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R878H/+ cells, their effects on skeletal bone, and inflammatory activities of the mutant myeloid cells,

Figure S1. Clonal expansion of Dnmt3a
related to Figure 1

(A-F) Lethally irradiated CD45.1 mice were transplanted with either 10%Dnmt3a"®"®"+ CD45.2* BM cells and 90% WT CD45.1* BM cells (10%
Dnmt3aR®"8*BMT group) or with 10%Dnmt3a*"* CD45.2* BM cells and 90% WT CD45.1* cells (10%Dnmt3a*"*BMT group). See Figure 1A.

(A) Percentage of CD45.2* cells within the indicated white blood cell lineages at indicated time intervals.

(B) Total WBC cell counts in peripheral blood at indicated time intervals.

(C) Percentage of CD45.2* cells within the Lin~Sca1*cKit* (LSK) cell population (left) and total numbers of LSK cells (right).

(D) 3D microcomputed tomography (microCT) reconstruction of mouse femur bone from the two groups (left; scale bars, 1 mm) and microCT measurement of
trabecular bone structural parameters in femur (right).

(E) 3D microCT reconstruction of the femur midshaft region (left; scale bars, 100 um) and microCT measurement of the cortical bone structural parameters from
the midshaft region (right).

(F) Cross-sectional images of lumbar vertebra (left; scale bars, 100 um) and microCT measurement of trabecular bone structural parameters in lumbar vertebra
(right).

BV/TV, bone volume fraction (ratio of trabecular bone volume to total bone volume); Tb.Th, trabecular thickness; Tb.N, trabecular number; Th.Sp, trabecular
separation; Ct.Ar, cortical bone area; Tt.Ar, total cross-sectional area; Ct.Ar/Tt.Ar, cortical area fraction; Ct.Th, cortical thickness.

(G) Cytokine levels in the supernatants of splenic neutrophils (Ly6G*) and monocytes (Ly6G~Ly6C*), isolated from Dnmt3a*"* or Dnmt3a
incubation in the presence of 10 ng/mL LPS or medium-only control (M).

(H) Representative FACS histogram (left) and mean fluorescence intensity (MFI) of ROS in PMA-stimulated neutrophils from the peripheral blood of Dnmt3a** or
Dnmt3aRe78V+ mice.

(I) Chemotactic index of peripheral blood neutrophils (left) or splenic monocytes (right) from Dnmt3a
CXCL2 (neutrophils) or to MCP-1 (monocytes) was tested in a transwell system.

(J) Relative mRNA expression of indicated inflammatory cytokines in WT myeloid (CD45.1*CD11b™) cells isolated 12 weeks post-BMT from the gingiva of 10%
Dnmt3aR®"8V*BMT or 10%Dnmt3a**BMT mice (see experimental design in A-F).

Data are mean + SD (A-F and J, n = 6 mice/group) or cell culture (G and H, n = 6; |, n = 5 replicates/group). *p < 0.05, **p < 0.01, ***p < 0.001; ****p < 0.0001; NS, not
significant. Two-way ANOVA with repeated measures and Sidak’s post-test (A and B); Student’s unpaired t test (C-J) except for IL-1p and IL-6 in (G) top (Mann-
Whitney U test).

RE78H/+ mice, after 24-h

++ R878H/+

and Dnmt3a mice. Chemotaxis toward CXCL1 or
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Figure S2. Two-dimensional UMAPSs, top 5 marker genes, and specific makers for different cell types, related to Figure 4

(A-C) Lethally irradiated CD45.1 mice were transplanted with either 10%Dnmt3a"®"8"+ CD45.2 BM cells and 90% WT CD45.1 BM cells (10%Dnmt3a™¢"8H+*BMT
group) or with 10%Dnmt3a** CD45.2 BM cells and 90% WT CD45.1 cells (10%Dnmt3a*”BMT group). After 12 weeks, both groups of recipient mice were
subjected to LIP for 5 days or CAIA for 7 days, and dissected gingival and synovial tissues were processed for FACS of CD11b™ and CD3"* cells, which were further
sorted into CD45.1" and CD45.2* cells, followed by scRNA-seq.

