"JieS  |0J0) '31eS  |0J3UOD) '01BS  |0JIuoD) "oleg  |0J4IU0D "IeS  |[0JIuo)

{anjea-d) T80j-

& .. - .. =]
. LA .
£ o1, pee ‘e e “zoL L fero o = Loty
. |3 A S o Fg'LL -
- 8 3] pom 2 Lo 1 . . — ol 3 .
. oo . . P o . i
) i . | s LoEn L )
£+55900.d 2ijogEIaW 31EIRWNG : [l . == ole  pSELL ) ¥ rak
£-o6'7=d £-9/°9=d C, |ER9w=d - 795 1=d _|eegr=d . )
Ajquiasse xa|dwod awoiydo3A) sstionehioydsoyd - Bk - - rEet = reat
Ll amEpIXO 493N alHoon aHads aHas Lo4nan
- ‘. - -
wx123Ax0 01 2 awouysolha o o lon L] . & o
. . EE Log ol | . Fegl "
Hodsues] UoJ133|2 |BUpUOYI0lN -]l = 'l- - H oL r 4 et
mﬁ v s )
s«uoiiejiod) waloid .. —_— % . Lrg - Lezz1 A | [ZE ; o
" O * . Legl
n“.,w__mmumuwﬂqu;uco__ = lgu o P . res -
tunid[e [EHPUOLROLIN c-agp=d - e g-apg=d £-9g 1=d . £-9g'g=d = £-95'z=d B
. F . . . Lael s
sARdEUES SuBLBIBURL Wewd oy-NaN o100 DLHOD 29X00 WEHOD
%3 BWOIYI0342 0] |RUINbIgN . FaHE . U . . .W ' Fad
g 4 . r O
10dsURI] U0JI33[a [BLPUDYI0IA » : se loz . 2 | — o " s = i
+#UOI1B|SURL] |ELpUOYDOHIN : . Loz o e .r. Faeh &l H -t Loy
m . . r00E . i~ ]
FOEL . . FOEL ou . .
. = Fog
FaEL . S . . 2 - Lya
g-a/7¢=d £-agg=d £-967=d [ €9eT=d | L §-20"t=0
- - 058 - . - -
cLiHD Gy E55d 1Y EERE HEJEH
QaSZMd. ssusb 09
v['ml[v UOLPUOYDGH {jo13uoo sa epuadodies adueyy pjo4) “8o
T e v 9 -z e
= == ——= == = g L
sulpioad [BwosogL (1) spungns (11'D) suungns e S . = = = ™
|ELIPUDYI0H A Aiorendsal Asoyedidsal - - a0
ELIPUOYITHIA [BLIPLOYI0YIIA : = . = - ﬁ“
- == L. - L2z
~ s - e a E
o 2 e - = ] .
=, s = - =
= o - - i
B : b= |l
| Eo— m
= B Hu = il
= 2 -
2| !
{(nra /o) = g
(A2) snungns spungns Asojeadsal BT .
Aioresdsa [eLIPUOYROUN copoconry ) NGNS TOHINGD q

(z801) [3A3] Yhyw |y (280]) 12A3] YNYW |2y

(TB0)) |12n3| YNYW *|2Y



UES  [0RuUDD i ‘IS |DAU0D DES  |ouuos e joquoy QIBS  [DAUoT ‘IES  [ONuUoD DIES  jonung

