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Guinea pig

This study tests the hypothesis that 10 months of PB125 supplementation would attenuate the age/disease related declines in skeletal muscle of Hartley guinea pigs, particularly the declines in mitochondrial respiration and protein synthesis. We were additionally interested in testing the hypothesis that
attenuation of the declines in mitochondrial respiration and protein synthesis would yield to maintained mobility in Hartley guinea pigs as their musculoskeletal dysfunction progressed.

Q1 The number of guinea pigs. Weekly measurements of weight were used to generate growth curves from all guinea pigs.
Q2 Refers to averaged technical duplicates acquired from biological sample (permeabilized soleus myofibers). Samples were excluded if CCF was beyond cutoff. Outlier test used to remove any outliers. Refer to methods for details of exclusion.
Q3 Refers to averaged technical duplicates acquired from biological sample (permeabilized soleus myofibers). Samples were excluded if CCF was beyond cutoff. Outlier test used to remove any outliers. Refer to methods for details of exclusion.
Q4 Refers to averaged technical duplicates acquired from biological sample (permeabilized soleus myofibers). Samples were excluded if CCF was beyond cutoff. Outlier test used to remove any outliers. Refer to methods for details of exclusion.
Q5 Refers to averaged technical duplicates acquired from biological sample (permeabilized soleus myofibers). Samples were excluded if CCF was beyond cutoff. Outlier test used to remove any outliers. Refer to methods for details of exclusion.
Q6 Refers to averaged technical duplicates acquired from biological sample (permeabilized soleus myofibers). Samples were excluded if CCF was beyond cutoff. Outlier test used to remove any outliers. Refer to methods for details of exclusion.
Q7 Fractionated skeletal muscle tissue of guinea pigs.
Q8 Fractionated skeletal muscle tissue of guinea pigs.
Q9 Fractionated skeletal muscle tissue of guinea pigs.
Q10 Homogenized skeletal muscle tissue of subset of guinea pigs
Q11 Homogenized skeletal muscle tissue of subset of guinea pigs
Q12 The number of guinea pigs that were part of the long term study (excludes guinea pigs that died prematurely.
Figure/table
Experimental Finding Experimental . . Statistical  Any other in which
Question # Conclusion location/variable Summary Statistics (Mean, SD, n) Units test variable data are Comments
presented
The rate of (reflects data Growth :a‘TS‘ (lfd)
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CON:0.0870 points used
K vall % CI N: DFd: 112
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K val % Cl N: DFd: 104
gromh was not values 7 95% Cl CO 0.09263 d: 1049 Sy m—— by weekly
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Finding Experimental . . Statistical  Any other in which
1. Is growth or  Conclusion location/variable Summary Statistics (Mean, SD, n) Units test variable data are Comments
size different mrasaniad
between Male Male Female Female Three Way
treated and CON PB125 CON PB125 ANOVA
untreated
) ) Body mass was Age:
guinea pigs? not different Mean SD n Mean SD n Mean SD Mean SD <0.0001,
between Bod Sex: Fig 1H
treated and ody mass  5mo 933 71.9355772 12 929.454545 71.3755751 11 768 62.3409977 11 765.833333 75.9591198 12 grams <0.0001 ig
untreated Treatment:
guinea pigs 15mo 1174.83333 151.659207 12 1205.8 93.5043671 10 1002.6 98.6894118 10 1000.8 84.9441647 10 07693
Relative soleus
mass was not Mean SD n Mean SD n Mean SD Mean SD relative mass Age:
different Soleus mass (muscle  0.1148, Sex:
between divided by body mass [mg] / 0.4181, Fig 11
G - 5mo 0.22714667 0.03191312 12 0.22068909 0.03623283 11 0.23381091 0.04446527 11 0.2355475 0.04152482 12 [iagiymess  Testmem
untreated a1 0.1611
guinea pigs. 15mo 0.22258333 0.04945789 12 0.20233333 0.04960847 9 0.23033333 0.05332917 9 0.2031 0.03058122 10
Relative
gastrocnemius Mean sD n Mean sD n Mean sD Mean sD relative mass Age:
mass was not . .