(A) Two-dimensional UMAP representation of 69,509 cells, according to sample origin and results of clustering.

(B) The expression of top 5 marker genes in distinctly defined cell types.

(C) Expression of specific makers to define different cell types. Ly6c2 and S7100a4 define monocytes; Ly6g, neutrophils; C1ga and C1gb, macrophages; H2-Ab1,
DC; CD19, B cells; Acp5 and Ctsk, osteoclasts; Col7a1, fibroblasts; CD3g and Trbc1, T cells; and Kird1 and Trbc1 define NKT cells.

(D) Dissected gingival tissue contains osteoclasts. Gingival tissues were dissected from LIP-subjected mice and stained with tartrate-resistant acid phosphatase
(TRAP). TRAP™ cells (osteoclasts) can be observed in the areas overlying the alveolar bone.
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Figure S3. Expression of indicated genes in CD45.1* cells, upregulated enriched genes in CD45.2* cells in the indicated KEGG pathway terms
and differential number and strength of possible interactions with overall information flow in synovium, related to Figure 4

Expression of indicated genes in distinctly defined CD45.1* cell types (A and B), upregulated enriched genes in CD45.2* cells in the indicated KEGG pathway
terms (C) and differential number and strength of possible interactions with overall information flow in synovium (D and E). Lethally irradiated CD45.1 mice were
transplanted with either 10%Dnmt3a"878"* CD45.2 BM cells and 90% WT CD45.1 BM cells (10%Dnmt3a"®"®"*BMT group) or with 10%Dnmt3a** CD45.2 BM
cells and 90% WT CD45.1 cells (10%Dnmt3a**BMT group). After 12 weeks, both groups of recipient mice were subjected to LIP for 5 days or CAIA for 7 days,
and dissected gingival and synovial tissues were processed for FACS of CD11b* and CD3* cells, which were further sorted into CD45.1* and CD45.2* cells,
followed by scRNA-seq.

(A and B) Level of expression of indicated genes in distinctly defined CD45.1* cell types from gingiva (A) or synovium (B).
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(C) List of synovial upregulated enriched genes in CD45.2* (Dnmt3a"®"®"*) cells in the indicated KEGG pathway terms analyzed by STRING.

(D and E) CellChat analysis of intercellular communication networks in CD45.2* (mutant) and CD45.1* (WT) cells from 10%Dnmt3a"¢"8"*BMT mice.

(D) Heatmap of differential number and strength of possible interactions between any two of the indicated analyzed cell populations in synovium (red, increased
interaction in mutant cells; blue, increased interaction in WT cells).

(E) Visualization of the overall information flow of each indicated signaling pathway by calculating the sum of communication probability among all pairs of
synovial cell groups in the inferred network. The red and green colors indicate increased enrichment in mutant or WT cells, respectively.