£ FOGE # rosG |t L5z ) ) ]
1 s e . 7 o A 8 0=b +80°0=b «1200=b 1=b L44N
é -63 £ e 5 | y Lo e _ LGLG |- rosg
o . Lot ' . ] ek 2 e o ‘0= : 2 o
[ bl [ 7|. 7 L B | 1=b Ziosb  ,900°0<b 1 E1E]
o = o — g - ) - J ) -0 _ -
g4 . b | e o : ) lgzy & Lczo i m__u 90z P G Pz i oW
gzop=d . -8 [joodd . hooosd | 3 |wobo-d | lpv|ipo-d 800°0=d gy B |00 . ggglsooosd . ) I I l ulpuig
b1y elaa gan £ Pl Z1dH LIdun €[ Tmna Wwdo | £ Bcwsd
WES  joNU0D MBS |eNuoD HES  pAuUog T MBS oo THES  |oaueD AT UCT T aes joguen IES  |DNUGD & $3U3D BlU2C02JES O ST |
. : [ i . ; 5 i T ; s o 8 ; . : . S
t L1z k . [¥EF - - 3z % rose (dadoLBo- n_.
4 @ " . . w - % &2 0z 5L aL G ]
1. ek L 1 : (] B q ol i Gk i i
e e s 2 ; . " e R m.l.m3.m_xs.ohq:.«_n_on‘oa:mmn_._._.z
g i A S A ) 8 | . | eI N TV BT T ]
| v " oo | beE I [ | I b OO IO ISHOLE I AN
3 2 =L .
ﬂ e | 7 e - b Lo 0 e | eluadoes Ul passaiday [l FNETLT3HL 0 NOLY NS0 A0L0YEY
| e PR # Log | gnooro=d . T 7 e H S fenioed 7 eluadooles Ul paLoLul [ b 212Nz HIONY D LSV LS
1 -FG | F OILMIOYH T8AN CLTISNOISIE O AL
dd1o I GLgdun | S GSdun bsid i < B | oe-rconaivonng
% —\— F O EE AN FNOTEAN T LN
FSTHIZARYS YT ONY T WNYISTSI0NY IR
|0u3u03 s ewadosies sIspels ) i ) kA T130 W3 LS AHYWNYIN IS
£ e @ To s &1 BT @1 L% o ol e _o:cwu oo o= KR ;0 B sy 0sNSTHIONTDTHSATENYIHD
) | | | | I I ] : L iR | IR e e s TR e ]
O{/nu 85 4 & . 95 o AT TR0 WALE 1S3N008
"% 83 i g T - ) L 31940 ¥oI 39940 30¥H11D 5035
rom — L] los B L 350k O ISNCASTY TrS 0T O
402 = \ sk ™ = B o0 00y LD SN0
ZT-3L0'E =Had 5 ¥ .. |89 ' & B - ccoveo00i0Y NoLENg
ST-3%8'5 = anjea-d m | 9 = 0TI T IEANH AL WO
o &00'0=d 3 rZL | 20000= ¥ ['#] FAOLSTISHYH L IN0LOYSH  d—
0 A a1einSaidn saua &9 - ko wHIDOW &=
Hd3 Aq paje| 5 V1L0DYYdd WS ; ,
- = e B o oo S0 RCUSWHDS INOLDYEY
L m—— J i
£ |043U03 sA BlUadDIIES SISl
m .ﬁ_.m. w_A ﬁ_.ﬁ. u_.c. ﬂ__.._. - mho m___ o m‘_ﬁ .m._« & owl Ui Ex ou L €0 st n_._ gt iy m
= - . ! | | |
3 s TMNIININC Sh I —
2 A3 d w ms | EECEECTEETRetaEER
o T o Lan s 3au vadsa NEls <
70-326°G = 44 g 8T-3TH'T = Had m F 2006 AOOLIN M HNH YHLOOR
= 3 = Fa - = FISVISI0 SHOSHIMHYe 3%
60-30£°Z = anjea-d .w. TZ-3vE'T = anjea-d m | EENEETE WIHGNOHDOLIN NG
= =" b SOHEXNOA WHLIODN
1-09d Aq pateingaidn sauan uonejAloydsoyd aanepxo = Bl S