" Gastrocnemius (muscle  0.0050, Sex:
different o N
between mass divided by 5mo 1.9676675 0.1261685 12 1.99459  0.2061759 11 201765364 0.1972424 11 2031985 0.17281013 12 mass[mg]/  0.558, Fig 1J
body mass body mass  Treatment:
treated and
[a]) 0.5781
untreated
Auinea nia 15mo 1.85941667 0.20458404 12 1.90322222 0.23644808 9 1.88288889 0.17785629 9 1.89 0.19404581 10
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Male Male Female Female Three Way
CON PB125 CON PB125 ANOVA
There are
significant main
effects of Age:
” lage Perm Mean SD n Mean SD n Mean SD n Mean SD n Co:;lils;r:ion 0.0012, Sex:
and sex on myofibers of 99.5276958 18.66274 12 97.5147423 23.4106458 13 88.5799643 14.0457714 14 98.7043107 16.6658579 14 (prmol 0.0057, Fig 3A
State 3 soleus 5mo 02/(mg*s)) Treatment:
mitochondrial g 0.0979
respiration, but 85.8028571 24.9938572 14 97.4923077 24.7245415 13 70.4323077 16.9556216 13 77.3766667 21.585462 12
not treatment. 15mo
There are
slgnlff;cant rr;aln Mean SD n Mean SD n Mean SD n Mean SD n oxygen Age:
2. Are there d'e ect7 ° Permeabilized consuylgn tion 0.0038, Sex:
Disease/Ager, o g’ myofibers of 107.410796 17.3659599 13 107.471711 23.9735865 14 95.6786929 12.1086217 14 108.909382 16.7000258 14 ) . 0.0018, Fig 3B
Sex-, and sex, an soleus 5mo P N Treatment:
Treatment treatment on 02/(mg*s)) 0.0369
ETS capacity 95.3414286 28.2551403 14 111.15 22.079589 13 80.2938462 20.1534776 13 85.1191667 20.7205377 12 ’
related effects
(Complex | - IV). 15mo
on skeletal Inere are
muscle significant main
mltochor!dnal feffects of n Mean SD n Mean SD n Mean SD n Mean SD n oxygen Age:
respiration? d lage Permeabilized consumption <0.0001,
and sex on ETS myofibers of 72.3387346 13.1018151 13 71.8934643 12.2785257 14 64.8530143 10.183499 14 68.6162786 9.4492954 14 (pmol Sex: 0.0015, Fig 3C
capacity soleus 5mo 02/(mg*s)) Treatment:
(Complex Il - 9 0.3686
IV), but not 56.0421429 10.7295983 14 61.02 13.0105521 13 49.1330769 12.814388 13 49.035 11.9533864 12
traatmant 15mo
There is a
significant main Age:
effect of Permeabilized Mean SD n Mean SD n Mean SD n Mean SD n 0.0117, Sex:
disease/age on myofibers of Ratio 0.5763, Fig 3D
RCR, but not soleus 13.7375241 2.92464774 1 12.4175548 5.91692153 12 11.6563386 3.50597489 13 14.1583086 4.77056906 13 Treatment:
5mo
sex or 0.4027
treatment. 15 11.164983 5.84144599 14 11.0785241 4.47831446 13 9.34990257 2.24577659 13 11.2413266 4.35138311 12
mo
Male Male Female Female Three Way
CON PB125 CON PB125 ANOVA
There are no
effects of Mean SD n Mean SD n Mean SD n Mean SD n
disease/age G
and sex on . 42.0946167 5.53852908 6 36.3777 10.5266758 7 37.3601167 2.43270933 6 39.6061389 5.43781586 9 oxygen g .
State 3 fatt Permeabilized ti 0.8125, Sex:
rate STty yofibers of  5mo consumption =4 5343, Fig 3E
acid supported (pmol .
B . soleus Treatment:
mitochondrial 02/(mg*s))
iration with CREED
’eosg";M e 41.1203136 7.47993877 1 39.1209091 8.20109926 11 35.255  6.91944493 12 4175  10.6846307 7
present.
15mo
3. Are there There is a
Disease/Age-, significant effect
Sex- and  Of treatment on Mean ) n Mean sD n Mean ) n Mean sD n
Treatment State 3 fatty Age:
related effects  acid supported g OXVGEN (8789, Sex:
on fatty acid mitochondrial ' 44.0325636 8.13458713 1 50.6090962 13.2921892 13 42.0969409 3.45188836 1 45.1631321 6.86170343 14 consumption "
- . myofibers of 0.1205, Fig 3F
supported respiration with soleus (pmol Treatment:
skeletal 1.0 mM ADP 5mo 02/(mg*s)) 0.0349 .
muscle present, but no .
mitochondrial  effects of either
respiration? Sex or 46.9315636 9.22131165 1 45.7272727 5.37350926 11 40.0916667 8.23578537 12 47.9957143 13.228866 7
Treatment.
15mo
There was no
significant effect
) of sex, Mean SD n Mean SD n Mean SD n Mean SD n
disease/age, or oxygen Age:
P ili h .1584. 4
treatment on ermeabilized 62.0050864 7.80694986 11 63.8228385 18.9146688 13 53.6398455 5.84251776 11 62.0279929 10.281103 14 consumption 01584 Sex .
State 3 fatty myofibers of (prmol 0.0695, Fig 3G
acid supported soleus Smo OZ/FEm *s) Treatment:
mitochondrial & 0.0773
respiration with
6.0 mM ADP 58.5307682 12.2325652 11 59.38 10.6120177 11 50.0083333 13.3945415 12 58.2357143 16.7850676 7
present.

15mo
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Male Male Female Female Three Way
CON PB125 CON PB125 ANOVA
There are no
effects of Mean SD n Mean SD n Mean SD n Mean SD n Age:
disease/age, Permeabilized ROS 0.1234, Sex:
treatment, or myofibers of 0.42805336 0.08043792 11 0.43372192 0.13929264 12 0.45623588 0.18622498 12 0.38816307 0.10110131 14 Emission 0.1602 Fig 3H
4. Are there sex on soleus 5mo (pmol/(mg™s)) Treatment:
Disease/Age-, maximum 0.3179
Sex-, and LEAK.