Cell

D

CD11b-APC

CD45.1-AF700

¢? CellPress

OPEN ACCESS

10% Dnmt3a** BMT 10% Dnmt3aRe7eH* BMT
w
E P12 P12 [C110% Dnmt3a*"* BMT
1 : [110% Dnmt3a®78%* BMT
q 4000+
w ¢ NS
23 6 *
©» NS @
3 e 2 30004
« . o 3
= O 2
T @ [5)
Q. 44 =
iy e
i B 2 2000
; B3 S =
o~ = -
3 2 by
@ R O 10004
“
= - e s "
10440 10*  10° 10° 1076
0- oL
Ly6C-PE-Cy7
Gated on CD11b”o% LysCh
- 10% Dnmt3a** BMT 10% Dnmt3aR878H+ BMT
< T R R11 [110% Dnmt3a*"* BMT
- 9 [110% Dnmt3aRe8* MT
o o
88.70% 49.99% 100 30004
©
o A E 2 .
- @ 80 8 o
@ £
” e O
« 3%, . < 20004
27 R14 1 R14 3% w0 £ ole
10.93% 49.07% o T $ %
w3 2 =
3% T X
2.2 g a
- ] 25 £ 10001
< 5
£ 20 3 .
10° 1081 0 o
CD45.2-PE
10% Dnmt3a** BMT OUnligated @ Ligated
10% Dnmt3a™€73* BMT O Unligated @ Ligated
g b i 116 10- "7a & 11232
5 5 5 g
241 2 60- % 30 2]
£ £ g i
& 3 3 3 3 3
2 2 40 2 20 2
g g g g,
27 g 2 g 2
g3 E-1 8 2
g 5 204 T 104 % o
S 14 I S ) o} © 1 gy >
N ['4 ['4 (-4 4] ﬁ
N [1#0] o ol oL
Isotype control + + + + — — — — [lsofypecontrol + + + + — — — — lsoypecontrol + + + + — — — — lsofypecontrol + + + + — — — —
AntHL-17A — = = — + + + + Ant-L-17A = = = = + + + + Anti-lL-17A = = = = + + + + Anti-IL-17A = = = = + + 4 +
Tnfsf11 Tnfrsf11a
3 6 iis. 44 39
§ § § §
i i A B :
§2 84 | g £24
H 3 i 3 ] .
2 2 i 224 N 2
) | 23 ket ' g o { g
21 22 o 2|9 : 241
% K . %14 g
] O] ] ] o L]
['4 ['4 ['4 ['4 ol
o ﬁ % ﬁ m e ®
lsofypecontrol + + + + — — — — lsoypecontol + + + + — — — — lsotypecontrol + + + + — — — — lsoypecontrol + *+ + *+ — — — —
AHLAZA — — — — + + + 4  AnilA7A — — — — + + + +  AnflA7A — — — — + + + +  AntLA7A — — — — + + + +
10% Dnmt3a** BMTOUnligated @ Ligated
10% Dnmi3aRe784* BMT O Unligated @ Ligated
s b 40 e 50 n7a 51
5 5 5 404 5,
% & g 30 g 40 §4
g 1 £ 304 LER
24 2 204 2 2
g [ 8 204 8,
¢ 2 2 2
52 S 101 N 5 |
H I H LR R
0 Ll ot 0- 0-
Isotype control + + + + — — - — Isotypecontrol + + + + - - — - |solypecontrol + + + + - — — — [sotype control F B e i e
Anti-GITR — = — = + + + + Anti-GITR = = = = + + + ABGITR = = = = + + + + Anti-GITR - - =+ o+ o+ o+
i 5 Tnfsf11 . . Tnf;sfﬁb
§ § & &
23 2 NS 2 3 2
g %’4_ I R g 3 54' .
S ] ! S S
22 2 1 22 £
@ 1 i ° o H .
3 ) | - 8 8 M
g 22{ o o 2 25
51 k] 244 ] Q
O]
Isotypecontrol + + + + — — - — Isolypecontrol + + + + — — — — lsotype control — Isotypecontrol + + + + — — — —
Ant-GITR = — — — + + + + Anti-GITR — - - — + ® = Anti-GITR * Anti-GITR = — = = + + + +

(legend on next page)




¢ CelPress Cell

OPEN ACCESS

Figure S4. Clonal expansion of Dnmt3a®®7®"+ hematopoietic cells is not associated with increased numbers or frequency of CD11b™""°Ly6C"
OCPs and effect of IL-17 neutralization and Treg depletion on inflammatory responses, related to Figure 5

Clonal expansion of Dnmt3aR®78"* hematopoietic cells is not associated with increased absolute numbers or frequency of CD11b~"°Ly6C" OCPs among BM
cells (A and B) and effect of IL-17 neutralization and Treg depletion on inflammatory responses (C and D).