e

()
©
0



a

SARCOPENIA

REACTOME RESPIRATORY ELECTRON_ o

MOOTHA_VOXPHOS A

WONG MITOCHONDRIA GENE MODULE A

KEGG PARKINSONS DISEASE

MOOTHA_HUMAN MITODB 6 2002 1
LZHEIMERS_DISEASE

REACTOME, ’\.ﬂtTDC‘-IONDH AL PHOTEIN 4

KEGG_HUNTINGTONS DISEASE

STARK PF!EFF!ONTAL COHTEX ES%ME-

YAD TEMPORAL FIESPONSE To PHDGE -

REACTOME FORMATION OF _ATP_BY CH

ME_TRANSLATION -

REACTOME otTFuc ACTD_GYCLE _TCA A

YAD TEMPORAL RESPONSE TO PHOGE -

OQUEST STEM GELL UF 4

REACTOME TRMNA AMINOACYLATION 4
BILANGES SERUM_AND_RAPAMYCIN_S -
A_HY PE‘IF_lF'rEﬁ-

ULTIFLE_MYELCMA

_H

KEGG CARDIAC M

ROME_INSULIN TARGETS MUSH
REACTOME iNFLUENZA LIFE_CYCLE -
HABA CORE_MATRISOME
PENG, nAPAM‘r'CIN RESPONSE_DN 4
AEACTOME_METABOLISKM_OF_MRNA -
REACTOME CYTOSOLIC TRNA AMINOA -
FU_INTERACT WITH_ALKBHE -

o
o

b

1|||||||||||

S88

M Enriched
M Repressed

A
w
w

...||||||".|||||||||1|||'

i

JSS

WT

1"

25 50 7.5 10

= 'Il-

2 4 6
~log10(FDR)

=
M
o~

LOW APPENDICULAR LEAN MASS INDEX (ALMi)

REACTOME_RESPIRATORY _ELECTRON_ 4
MOOTHA_VOXPHOS -
WONG_MITOCHOMDRIA_GENE_MODULE
KEGG_PARKINSONS_DISEASE o
MOOTHA_HUMAN_MITODE_6_2002 +
STEIN_ESRRA_TARGETS_UP -
KEGG_ALZHEIMERS_DISEASE
REACTOME_MITOCHONDRIAL_PROTEIN -
KEGG_HUNTINGTONS DISEASE -
STARK_PREFROMTAL COHTEX 22011_4
KEGG_RIBOSOME A
YAQ_TEMPORAL_RESPONSE_TO_PROGE -
MOOTHA_PGC 4
ﬁEACTOME_PYHUUATE_METABOLISM A
BURTON_ADIPOGENESIS_S -
EACTOME_CITRIC_ACID_CYCLE_TCA o

YAO _TEMPORAL_RESPONSE_TO_PROGE -
KEGG_CITRATE_CYCLE_TCA_CYCLE A
BOQUEST_STEM_CELL_UP ~
REACTOME_TRMNA_AMINOACYLATION -
GINESTIER HHEAST _CANCER_ZNF217 <
ROME_INSULIN_TARGETS_IN_MUSCLE
NABA_CORE_MATRISOME -
PENG_RAPAMYTIN RESPONSE DN -
REACTOME CYTOSOLIC TANA AMINOA -
WONG_EMERYONIC STEM CELL CORE 4
FU INTERACT WITH ALKBHS 4

~u
"IIII'I|'|II'I'I|I||IIIII|

iIIIII

(=}

C

REACTOME_| HESPIHATORY ELECTRON b
MO A_VOXPHOS

WONG MITOCHDNDHIA GE MODULE o
KEGG_F, KINSONS DISEASE -

MOOTHA HU\ﬂAN MITODBE_B_2002 4
STEIN_ESRRA_TARGETS_UP
KEGG_ALZHEIMERS_DISEASE

REACTOME MITOCHONDF[IAL PROTEIM
GG_HUNTINGTONS_DISEASE -

STARK PREFRONTAL CORTEX 22011
KEGG_RIBOSOME A

YAQO_TEMPORAL_ RESF‘ONSE TO PROGE -
CTHA_PGC A

REAGTOME F’YFIU\-’ATE METAEOLIEM A
DIPO! GENESIS 51

FIEACTOME ClTRIC AC D_CYCLE_TCA 4
YAQ_TEMPORAL RESPONSE_TO PROGE
KEGG CITHA&E CYCLE LC}{-’\:ECYCLE 1
REACTOME THNA AMINOACYLAT}ON 7
CH!ANG LIVER _CANCER_SUBCLASS_U 4
LZHEIMERS_DISEASE_DN o

ROME INS-E.LIN TAF!GETS IN_MUSCLE
ABA_CORE_MATRISOME

PENG RAPAMYC[N RESPONSE DN 4
REACTOME_CYTOSOLIC_TRNA_AMINOA -

w
o
w

B Enriched
M Repressed

HSS
[ ]
_—
-
==
-_
——
—
—
]
= |
o
I_I
f—r |
i
-

JSS

2.5

~log10(FDR)