Treatment 0.40372545 0.13585671 1 0.39790111 0.07993834 9 0.3620104 0.09612577 10 0.39574357 0.17953402 7
related effects 15mo —
o_n R_OS_ There are no
emission in
skeletal effects of
muscle UECEER/EmR, Mean SD n Mean SD n Mean SD n Mean SD n
mitochondria? URelmEnts @ Age:
sex on ROS - )
o ) Permeabilized ROS 0.2551, Sex:
emISSS:oT d3urmg myofibers of 0.21674  0.07113392 6 0.22606338 0.05194098 8 0.23345815 0.08701785 6 0.23281856 0.05402247 9 Bl 0.9241, Fig 3G
respa:r:tion soleus g (pmol/(mg*s)) Treatment:
mo 9641
supported by 0.96:
subsaturating
amounts of 0.19293364 0.06461414 1 0.20461111 0.03942281 9 0.2092293 0.04340844 10 0.21227786 0.03719251 7
ADP.
15mo
Male Male Female Female Three Way
CON PB125 CON PB125 ANOVA
There are
significant
effects of
Disease/Age, Mean sD n Mean sD n Mean sD n Mean sD n
Sex, and oxygen
5. Are there Treatment on Permeabilized Vo ti X
> ADP Vmax. In myofibers of 50.2081818 6.54644914 1 50.3407692 14.1048741 13 39.3530769 8.53556519 13 52.3653846 10.5011163 13 consumption  Age: Fio 3l
Disease/Age-, " X yorl (pmol  0.0495, Sex: 9
Sex-and A . T smo 02/(mg’s)  0.0010,
Treatment .
related effects  females have OTgezz:Te:éé
on ADP greater 5412  11.8800891 13 61.6061538 11.855594 13 47.3830769 13.3609271 13 46.8591667 9.71323133 12 X Sex x
Kinetics in  'espiration than Treatment:
skeletal 5 mo CON. 15mo 0.0210 .
muscle
mitochondria?
There is a
significant effect Mean SD n Mean SD n Mean SD n Mean SD n
of treatmenton  Permeabilized trati
ADP Km myofibers of 0.488775 0.21902066 12 0.83565833 0.57318332 12 0.43314167 0.16610897 12 0.62755455 0.16896954 11 COHC?ZE?PIO Fig 3J
(sensitivity), but soleus 5mo e Age:
no effect of sex 0.4023, Sex:
0.1311,
orage 0.56958571 0.33010164 14 0.79308  0.19993335 10 0.64803077 0.33967186 13 0.58931667 0.24076722 12 Treatment:
15mo 0.0069
PB125 Mean SD n
treatment 4433 9.337 24 One-Way ANOVA Dunnett's multiple
. augme.nts permeabilized 5mo CON oxygenv comparisons test p value
increase in ADP myofibers of consumption Fig 4A
Vrmax e e 15mo CON 5075 12.85 26 (pmol 5mo CON vs. 15mo CON 0.1085 9
54.53 13.04 25 02/mg’s)
15mo PB125 5mo CON vs. 15mo PB125 0.0072
5mo CON 15mo CON 15mo PB125
PB125 Two-Way ANOVA Dunnett's multiple comparisons
s Mean sD n Mean SD n Mean sD n test
augments permeabilized oxygen 5mo CON vs
increase in AP myofibers of 50.2081818 6.54644914 1 5412 11.8800891 13 61.6061538 11.855594 13 consumption 5mo CONvs ~ 0.5692  15mo 0.0209 Fig 48
Vi i rEles soleus Male (pmol  45mo CON PB125
only 02/(mg*s)) 5mo CON vs
39.3530769 8.53556519 13 47.3830769 13.3609271 13 46.8591667 9.71323133 12 5mo CON vs 0.1067 15mo 0.1479
Female 15mo CON PB125
Mean sD n
Pa12s smocow S8 1884 2 O et pvatue
attenuates the permeabilized Onge?_ P L4
age-related myofibers of 78.4 225 27 consumption Fig 4C
decline in State soleus 15mo CON (pmol 5mo CON vs. 15mo CON 0.0238
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02/(mg*s))

3 respiration.