(A and B) Lethally irradiated CD45.1 mice were transplanted with either 10%Dnmt3a"®"®"* CD45.2* BM cells and 90% WT CD45.1* BM cells (10%
Dnmt3aR878*BMT group) or with 10%Dnmt3a*’* CD45.2* BM cells and 90% WT CD45.1* cells (10%Dnmt3a**BMT group). 12 weeks post-BMT, mice were
subjected to LIP for 5 days, and femur BM cells were collected from the two groups for FACS analysis of osteoclast precursors.

(A) Representative FACS plots (left) and percentage within total BM cells (middle) and total numbers (right) of osteoclast precursors (OCPs), defined as
CD11b™"°% Ly6C™, in BM.

(B) Representative FACS plots (left) and percentage (middle) and total numbers (right) of CD45.2* CD11b™°"Ly6C" OCP in BM.

(C and D) BMT was performed as described above (A and B), and, after 12 weeks, recipient mice were subjected to LIP after local treatment with anti-IL-17A (or
isotype control) (C) or after systemic treatment with anti-GITR (or isotype control) to deplete Tregs (D). Relative gingival mRNA expression of the indicated
molecules after IL-17A neutralization (C) or after Treg cell depletion (D).

Data are mean + SD (A and B, n = 6 mice/group; C, 4-5 mice/group; D, n = 5 mice/group). *p < 0.05, **p < 0.01, **p < 0.001, ***p < 0.0001; NS, not significant.
Student’s unpaired t test (A and B); one-way ANOVA and Tukey’s multiple comparisons test (C and D) except for (D; /6) (Kruskal-Wallis test and Dunn’s multiple
comparisons test).



Promoter

L

- Dnmt3a*/* . Dnmt3aRe78H/+

CroramangSis ][ Emancer ][ Gpmmcomain ][ Tromangsie ]

@ ~
S a

Average Methylation[%]

»
]

co11o-

- Dnmt3a*/* . Dnmt3aRe78H/+

Ce—

Crcr Bmang St ] [ Ewencer ] [ Gpencvomain ] [T bmamase ]

@ ~
3 @

Average Methytation[%]

»
a

KEGG pathwayID  KEGG pathway description

Matching DMRs associated genes

process

RNA metabol
animal organ development

5
3
£

biological regulation

Jr developmental process

KEGG pathway ID KEGG pathway description

8
H
g
s
]
B
=4
5
5
e

¢? CellPress

OPEN ACCESS

penp— |

developmental process

3
5
§
&
8
3
g
z
2
3

regulation of multicelluar organismal process
negative regulation of biological process
regulation of developmental process
negative regulation of celular process
positive regulation of biological process