LOW MUSCLE FUNCTION

50 75 10 0 051.01520250 25 50 7.5 10

WONG EMBRYONIC STEM CELL CORE 4
FU_INTERACT_WITH_ALKBHS A

L]

w
w
w

M Enriched
M Repressed

HSS

‘I_"r:nw

i
w
w

«l|||-|||||||||q|||mw

25 50 7.5 10 0 0.51.0 1.52.0250 25 50 7.5 10

—log10(FDR)

Oxidative phosphorylation (HSS)

Wa
il

Statlshcs sarcopenia vs c.ontrc:l

’ p-value = 3*10"
FDR = 1*107

Enrichment
H

- |

Enriched
Repressed

| | i
2 2 2

Oxidative phosphorylation (JSS3)
p-value = 0.01
FDR = 0.10

bt bl

Enlichmem

Enriched ——

Repressed

=)

Statlshcs saroopema Vs Dontrol

Oxidative phosphorylation (HSS)

p-value = 2*105
] FDR =4*10°
B
5
E

Enrichment |

ol

Repressed

Statlshcs Icw.r ALMl VS control

Oxidative phosphorylation (JSS)

oy

1 p-value = 3*107
FDR = 610

Enrichment

o

Enriched

=
&
@
o
7]
E

Statistics low ALM] VS control

Oxidative phosphorylation (HSS)

p-value = 710
FDR = 6*10®

otk

T
2 z s B
2 ;-

Statlstlcs lovwy muscle functlon Vs control

 Enrichment

T

Enriched
Repressed

Oxidative phosphorylation (JSS)

Statlstlcs Iow muscle funchcm Vs Dontrol

a7

p-value = 27102
FDR = 7*10¢

Enrichmem

;
A

Repressed




Appendicular Lean Mass Index

Grip Strength

Gait Speed

4-
—
[}
2
©
7
[=3
el
=}
oD 24
o
1
0-

REACTOME_TCA_CYCLE_A
KEGG_OXIDATIVE _PHOSP +
REACTOME RESFPIRATCRY -
MOCTHA VOXPHOS <
WONG_MITOCHONDRIA GE -
KEGG_PARKINSONS_DISE -
MOGOTHA_HUMAN_MITODB_ -
STEIN_ESRRA_TARGETS_ -
REACTOME_MITOCHONDRI
KEGG ALZHEIMERS DISE -
KEGG_HUNTINGTONS_DIS -
YAO TEMPORAL RESPONS <
REACTOME_PYRUVATE_ME =
REACTOME_TRMA_AMINGA -
REACTOME_FORMATION_O o
REACTOME_CITRIC_ACID -
STARK_PREFRONTAL_COR -
MOOTHA_PGC o

KEGG CITRATE CYCLE T4
BURTON_ADIPOGENESIS_ A
YAO TEMPORAL RESPONS =
KEGG_VALINE_LEUGINE_
HEACTOME_MITOGHONDRI -
) REACTOME_BRANCHED_CH -
BOQUEST_STEM_CELL_UF -
KEGG_RIBOSOME -
BEACTOME_TRANSLATION -
BURTON_ADIPOGENES|S_ -
CHNG_MUOLTIPLE_MYELOR -
GINESTIER_BREAST CAN o
BILANGES SERUM_AND R 4

MNABA CORE MATRISOME -

-1 0 1 -0.10-0.05000 005 010 0.15 =2 0
Coefficient of association
Appendicular Lean Mass Index Grip Strength Gait Speed
00 25 50 75 10 00 25 50 75 10 O 1 2
—log10(FDR)