P 15mo PB125 87.84 24.9 25 5mo CON vs. 15mo PB125 0.5358
5mo CON 15mo CON 15mo PB125
PB125 Two-Way ANOVA Dunnett's multiple comparisons
attenuates the Mean sD n Mean sD n Mean sD n test
age-related s oxygen 5mo CON vs
o permeabilized .
decline in State myofibers of 99.5276958 18.66274 12 85.8028571 24.9938572 14 97.4923077 24.7245415 13 consumption 5mo CON vs 15mo Fig 4D
3 respiration in Male (pmol 15mo CON 0.1633 PB125 0.9554
soleus . 21110 CUN vs
females only 02/(mg*s))
88.5799643 14.0457714 14 70.4323077 16.9556216 13 77.3766667 21.585462 12 5mo CON vs 15mo
Female 15mo CON 0.0463 PB125 0.2898
Mean sD n
PB125 does . .
not attenuate 101.3 15.75 27 One-Way ANOVA Dunnett's multiple
the disease/age 5mo CON comparisons test p value
6. Does PB125 " capacty -\ ofibers of ~ 15mo CON P 5mo CON vs. 15mo CON 0.0605 Fig 4E
(because there (pmol
treatment soleus N
modulate was nota 02/(mg*s))
" significant 98.66 24.83 25
disease/age- oo
decline in ETS
related ranarity in thic 15mo PB125 5mo CON vs. 15mo PB125 0.8752
changes in
mitochondrial
respiration? - [UNRUNNN 5mo CON 15mo CON 15mo PB125
Are there any f Two-Way ANOVA Dunnett's multiple comparisons
sex specific not sex Mean sD n Mean sD n Mean sD n test
effects? speciifcally - — 5mo CON vs
attenuate the  permeabiized 107.410796 17.3659599 13 95.3414286 28.2551403 14 111.308462 22.192122 13 consumption 5mo CONvs 15mo )
age-related myofibers of  pale (mol  15mo CON 0.2314 PB125 0.8467 g
decline in ETS soleus R
capacity 02/(mg*s)) 5mo CON vs
95.6786929 12.1086217 14 80.2938462 20.1534776 13 85.1191667 20.7205377 12 5mo CON vs 15mo
Female 15mo CON 0.1052 PB125 0.3354
Mean sD n
PB125 does 68.46 12.07 27 One-Way ANOVA Dunnett's multiple
not attenuate - 5mo CON oxygen comparisons test p value
the disease/age perme.ablllzed consumption .
N myofibers of 52.72 12.07 27 Fig 4G
related decline soleus 15mo CON (pmol 5mo CON vs. 15mo CON <0.0001
in ETS capacity 02/(mg*s))
(ClI-CIV) 55.27 13.69 25
15mo PB125 5mo CON vs. 15mo PB125 0.0006
PB125 does 5mo CON 15mo CON 15mo PB125
not sex Two-Way ANOVA Dunnett's multiple comparisons
speciifcally Mean sD n Mean SD n Mean sD n test
attenuate the ezl oxygen 5mo CON vs
age-related p " 72.3387346 13.1018151 13 56.0421429 10.7295983 14 61.02 13.0105521 13 consumption 5mo CON vs 15mo E—
decline in ETS myzo'leir: " Male (pmol  15mo CON 0.0014 PB125 0.0345 9
capacity (CIl - 02/(mg*s)) 5mo CON vs
CIv) 64.8530143 10.183499 14 49.1330769 12.814388 13 49.035 11.9533864 12 5mo CON vs 15mo
Female 15mo CON 0.0021 PB125 0.0025
Mean SD n
PB125 12.61 3.555 24 One-Way ANOVA Dunnett's multiple
5mo CON comparisons test p value
attenuates the permeabilized
i i 9.708 3.391 26 i i
disease/age myofibers of . con ratio 5mo CON vs. 15mo CON <0.0001 Fig 41
related decline soleus
in RCR 11.16 4.326 25
15mo PB125 5mo CON vs. 15mo PB125 0.0006
PB125 5mo CON 15mo CON 15mo PB125
attenuates the
disease/age Two-Way ANOVA Dunnett's multiple comparisons
related decline Mean SD n Mean SD n Mean SD n test
i i ermeabilized
D (R = pm ofibers of 13.7375241 2.92464774 1 10.0654575 4.31627083 13 11.0785241 4.47831446 13 e | Do EwE oo Fig 4
only (no age- y Male 15mo CON 0.0356 PB125 0.01516 9
related decline soleus 5mo CON vs
in females) 11.6563386 3.50597489 13 9.34990257 2.24577659 13 11.2413266 4.35138311 12 Smo CON vs 15mo
Female 15mo CON 0.2093 PB125 0.9458
Figure/table
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Male Male Female Female Three Way
CON PB125 CON PB125 ANOVA
=merra
significant effect Mean SD n Mean SD n Mean SD n Mean SD n Age:
of disease/age Myofibrillar fractional 0.0015, Sex:
on myofibrillar subfraction of  g5me 2.22549538 0.1338218 13 2.27587718 0.16137748 13 2.34915667 0.26437344 14 2.22320641 0.18728575 13 synthesis 0.5587, Fig 5A
protein Soleus muscle rate (%/day) Treatment:
synthesis in the 15 2.09324976 0.18108292 14 2.20301389 0.18551335 12 2.12306806 0.16032488 12 2.18618639 0.12621223 12 0.4982
mo
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=merra
significant effect Age:
of disease/age  Mitochondrial gsan g2 g et el 0 gsan g2 g et el 0 fractional  0.0029, Sex:
on subfraction of 5mo 1.7374618 0.21034142 13 1.72790714 0.16061741 14 1.7425441 0.23958803 13 1.80200905 0.30720095 14 synthesis 0.7811, Fig 5B
mitochondrial Soleus muscle rate (%/day) Treatment:
protein 15mo 1.59909881 0.19148393 14 1.69472095 0.19286796 12 1.57687806 0.18026636 12 1.5874975 0.30541418 12 0.3887
There is a
significant effect Mean SD n Mean SD n Mean SD n Mean SD n Age:
of disease/age Cytosolic fractional <0.0001,
on cytosolic subfraction of s 2.31875462 0.1373844 13 2.39275643 0.20134459 14 2.42844222 0.1795843 12 2.43478262 0.35830419 14 synthesis  Sex: 0.1457, Fig 5C
protein Soleus muscle mo rate (%/day) Treatment:
synthesis in the 2.15263571 0.14790641 14 2.22183778 0.16792303 12 2.2020925 0.19777053 12 225817139 0.12983812 12 0.2072
soleus 15mo
There is a
significant effect Mean SD n Mean SD n Mean SD n Mean SD n Age:
Cidbeasciaos S 0.91436128 0.23069098 13 0.97412077 0.40340964 13 0.95704513 0.43079109 13 0.81466718 0.20758125 13 UECTEGE] - M, )
on Collagen subfraction of  5me synthesis  Sex: 0.4539, Fig 5D
7. Are there protein Soleus muscle rate (%/day) Treatment:
Disease/Age-, synthesis in the 0.6040056 0.31295196 14 0.59454028 0.28731824 12 0.49936389 0.21940987 12 0.6284425 0.33627904 12 0.8824
Sex-,and ——_SoOleus 15mo
Treatment There is a
related effects significant effect Myofibrillar Mean sD n Mean sD n Mean sD n Mean sD n Age:
on skeletal of disease/age bfracti § fractional <0.0001,
muscle protein on myofibrillar S:S”::’C"n':;iss 1.93359333 0.14684657 13 1.99464857 0.15391676 14 1.96200154 0.13141966 13 1.99989103 0.3017671 13 synthesis ~ Sex: 0.9541, Fig 5E
synthesis? protein 9 muscle 5mo rate (%/day) Treatment:
synthesis in the 1.71260976 0.13716658 14 173493436 0.15787186 12 170658614 0.18465984 12 1.6994478 0.07726639 12 0.4042
gastrocnemius 15mo
=—merra
significant effect AT
of disease/age Mitochondrial Mean SD n Mean SD n Mean SD n Mean SD n S @ (19061
_on o SelbiteEiEm 6if 1.88033974 0.13536286 13 1.89296846 0.18749823 13 1.83008461 0.14552234 13 1.89414026 0.31656624 13 synthesis ~ Sex: 0.9226, Fig 5F
mitochondrial gastrocnemius  5mo 5 )
. rate (%/day) Treatment:
protein muscle 0.9433
synthesis in the . 1.69435933 0.17251916 14 1.6289415 0.12684399 12 1.68996803 0.16671628 12 1.66856568 0.06898468 12 B
’ 5mo
—sactacnamiuc.
There is a
significant effect ; Mean sD n Mean sD n Mean sD n Mean sD n Age:
. Cytosolic .
of disease/age subfraction of fractional <0.0001,
on cytosolic . 2.00498769 0.13776247 13 2.08004821 0.14146105 13 2.14378051 0.22920456 13 2.15360048 0.29833302 14 synthesis  Sex: 0.1948, Fig 5G
) gastrocnemius
protein Smo rate (%/day) Treatment:
L muscle
synthesis in the 0.4439
gastrocnemius 1.81458095 0.11138432 14 1.82554111 0.19333809 12 1.80076306 0.16847819 12 1.8164975 0.07900233 12
15mo
There is a
significant effect Mean SD n Mean SD n Mean SD n Mean SD n Age:
. Collagen .
of disease/age e G fractional <0.0001,
on collagen etoonemius 5mo 1.46383154 0.22666781 13 1.52458881 0.41531949 14 1.52812897 0.23259949 13 1.56839128 0.41492193 13 synthesis  Sex: 0.2064, Fig 5H
protein 9 muscle rate (%/day) Treatment:
synthesis in the 0.5310
gastrocnemius 1.14150524 0.2450633 14 1.06753111 0.32596463 12 1.29843417 0.17711874 12 1.11631778 0.35655402 12
15mo
Figure/table
Experimental Finding Experimental . . Statistical  Any other in which
Question # Conclusion location/variable Summary Statistics (Mean, SD, n) Units test variable data are Comments
presented
PB125
treatment Mean SD n
attenuates the
age related 2.262 0.1673 26 One-Way ANOVA.\ Dunnett's multiple
decline in FSR Myofibrilar ~ 5mo CON fractional comparisons test p value
in the subfraction of 2.107 0.1691 26 synthesis Fig 6A
myofibrillar Soleus muscle  15mo CON ’ : rate (%/day) 5mo CON vs. 15mo CON 0.0021
fraction of the
soleus 15mo PB125 2195 0-1554 24 5mo CON vs. 15mo PB125 0.2566
PB125
treatment
attenuates the 5mo CON 15mo CON 15mo PB125
age related Two-Way ANOVA Dunnett's multiple comparisons
decline in FSR - Mean SD n Mean SD n Mean SD n . test
in the Myofibrillar fractional Vi Uiy ve
myofibrillar subfraction of 2.22549538 0.1338218 13 2.09324976 0.18108292 14 2.20301389 0.18551335 12 synthesis  5mo CON vs 15mo Fig 6B
v Mal © 15mo CON 0.0769 PB125 0.9201
fraction of the Soleus muscle ale rate (%/day) mo - -
soleus in 2.29895667 0.19364181 13 2.12306806 0.16032488 12 2.18618639 0.12621223 12 i Co v stine
famalas anly Female 15mo CON 0.019 PB125 0.1661
PB125
treatment M sD
ean n
attenuates the One-Way ANOVA Dunnett's multiple
age related 1.74 0.2209 26 .