sensory perception of chemical stimulus
anatomical structure development

positive regulation of cellular process

Matching DMRs associated genes

Gna12, Pdaft, Akt1, Bra, Igfir, Kt EphaZ, St, Hspo8, Mapkapkz, Grb2, Faf17, My, Map3ks, Mapdlc, Tof,
sl Al Brf T, W 7 K Eoha, 51, Mephapks, Mapikis, 7. Rosan, 04010 MAPK signaling pathway  MOPAk2, RpGkas, Fof, EfnoL, Pdfc, N1, Map3t, FtL, Veafc, Duspd, Tradd, Map2KS, Rasa2, Mapkopic,
mmu0a010 MAPK signaling pathway  Map3ks, Mopdks, Pdafr, Rpsékad, Efna, kb1, Map3k, FItl, Torsflo, Tradd, Mapkapk, Gaddia, Pop3ca, Prica, Ptprr, N1, EfnaS, Ppp3cc, Erbb, Fofrd, Map3ks, Map3k20, Relb, Map3kS, Mapt,
Gadd45a, Gne glz Ppgim, Prkea, Ptprr, Elmz5 Map3ks, Mapt, Dusp16, Tek, Rps6kal, Taok3, 1sp16, Tek, Map3k1, Taok3, Cacnals, Cacnalc, Kdr, Csf1r, Nik, Tab2, Nfatc1, Mapakd, Mef2c, Haf
Cacnalc, Kd, Csf1r, Nfatc1, Mapdkd, Mef2c Cend2, Pdafb, Akt1, Igfr, Kit, Epha2, Ppp2ch, Grb2, Ppp2r3c, Faf17, Myc, Ppp2r2b, Fafs, Rptor, Lamcl, Itgav,
. DK AL sgnalng pathway  PI3C0,Creb3a, 61, Efnad, Paof e, KL, i, Cola2, Efebp], Veaf, Crebal, Popr2d, gas,
P, Akt bk, laf1, Kit, Epha2, Pop2ch, Pop2r3c, Faft7, Ywhaz, Pop2r2b, Pdiib, Rator, Itgay, Pikdos, P, PG, Creb, kS, ko S e, ok, 0,10, o, b3 i, oo
mmuo4151 PI3K-Akt signaling pathway Creb3ld, Efnat, Nfkb1, Ft1, Col1a2, Coldal, Creb312, tgad, Gng12, Pik3ap1, Fn1, Phiop1, Pik3r, reb3, Foxo3, Pik3cd, Bel2111, Bel2, Kar, Csflr, Sgkl, Caké, Cend3, Lpars, Hof, Cre!
Jok3, F2r, Prkca, Itgbs, Efnas, Ppp2rSc, Gng?, Tek, Pik3cd, Bel2I11, Bcl2, Kdr, Csfir, Sgkl, Cend3, l12rb1, n/4, Runxx, Smadd, liéra, N/m, 1121r, Rora, Smad3, Ppp3ca, Jok3, Jok2, Rara, Nfatc2, Rxla, Pop3ce,
mmu04sso Thi7 celldifferentiation
Loars, Ppp2r1b, Crebs 03, A, Stot3, 121, Lek, Ntcs, lsst
Ccnd2, Aktl, Mapkapk2, RadS0, MV(, Pik3ca, Nfkb1, Itprl, Eifdebpl, Ets1, Smad3, GadddSa, Itpr2, E2f2,
mmu04340 Hedgehoy mo, ptchi, Gl murf1, Sufu, Bel2, Kif3o, Csnkle, Cdon, Me
lachos Smo, Pichl, G, Gk, Smurfl, Suft, Bel? Kiffo, Cenkle, Gdon, Megfd mmu04218 Cellular senescence Ppp3ca, Foxol, Pik3rl, Capn2, Trpvd, Nfatc2, Fbxw11, Ppp3cc, E2f1, Foxo3, Pik3cd, Cdké, Cend3, Nfatcl, H2-
mmu04380 Osteoclast differentiation  Pparg, Akt kbkg, Fh2, Map3ki4, Nfkba, Tfrsfla, Btk Ppp3ca, Pikrd, Notc2, Nef4, Fyn, PikScd, , H2-
Cftr, Nfotc1, Statd, AcpS maotess INF sl patay 5 153, M8, o, oseko, g PISs, rbal, WIS, Vel 15 Tradd, ek, P, Socs,
fenaling p: u Map3ks, Creb3, Pik3cd, Cflar, Bcl3, Tab2, Crebs.
Mmu04659 Th17 cell differentiation 1112rb1, Ikbkg, Runx1, Nfkb1, Rora, Ppp3ca, Jak3, Raro, Nfatc2, 1117d, Stat6, Gata3, Nfatcl, Cd247, “Gmpr, Dbt, Agpat3, Ckb, Gnmt, Tbxnsl, ‘Man1a, Ggtl, Srm, Mvd, Aprt, Bdgaintl, Pahx, Cad, Amdhdl, Ada,
statl Pipak2b, Gpld1, Auh, Pcbd2, Cryl1, Tt, Dpys, Sqle, Naprt, Umps, Impa2, Got1, Scd2, Hexa, Taldo1, Prps2,
ignali Akt Ikbkg, Map3k14, Map3ks, Rps6kad, Creb31d, Nfkb1, Tnfrsf1a, 1115, Tradd, Creb312, Pik3r1, Atp6v1g3, Adey10, Mgst3, Cat, Hsd17b12, Car2, Pik3co, Npr1, Extl2, Gucy1b1, Atp6v0d2, Nans, Bagalt, Gne,
