413.21 and 511.48 can be annotated with fragments
b52t+, a7?t and b9-H,O?T, respectively.
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Supplemental Figure S 29: MSMS spectra from triply charged peptide sequence SLHTLFGDELCK, as
identified in human milk (top) and in bovine milk (bottom). MSMS ion injection times are 150 and 21 ms,
respectively. Unannotated peaks at m/z 210.64, 262.86, 276.62, 328.21, 332.82 and 336.39 can be annotated
with fragments y321, a5%t, b52+, ag82t, y52* and a6t, respectively.
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Supplemental Figure S 30: MSMS spectra from doubly charged peptide sequence TCVADESHAGCEK, as
identified in human milk (top) and in bovine milk (bottom). MSMS ion injection times are 150 and 22 ms,
respectively. Unannotated peaks at m/z 601.91 and 723.28 can be annotated with fragments y11%2* and
MH-H,0%*, respectively.
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Supplemental Figure S 31: MSMS spectra from doubly charged peptide sequence AQFVPLPVSVSVE-
FAVAATDCIAK, as identified in human milk (top) and in bovine milk (bottom). MSMS ion injection times
are 150 and 150 ms, respectively. Unannotated peak at m/z 1037.47 can be annotated with fragment y2027.
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Supplemental Figure S 32: MSMS spectra from doubly charged peptide sequence NLLFNDNTECLAK, as
identified in human milk (top) and in bovine milk (bottom). MSMS ion injection times are 150 and 84 ms,
respectively. Unannotated peak at m/z 662.97 can be annotated with fragment y112F.
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Supplemental Figure S 33: MSMS spectra from doubly charged peptide sequence VSITCSGSSSNIGR, as
identified in human milk (top) and in bovine milk (bottom). MSMS ion injection times are 150 and 141 ms,
respectively.
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Supplemental Figure S 34: MSMS spectra from triply charged peptide sequence CASFRENVLR, as identified
in human milk (top) and in bovine milk (bottom). MSMS ion injection times are 150 and 98 ms, respectively.
Unannotated peak at m/z 412.29 can be annotated with fragment MH-HyO?*.
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Supplemental Figure S 35: MSMS spectra from doubly charged peptide sequence SLAMAASDISLLDAQS-
APLR, as identified in human milk (top) and in bovine milk (bottom). MSMS ion injection times are 150
and 150 ms, respectively.
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Supplemental Figure S 36: MSMS spectra from doubly charged peptide sequence KQTALVELLK, as identified
in human milk (top) and in bovine milk (bottom). MSMS ion injection times are 60 and 39 ms, respectively.
Unannotated peaks at m/z 491.99 and 556.35 can be annotated with fragments b9?* and MH-NH32*,
respectively.
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Supplemental Figure S 37: MSMS spectra from doubly charged peptide sequence KEPERNECFLQHK,
as identified in human milk (top) and as synthetic peptide (bottom). MSMS ion injection times are 150
and 100 ms, respectively. Note that in human milk, the cysteine is alkylated, causing the difference in m/z
with the synthetic peptide. Unannotated peaks at m/z 785.72 (top) and 757.34 (bottom) can be annotated
with fragment y12-H,O%** or b122*. Unannotated peaks at m/z 850.17 (top) and 821.88 (bottom) can be
annotated with fragment MH-NH32".
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Supplemental Figure S 38: MSMS spectra from doubly charged peptide sequence LVNEVTEFAKK, as
identified in human milk (top) and as synthetic peptide (bottom). MSMS ion injection times are 150 and 62
ms, respectively. Unannotated peaks at m/z 533.32, 583.00 and 630.29 can be annotated with fragments
y9%2+, 10?2+ and MH-H,0?%*, respectively.
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