Co - 5mo CON . comparisons test p value
decline in FSR Myofibrillar fractional
_in the ) subfraction of 15mo CON 1.589 0.183 26 synthesis 5mo CON vs. 15mo CON 0.0299 Fig 6C
mitochondrial Soleus muscle rate (%/day)
fraction of the 1.641 0.2557 24
enlane 15mo PB125 5mo CON vs. 15mo PB125 0.2051




PB125

treatment 5mo CON 15mo CON 15mo PB125
attenuates the Two-Way ANOVA Dunnett's multiple comparisons
8.Does PB125  age re.lated Mitochondrial Mean SD n Mean sD n Mean SD n o Nl S5m0 CON ve tes5lmo —
treatment  decline in FSR g\ pra tion of 1.7374618 0.21034142 13 1.59909881 0.19148393 14 1.69472095 0.19286796 12 synthesis Fig 6D
dulate in the Male o 15mo CON 0.1948 15mo 0.8481
“mo § X Soleus muscle rate (%/day)
diseaselage- ~ mitochondrial 1.7425441 0.23958803 13 1.57687806 0.18026636 12 15874975 0.30541418 12 i GOl v o
related fraction of the Female 15mo CON 0.1221 PB125 0.1546
Char'g:;'" PB125
P e treatment does Mean SD n
synthesis in
the soleus?  Notattenuate
_ the age related 2.371 0.1654 25 One-Way ANOVA Dunnett's multiple
Are there any ol .
N decline in FSR 5mo CON comparisons test p value
sex specific ;o cytosolic Cytosolic fractional
effects? fraction of the  Subfraction of 2.158 0.1479 25 synthesis Fig 6E
soleus when Soleus muscle  15mo CON rate (%/day) 5mo CON vs. 15mo CON <0.0001
pooling male
and female 2.24 0.148 24
aninea nias 15mo PB125 5mo CON vs. 15mo PB125 0.0075
PB125
treatment 5mo CON 15mo CON 15mo PB125
attenuates the
age related Two-Way ANOVA Dunnett's multiple comparisons
i . Mean sD Mean SD n Mean sD n . test
deciine in FSR Cytosolic fractional  ymg GoN vs 5mo CON vs )
in thg cytosolic subfraction of  paje 2.31875462 0.1373844 13 2.15263571 0.14790641 14 2.22183778 0.16792303 12 synthesis 1510 CON 0.0123 15mo 0.2065 Fig 6F
fraction of the  Soleus muscle rate (%/day) [Rrea T
soleus in males 2.42844222 0.1795843 12 2.16412727 0.15491472 11 2.25817139 0.12983812 12 5mo CON vs 15mo
anlv Female 15mo CON 0.0002 PB125 0.0158
treathBethsdoes Mean sb n
ot attenuate 0.9357 0.3393 2 One-Way ANOVA Dunnett's multiple
5mo CON comparisons test p value
the age related Collagen fractional
decline in FSR  subfraction of 0.5557 0.2738 26 synthesis Fig 6G
in the collagen  Soleus muscle  15mo CON rate (%/day) 5mo CON vs. 15mo CON <0.0001
fraction of the
soleus 15mo PB125 0.6115 0.3064 24 5mo CON vs. 15mo PB125 0.0008
PB125
treatment does
5mo CON 15mo CON 15mo PB125
not attenuate
the age related Two-Way ANOVA Dunnett's multiple comparisons
decline in FSR Mean SD n Mean SD n Mean SD n test
in the collagen Collagen actonal inu wui Ve
: subfraction of 0.91436128 0.23069098 13 0.6040056 0.31295196 14 0.59454028 0.28731824 12 synthesis oMo CONvs 15mo Fig 6H
fractionfofjthe Male y 15mo CON 0.0225 PB125 0.0238 ¢
soleus in either ~ Soleus muscle rate (%/day) : O1I0 CUN vs :
males or 0.95704513 0.43079109 13 0.49936389 0.21940987 12 0.6284425 0.33627904 12 Smo CON vs 15mo
females Female 15mo CON 0.001 PB125 0.0199
Figure/table
Experimental Finding Experimental . . Statistical  Any other in which
Question # Conclusion location/variable Summary Statistics (Mean, SD, n) Units test variable data are
presented
PB125
treatment does Mean Sb n . X
not attenuate 1.948 0.1373 2 One-Way ANOVA Dunnett's multiple
the age related Myofibrillar 5mo CON fractional comparisons test p value
ine i subfraction of . N
decline in FSR — ~  ocnemius  15m0 CON 1.7 0.1575 26 synthesis 5mo CON vs. 15mo CON <0.0001 Fig 61
in the g | rate (%/day)
myofibrillar muscle 1.717 0.1229 24
fraction of the 15mo PB125 5mo CON vs. 15mo PB125 <0.0001
FB145
treatment does
e ElERE S 5mo CON 15mo CON 15mo PB125
tge ?ge .re'?;s Two-Way ANOVA Dunnett's multiple comparisons
¢ Ii';en:r; Myofibrillar Mean SD n Mean SD n Mean SD n fractional test
. I
o subfraction of A1 5mo CON vs 5mo CON vs .