mmeses TNF signaling pathay Mapks, piaed Bty Crebs o, i Stigal3, Scp2, Ppti, Azin2, AK2, Exti, Ugdh, Aldh2, Lahb, Beat1, Mes3, Ebp, Prps1, Msmol, Galnt7, Acsls,
St3gal2, Gaint2, St3gald, Elovls, Stégalnacs, Sgpp2, Gmds, Pde9a, Mgats, Fig4, B4galntd, Galm, Ndufadl2,
mmu0dsso el receptor signalin patay AL, Kok, Moy, Map3ks, N, Gro, P, P, fte,Card, Pk, yn, i, 01100 etabolic pathways Mpst, Ak7, Ndufb10, Pankl, Aldhdas, Inppsf, 8pgm, Chsy., Adk, Pigy, Manlcl, Gsto2, Glbd, B3galnts, Fkrp,
Notet, Cd: I pathuay: Pgm1, Pik3cg, Phadh, Aldh7a1, Chah, B4galté, Lelat1, Pyal, Bekdha, Cyo26c1, Extl, Csgalnactd, Plcg2, Hogal,
104350 TGF-beta i th Man2a1, Aldoa, Chpf2, Pde10a, Dgkg, Arsb, Stégalnacé, Camkmt, Idh1, Mgst2, Pde11a, Dgki, Plcb2, Pik3cd,
mm “beta signaling pathway Gstm6, Pdedb, Anpep, Coxdiz, Pcbd, irtd, Sms, B3qalt, Entpds, Gis, B, Synj2, HKL, lomk, Acypa, Sy,
Acvrth, Tafb3, 143, Brp?, Py Smod, Smurf1, Bmpr2, Acvr Thsdd, Toif, Ppp2rtb o it o st o or
mmuods1e Cell adhesion molecules Cd274, Sded, Cldn?, Iigav, Jam3, F11, ItgoS, Cldnd, Cldn14, Cah3, Pecam, Mpzld, Jam2, Cntnap2, Pefahit2, Adeyd MSc, His,Had175, e, Gt d Staac), Sudg2, Atp0ez, Pz, Poman?
Selp, H2-MS, 12-Q5, Ptprm inppdb, Asah2 Ndst1, Glo
AL, 5, N, G2, o, B, M o, P, Socs rel, Ntes, o, g, e, P
mmu04380 Osteoclast diferentiation e oo
Akt B, Tiam1, Nfl, Crcl16, Grbz, s row, Pk, b, Sl I, ok P o2 ol
mmu0a062  Chemokine signaling pathway e o s ok P
ma0i650 T cllrceptor sgnaing pathwny AXC G702 MaSKS, T0f Piico, Ve, Pooics, pl,ti,:v/u:w ufm Popcc, Cord11, Nekz, Pake, Fyn, Pikica,
Akt Brof,Igfir, Wnt100, Wintsa, Grb2, Tnf, Rptor, Atp6v1g3, Pikica, Efde, Efdebp1, Rragh, PikSr, Pric,
mmu04150 ™TOR signaling pathway Prkaal, Fzd5, Grb10, Pik3cd, Fzd7, Sgkl, Lpin2, Theld7
e i .
F 10% Dnmt3a** BMT O Unligated @ Ligated
- % %
10% Dnmt3aRé78H* BMT O Unligated @ Ligated
b 17a l123a
8 40
° *
< c < c
§ § 60 § T 5 83 N
] 2 2 7]
2 - @ -
8%1 g g% j ¢ :
g = g g [ ' g !
1
o | D 40 5] \ H o2 i
3 ! o o ! o
c4 ' c c 20 i c o o
o} o o} i o} o o
=] e = = |- o
o o o i o
2 ".' > 20 2 ! 2 1
24 o o|® s 510 k<t
[} (5] [ 0]
4 % 4 4 4
[ e s e 0 0 [ e e S S A I R
PBS control + + + + PBScontrol + + + + - - — — PBScontrol + + + + — — — — PBScontrol + + + + - - -— -—
Rapamycin = - - - Rapamycin — - - — + + + + Rapamycin — — — — + + + + Rapamycin — — - — + + + +
Tnf Tnfsf11 Tnfrsf11a
4 8 6 5
c o c c c
2 2 2 o2
23 26 2 24
*x " 3
o ey i o o 4 = i o
£ i g g ' ! g
i
] ! ] o) | | 33
o i o ) i o
22 o ! 24 2 ° 2
@ [} @ Q
=) & =3 o =2
) o L o o
> s 5 >2 >
51 ®2 o © 5 1
Q I3 [} 0]
4 0 t 4 ° ° . 4 4
(e]
O e e S s p p [ e i o T F we R 0= e 0
PBS control + + + + — — — — PBScontol + + + + — — — — PBScontrol + + + — — — — PBScontrol + + + + - - - -—
Rapamycin — - - — + + + + Rapamych - — — — + + + + Rapamycin — — -— + + + + Rapamycin — — — — + + + +

