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Fig. S1. Representative pathological staining and senescence markers in the
wounds of patients with non-diabetic foot ulcers (hnDFU) and diabetic foot ulcers
(DFU). (A, B) HE staining of nDFU skin. (C, D) HE staining of DFU patient skin.
(E-G) SASP factors (Ccl8, Cxcl2, Cxcl3) in the wound skin were detected by
gPCR (n=6 for each group). (H-J) SASP factors in the wound fat were detected
by gPCR (n=6 for each group). (K-M) SASP factors in the wound muscle were
detected by gPCR (n=6 for each group). Data were analyzed by two-sided
Student's t-test and presented as Mean + SEM. ***p<0.001, and ****p< 0.0001
compared to nDFU group.



* 2
e &, B \N&OQ
o«o&@. . oﬁo\fr
m o™ - [=] A\@ L] o - o < @
(afiueyo poj) % (abueyo ploy) A@a @mcmﬁ u_é oo
uoisaidxa YNHW Zo0 1 uoissaldxa YNHLW ZfD uoisaidxe yNHW 200
22 2 . 2
e 0, & QO@& ¥ &\ e Q@oo
%0, % %, % i % c&v «00 %, &
m o - o - (] — o — ™ o o [y ] - o
(abueyp pioy) A“..\eg (aBueyo plo)) && ?ucmﬁ pio © &oo (aBueyo n_é ﬁmzwﬁ u_é (aBuByo ploj) &&
uoisaidxe yNuw & L) T uoisaldxs yNW gioxs s uoissaidxa YW & 47 T uoissaidxe YNHW £/9%) uoisaidxe YNYW ¢ ¢f uoisaldxa YNYW gfoxg 7
2 2 2 y 2 g 2 2
E &, 2 QQ&& 8 &, e K g 3
o«o}w‘ o«o 2%, %, e«o,fv o«o»qv d %%, %
& - Q A\@ Loy} o - Q A\ Q [y} o — o _@ o ol -— [=] Q@\
am__mﬁ _._é 0 ancss u_ev amcmﬁ plog ) (@Bueyo ploj K) (sBueyp pio)) % (aBueud ploy %
uolsaldxa yNHW gt T uojsardxe yNHW Zioxa uoissaldxs YNYW gif T uoissaldxe yNHW Zjoxo T uoisaidxa YNHW S T uojsaidye wNHW Z2x0 T
) 2 % ' 2 : %, ) K %
B (2 B Q 2 @ B . Qe 79 B % B (27
o«@&@. oﬁo&@ @&.&ﬁ. %, % o«@&@ %, %
m ﬁﬂmn_.l__w_.u m_lg (=] & m o \\@ o (3] - Qo & [] (] — [=] QQM\ m o™ - o @0 m o~ -~ o A\@
) ?m_._mﬁ v_nb N (afiueyo piajg) % (eBueyo pioj) % {abuew pjoy) o (afueyd pioy) %o
uoigaid® YNHW Bt 7 uosaidxe yNuW 9190 7 uoissaidxe YNy BT T uoissardxe yNMW g0 T ubizasdxe YN W D4H T uosaidye yNHW 9120 T
2 2 2 2 2
2 6\00 u . \NV‘QO ] /KQQ " O\QA\ B ;v‘on\ ] 600
&\OA&W \»Qoo&.w. &\QA&F &\OA&P @QA&P \m\o.fmw
(aBueyo pioj) % (aBueyo pioj) em.\ (aBueyo pjoj} %% (aBueyo pioj} K (sBueys pjo)) % (abueyo pioy) %
uo|saidxs ynyw p2d 7 uojsaidxs yNyWdu uojsaldxe yNyw 12d 7 ucjssaldxa yNYW 1oy T uojsandxa yNyw 12d T uoisaidxs yNUW Ly 7
2 ) ) ) ¢ 2
B QO &, e 2, g \NV.Oo 8 . 0 e QO&oo
OQO 0«0 0?0&@ @Ob&P 0?0&@‘ OQO g,
m m ™~ - o \\@ m o™ - Qo A\& m o™ - o \\@ - o - (=] QQM\
am__mﬁ u_é oo A%EE u_é (afiueyp pjoj) o (afiuey pjoj) K) (afiueyp pjoy) %o (sbueyo pjoj) )
uoisaidxe ynyw 9Ld 7 uoisaidxe yNyW o5 uoisaxdxe yNyw g9id T uoissaldxa YNYW Lox) 7T uoisaidxe yNyw 91d T uoisaidxe YNYW Lox5 i
] L ] L ]
-1 upis m ed (1) ejosniy

5) and older non-diabetic foot ulcer

8). Data are presented as Mean + SEM and

Fig. S2. Gene expression of p16, p21, and SASP factors in the skin, fat, and

were analyzed using a two-tailed Student's t-test. *p<0.05 compared to the

muscle tissues of younger (35-50 years, n
younger nDFU group; ns, not significant.

(nDFU) patients (>55 years, n
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***p<0.001, ****p<0.0001

diabetic foot ulcer (nDFU) and diabetic foot ulcer
4 for each skin tissue group, and n

(DFU) patients (ages 35-50, n

Fig. $3.Gene expression of p16, p21, and SASP factors in the skin, fat, and
fat and muscle tissue group). Data are presented as Mean + SEM and were

analyzed using a two-tailed Student's t-test.

muscle tissues of young non
compared to the nDFU group.



WT-ND DB-HFD

Fig. S4. Wound healing process in mice. The dorsal skin of WT-ND and Db-HFD mice was wounded using 6-mm punches, followed
by a scale of the wound area at the indicated time points (n=7 for each group). WT-ND, wild-type mice fed a normal diet; Db-HFD,

db mice fed a high-fat diet.
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Fig. $5. Accumulation of senescent cells (SnCs) at the wound sites of mice.
The dorsal skin of mice was wounded using 6-mm punches, followed by a scale
of the wound area at the indicated time points (n=7 for each group). (A-I) mMRNA
levels of p16, p21, and SASP factors (Tnfa, II6, II1b, Ccl2, Ccl5, Cxcl1, and
Mmp1) in wound fat. (J-R) mRNA levels of p16, p21, and SASP factors in
wound muscle. 6 mice from each group were randomly selected for senescence
marker detection. Data were analyzed by two-sided Student's t-test and
presented as Mean + SEM. *p<0.05, **p<0.01, ***p<0.001, and ****p<0.0001 in
the indicated comparisons. WT-ND, wild-type mice fed a normal diet; WT-ND,
wild-type mice fed a high-fat diet; Db-HFD, db mice fed a high-fat diet.
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Fig. S6. Clearance of senescent cells (SnCs) with ABT263 accelerated wound
healing in diabetic mice. (A) Body weight and (B) fasting blood glucose levels
in WT-ND and Db-HFD mice. (C) Images for wound area in the mice of each
group at the indicated time points (n=8, 8, 7, 6 for WT-ND, WT-HFD, Db-HFD
and Db-HFD+ABT263 groups, respectively. (D, E) SASP factors (Mmp3, Ccl5)
in wound skin (n=6 for each group). The data are analyzed by one-way ANOVA
and presented as Mean * SEM. *p<0.05, **p<0.01, ***p<0.001 and
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p<0.0001 in the indicated comparisons. WT-ND, wild-type mice fed a
normal diet; WT-ND, wild-type mice fed a high-fat diet; Db-HFD, db mice fed a
high-fat diet.