myofibrillar s Male 1.93359333 0.14684657 13 1.71260976 0.13716658 14 1.73493436 0.15787186 12 synthesis  15mo CON 0.0003 15mo 0.0017 Fig 6J
fraction of the rate (%/day)
astrocnemius LEED 5mo CON vs
ir?either . 1.96200154 0.13141966 13 1.70658614 0.18465984 12 1.6994478 0.07726639 12 5mo CON vs 15mo
famalac Female 15mo CON  <0.0001 PB125 <0.0001
PB125
treatment Mean sD n
attenuates the » 1.855 0.1401 26 One-Way ANOVA Dunnett's multiple
age related Myofibrillar 5mo CON fractional comparisons test p value
decline in FSR subfraction of : .
1.692 A 2
in the gastrocnemius  15mo CON 69 0.1665 6 r:ti"(“;‘?:: ) 5mo CON vs. 15mo CON 0.0001 Fig 6K
mitochondrial muscle o/day.
N 1.649 0.1019 24
fraction of the 15mo PB125 5mo CON vs. 15mo PB125 <0.0001
PB125
treatment 5mo CON 15mo CON 15mo PB125
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attenuates the

Two-Way ANOVA Dunnett's multiple comparisons

age related Mitochondrial Mean SD n Mean SD n Mean SD fractional test
decline in FSR i ractiona
9. Does PB125 subfraction of ) 5mo CON vs 5mo CON vs .
treatment in the gastrocnemius  Male 1.88033974 0.13536286 13 1.69435933 0.17251916 14 1.6289415 0.12684399 12 synthesis 15mo CON DA B LD Fig 6L
mitochondrial muscle rate (%/day) LG o
d.m°d"'7te fraction of the 1.83008461 0.14552234 13 1.68996803 0.16671628 12 1.66856568 0.06898468 12 5mo CON vs 15mo
isease/age- " - . Female 15mo CON 0.0294 PB125 0.0108
related
changes in B 1o
i treatment does
protein
synthesis in  Not attenuate Mean Sb n
the 'g;ﬁg: irne'lftses 2.074 0.1983 26 One-Way ANOVA Dunnett's multiple
gastrocnemius ° ) ) 5mo CON comparisons test p value
? Are there any i thg cytosolic Cytosolic fractional
sex specific f:ji}lﬁg z;tehne subtfracuon_of 1.808 0.1378 26 synthesis Fig 6M
effects? . gastrocnemius 45,6 coN rate (%/day) 5mo CON vs. 15mo CON <0.0001
pooling male muscle
gﬂi‘; ;z”;?g'es 1.821 0.1445 24
s 15mo PB125 5mo CON vs. 15mo PB125 <0.0001
PB125
treatment 5mo CON 15mo CON 15mo PB125
attenuates the Two-Way ANOVA Dunnett's multiple comparisons
age related Cytosolic Mean sD n Mean sD n Mean sD n test
decline in FSR e 6 fractional 5mo CON vs
in the cytosolic oo emius 2.00498769 0.13776247 13 1.81458095 0.11138432 14 1.82554111 0.19333809 12 synthesis  5mo CON vs 15mo Fig 6N
fraction of the muscle Male rate (%/day) 15mo CON 0.0058 PB125 0.0131
soleus in males
o 214378051 0.22920456 13 1.80076306 0.16847819 12 1.8164975 0.07900233 12 Sl EoN vz Uemm
Yy Female 15mo CON  <0.0001 PB125 <0.0001
PB125
treatment does Mean sD n
not attenuate 1.496 0.2274 26 One-Way ANOVA Dunnett's multiple
the age related Collagen 5mo CON fractional comparisons test p value Fia 60
decline in FSR  subfraction of 1214 0.2267 26 synthesis ’
in the collagen  gastrocnemius 45 coN ’ ’ rate (%/day) 5mo CON vs. 15mo CON 0.0005
fraction of the muscle
soleus 15mo PB125 1.092 0.335 24 5mo CON vs. 15mo PB125 <0.0001
PB125
treatment does
ek ESEREE 5mo CON 15mo CON 15mo PB125
the age related Two-Way ANOVA Dunnett's multiple comparisons
decline in ESR @sllzsEnm Mean SD n Mean SD n Mean SD n test
inithelcallagen subfracgon of 1.46383154 0.22666781 13 1.14150524 0.2450633 14 1.06753111 0.32596463 12 fractional * smo CON vs BIm® ’
fraction of the  gastrocnemius ~ Male ’ ’ : : : : syn(l;zsﬁ) 15mo CON 0.0047 PBI25 0.0008 Fig 6P
oy rof te (%/day. mo vs
soleus in either muscle =