(legend on next page)




¢ CelPress Cell

OPEN ACCESS

Figure S5. Whole-genome bisulfite sequencing of CD11b* and CD4* cells from Dnmt3a"8"®"+ mice and WT controls (A-E) and analysis of

periodontal inflammation in rapamycin-treated ‘10%Dnmt3a"78"*BMT’ mice (F) , related to Figure 6

Whole-genome bisulfite sequencing of CD11b* and CD4* cells from Dnmt3a™®""* mice and WT controls (A-E) and analysis of periodontal inflammation in
rapamycin-treated 10%Dnmt3a"8"8*BMT mice (F).

(A-E) Splenic CD11b* and CD4" cells from Dnmt3a** and Dnmt3a™®"®"+ mice (n = 4 mice/group) were processed for WGBS.

(A and B) Average methylation values for CD11b* (A) and CD4" (B) cells from Dnmt3a** and Dnmt3a"8"®"* mice in indicated regions of the genome. Hypothesis
testing was performed via unpaired Student’s t test within each genomic region (p < 0.0001).

(C) Top 15 significantly enriched GO terms sorted by PANTHER based on differentially methylated regions (DMRs) (in Dnmt3a"®"®"* vs. Dnmt3a*'*) in CD11b*
and CD4" cells (Fisher test with FDR-correction, p < 0.05).

(D and E) List of hypomethylated genes in CD11b* (D) and CD4* (E) cells in the indicated KEGG pathway terms analyzed by STRING.

(F) BMT was performed as described in Figure 1A. The recipient 10%Dnmt3a*’*BMT and 10%Dnmt3a""8"+*BMT mice were treated with rapamycin or PBS
control (see STAR Methods). 12 weeks post-BMT, all groups were subjected to LIP. Shown is relative gingival mRNA expression of the indicated molecules
determined by quantitative real-time PCR. Data are mean + SD (n =5 mice/group). *p < 0.05, **p < 0.01. NS, not significant. One-way ANOVA with Tukey’s multiple
comparison test, except for Tnfrsf11b (Kruskal-Wallis test and Dunn’s multiple comparisons test).
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