‘ [ Positive association [] Negative association




C CONTROL SARCOPENIC

SDHa(Cf === — - =  — T
ATPSa(CV)| o pr—— = oo
UQCRC2 (C [ —a — = e e L e e |O0KDa
NDUFAS C N[ == — BN
HSCTO[ ot ot ot ot e ot e o o e e |
GAPDH' I S I—ankna
Complex | (NDUFAS) Complex Il (SDHa)
2 3- : =0.036 n =0.018
o ¥ g g. P
L . o
i 2 =
i} 9 Jif} -
g : BT :
£ '.| R E = ! .
& £ . ] 3
& ¥l |_.‘-._| % o4 P .
Control  Sare. Contrel  Sarc.
ATPSMF
o Complex Ill (UQCR2) Complex V (ATP5a)
w . »
mod t-stal  UOCAFS1 ek H =004 2204 '1 p=0.008
1 ATPSFIA 2 5] s -
VOCACH ATPSPE E . 5 154 [T * d
. ATPSMC2 % . & g d- .
ATPSFID 24 /_L—\ @ 2 M F e i
: e % oo - % 0.5- r B
i AMPSIEY o . . : o . ~
MT-ND5 4 e ; et o 00—y
NDUFAT3 4 | Control Sarc. ntrol Sarc.
] Complex | Complex Il Complex 11 Complex IV CS (TCA) SDH (TCA)
2 g0+ . ‘Ip=0.02 160+ 1 3001  p=0.048" . .
= | S— i . . 300 .
E 604 p=0.013 | 20 hy . 1204 p=0043 - il p=0016| 20- ] p=0.008
I : - 3 200{ = -
3 40{ b= e : 804 —#+ —L— 'l, - s
5] . - . . - . - o .
ﬁzo_ = 101 o . - | *s 100+ = a8 100+ : ....‘ 101 %
g J [ 31| 401 1. 5 - s T 55 ¥~
ﬁ‘ 0. 4 . : al_. 0 . .-1.. 0- . T. ]
LE Control Sa'm Control Sarc. Conttrol Sarc. Cm;trol Sarrc. Corzirol Sa'r_c. Control Sarc.
f J Porin &
CONTROL SARCOFENIC 54 . w B . |
w -
_ ° | p=0002| 2T | p=0.001
Poin’l | S g e = — == - 30kDa g < . |
© o 3
Citrate Syn- g : |
thase (CS] — — — — — e — G0kMa o 3 24 '. -
o > |
= = .
4 é[ ol |
G0kDa 4 [ . |




. WEG 000D weg (0D
o Lo SN = : 4 - 05E P
- B * . . s . o
A =
R " 5 ” o o8| = Ll
" e Fen = E0409 — L - | [ 3
. AN & S S S S—— - - | ooy 3] z s 3
— _ = = LG o o | F00F Z
i vl . L ST bl s
_. ulh FOUOE | - s S - 2eao %. Lag - L lgey m
. Lo B a " e =
‘SN z DINIJODHYS TOHINOD goo0o=d - 1izoo=d Logy m
uieloid 82D LdWWN FIVNIAN
(Byownt) jans| +Q¥N SlosShiN mu {Bylownt) jans| +Q¥N 2loshiy {Bylowni) [ans] +QyM Slosny (Bjjount} jans| +Q¥N 2losShiN e B e W
Y00 £00 200 3 wo £00 700 ¥00 £0°0 200 v0'0 €00 00 ° m.“
‘p=len-d Lo B e 0=lend ‘0=len-d [esmntien . o =
%.o 0=l 09 i Bl e E..o 0=l 0z @ | B200=e d y > _m_ 200 3
£50= o s X 9502 b B | 850 . o | zoo= g = ol
. | D | - b . . G7 = w
. R [ m.. \\ % \U\. Hn%. _ \.\ w. . J\.m:
1 el = \\... ] _. \t\.\ e 2 -\ . e r€0°0 3
< = . =3 l; = i o
\\.\ . Lo W; .\.\ e rm \ . i ..W.. \.\.-. 1 . L ﬁmM [ 5
@ | J & i m [? 3 op00=d .vo.om
tog 3 o _ — ls I3
. @ . [® avN >
a | FO'2 Sh )
o o D
|ojjuco sA EluadodiES SINSIELS joauo9 sA eladodies sogsnElS
k& ik =28 : ¢ 3 = T O R I TR T
8 B B S & 2 B | & k 8 2 8 8 2 & B B & &
1 1 1 | 1 1 1 ] _ﬂl G_l_l | 1 1 1 1 1 1 | _n
5 Dm.. m m .qu_._
_H R _H =
| o 3
=2 9000'0=d | ~§

sseoold 21jogesWw QvN ‘ssr

ssao0ud 2ljogelell Q¥N ‘SSH

ssao0ud 21j0geleW gy¥N ‘SSS

©