males or . 1.52812897 0.23259949 13 1.29843417 0.17711874 12 1.11631778 0.35655402 12 5mo CON vs 15mo
P | Female 15mo CON 0.0636 PB125 0.0005
Figure/table
Experimental Finding Experimental . . Statistical  Any other in which
Question # Conclusion location/variable Summary Statistics (Mean, SD, n) Units test variable data are
presented
Male Male Female Female Three Way
CON PB125 CON PB125 ANOVA
= nere are_
significant
effects of Mean sD n Mean sD n Mean sD n Mean sD n
Disease/Age
and Treatment, Age:
but not Sex, on 0.99999992 0.23115772 12 1.25295275 0.31956989 12 1.12621233 0.22878589 12 1.32893917 0.31560442 12 0-0022863%
Nz Ctohnetent ) Homogenized Arbitrary Tre.atmer'\t' Fig 7A
19_ Are there gastrocnemius. gastrocnemius ~ 5mo units 0.0270, Age
Disease/Age-,  Thereisa x Trt:
Sex-, and significant <0.0001
Treatment interaction 1.66123992 0.45560936 12 1.05320842 0.34607459 12 1.64818992 0.70433508 12 1.07813308 0.32795079 12
related effects between
on Nrf2 or HO-1  pisease/Age
in the et 15mo
gastrocnemius LEo Ba
2 significant Mean SD n Mean SD n Mean SD n Mean SD n
interaction
between Age:
Disease/Age . 1 0.24490753 9 1.67908289 0.64069604 9 1.25892978 0.39100794 9 1.65851622 0.91520416 9 . 0.1800, Sex:
and Treatmen.t Homogenlzgd 5mo Arblt.rary 0.9351, Fig 7B
on HO-1 protein  gastrocnemius units Treatment:
content in the 0.989, Age x
astrocnemius, Trt: <0.0001
gbut i® Gl 2.330179 1.10079732 9 1.13138967 0.69051276 9 2.15458922 1.28148039 9 1.00671233 0.60616972 9
effect of any
factor, 15mo
Male Male Female Female Three Way
CON PB125 CON PB125 ANOVA
There are no
_ effects of Mean sD n Mean sD n Mean sD n Mean sD n
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Disease/Age, Age:
Treatment, or 0.3032, Sex:
Sex, on ) 1 0.25154744 6 1.092113  0.1105629 1.12699967 0.09041707 1.16333067 0.10674212 ) 0.6274,
1:1. Are there carbonyl Homoglgenlzed smo Arblt'rtary Treatment: Fig 7C
Disease/Ade,  5niont in the soleus units 0.9812, Age
Sex-, and soleus.There x Sex:
Treatment was a 0.0069
related effects . .. 1.20697333 0.08339618 6 1.211697 0.13721804 1.1378355 0.16632006 1.00069025 0.05576008 -
significant Sex x
on carb.onyl Age interaction 15mo
in the
soleus or a
. ere are no
gastroc')nemlus offects of Mean SD Mean SD Mean SD Mean SD Age:
: Disease/Age, @ 0813 S
Treatment, or  Homogenized 12 0.32426597 5 1.74343667 1.28779756 1.16942083 0.42427076 2.93925883 1.81713991 Aritrary g ee S Fia 7D
Sex, on gastrocnemius  5mo units T . - 9
P reatment:
Co:taent in the 0.1179
B 2.81992767 1.08704093 6 2.4613865 0.94397067 1.9843642 0.86731134 2.07796683 0.99866852
gastrocnemius.
15mo
Gehan-
PB125 does not Voluntary . Median Survival Ratio (A/B) 1.176 Cessation of Br'eslow—
slow theloss of ti Survival curve CON Males: 14 Chi square 0.05886 95%Cl lunt Wilcoxon Fig 7E
12. Does PB125 mobility in male n;?“:;::z alrr;aan PB125 Males: 12 q ’ o 412713 354 r‘\l'\oo::ma;:t test CONvs 9
treatment slow gines pigs ' ’ ’ PB125 P
the progression value0.8083
of disability in
either male or
female guinea EiEe
pigs? (asdefined Breslow-
i Medi. ival Rati B)0.5714 i
byacessation PB125 doesnot \/oluntall'y Survival curve CON Females: 12 . G natlo Ees ezl Wilcoxon 5
slowthelossof Movementinan ) Chi square 0.05800 95% Cl voluntary Fig 7F
o losed PB125 Females: 12 02175 -1.501 f test CONvs
mobility |.n enclosed area. b . movemen PB125 P
female guinea value0.4463

pigs




