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AARA A 2 A ANAZEE FEShs SLC6A4 A T2 R E A CpG(C-phosphate-G dinucleotides)
2(CpG2) 2 CpG(C-phosphate—G dinucleotides)3 (CpG3) Yo WEst v&S 77 gelss= dA; 2
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s} H) gl HlE] 0.1% o] =24 &1sts 9 E X8k, SLC6A4 F A T2 RE ] Hes) &S o8
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A 18l dojA, A7l HAMNE A 2 A MAREH W9 genu ¥ WEA|] F4 #Hilb(axial
diffusivity, AD) #<S Z7 SAs= A,
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A TR
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diffusivity, RD) #<S 27 SAs= A,
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T8 & Zl(Major depressive disorder, MDD) Hi= $-&3(depression)2 A4 A=} WA HdHo] &=
Aztel Aol AZpo|p(H 583 1), 552 wi¢ =gk ANA3] =, o8 A -£74& F
8 FFoR sfto] kel Q1A B HAl AAH F4E oA A Vs AstE HARTHA Y uE Y 9
TAAE, AEdTuyd)

T2 #HE Aol dsiA e ofx WEshA| ot v A A Fo] thke AssrE | fAdA e
I BAA Qo] $EFS oI ¢ vk, AFEH gjlow, ¥ G VI7E ol&T AFlA $EF A
o] ol W7t UF& Hastal k. o] W] Fa e daiN = o} EREHE Wo] glov gEFHor 9
A5 7HAdEd E& & Foltt. AAHdE Edolgt Bge ¥ ¢t EHo 1 59 ¥ 7isH d4do] H
o I F&F T IS st o Bt 3E2E EAIE e 9ol E 4 Ak FdF 8o
2, 45 d7E 255 K 7 el &%l ¢ 2 HAsE ZoE RSl o $E&FS WA
7l FAAE Z3 ok FHA a9oR, AAE EFURIL AT FAE 5 DA JdFE = F doH
ol QoA tiAsty] o AEEQIY, AMRSE AMgE e A, AAA wA, 283 A 2EYZE 55
d= & 4 r}.

A dEY ddd AFEREH 5Ae AEea A3 e D A fARE el Al XA H(H] 55
3 2), MDY FAA2 3142 %ol (B ESEd 3) MRS A8 FHA ] g3 A FFE e R oA
Ak, WAE AREYA A7 ddo] 9259 Yo F23 7oE s AL W o7 AdgFo] grh(H]
E5wd 4). mepA, AREW @49 x4dd 7oste FHaAE MDeE #wdste]l dE] dFEe] gttt AERE
d AddAe MEEDY 7o gy AZzAdqa A2EY AFTE 933t AZEY AST dAAY F48
2L £40]7] Wi AREY uA] FAA(SLC6AY) = 53] Bo] dAgEe] (M EFEH 5)

gk, Z <+ LDC(linear discriminant classifier), LRC(logistic regression classifier), SVM(support
vector machine), GPC(Gaussian process classifier), @ NNC(neural network classifier) &2 t}eFst tpd
F AE 4 THE Ve R slo] WAt dolHE o83 FAA dF EFES FI AN T8 8 Fol

o) Qe dFshe wYol APHT uh,

a7k WG dHolEE o] &3 F8 & Aol M oS RYEL Fx2F HA|FHAY dolH S ¥ F
WAy Hu e 5A, WAl AARe] A F WG dolHdRt 248 2wy gk ey, &5 A
|59 A&k (accuracy) & %°017] e FAFHTA HRE F3Fe dolHe 7|wg oS 2yPo] o
A Aot}

olo], ¥ WAL MDD 3hxte] M Ao tidte] SLC6A4 A T2 RE H91o] DNA wEslel, BF oubA
(fractional anisotropy, FA) k¥ AD(axial diffusivity) # ZFel YeEluE felst 933AAE &3 MDD 3
Aol Al SLC6A4 At Z2RE F-912] DNA wEstel MiAd ebdAd el AddAZE oS lste] SLC6A4
A2 22X E wWgds HES o] g3t 55 Xde #3 HAHE AT WHS MEFgeEs B dEs
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SEsson, o 218 Yk 4ol 185 Aol BaldA, At /ﬂﬂE 9 ehgme] o FAle]l gl A}
A7k Bk, olol, ¥ wWe $9FlA FAM fA4 2A% FRA ¥ wg Aold] ARde dehs F
Aol Aelste}, $83 Aol i JuE ATFOEA MG dole L fA4 JRE BF $8F A9 o
S RYe B4 S0 AIP 27 A9E BN A6 85 Amsta 4o A} ek A
e 5 gk,

EHO 71g3r H7

T 12 E XBEE A ¥ MDD FAolA Mo genu(glC) 2 M EEA(BCO)O] i FA S UERE
TBSS(tract-based spatial statistics)E& UYEH Zo|tf; olu[x+= EE H7iAte] Hd FA W(map), =4
voxels2 ¢+ FA Wit olm %], wzkAv} A yoxels2 MDD ShAtoll A FA X171 A3 tixTRo) folst7
vhe Mz o FoE ouA= £o2 ¥ A 9 whaA(mask). WY e WA, A of o
< %] genu.

2w oFE ARE S @& MD FAb B AR tiee] HZA 8 WP genudl A FAE W AD 2 RD
Zrs UEd Toltd; BoiE s.e. 's'E Bonferroni® XAS AREsle] thE BluE 8 AR FL P Ik
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P<0.05/2 (%A, =] genu) = 0.025.
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Yy F AR B RS ARR AR gk UeA 33 Bo s AAY & FA6A A AE
o Wo] gldth. Wk 18 We| 3y AAlHA 715 Wdo] e Aow EIEGAL, vhE 17 e A=
a2 WYs FAsiltt. e 7S Al A HUFEA ke rn g o] REoA FAHE TS By
o] gltk= AL 1% & gldnh. A%, AE, uF FFo]l A= 49 Ho] dAe dxao] AY Ak3e F
o o RFHAT. 1A xS £ AL HYd gis] HAArE wkon FAwA Aozl vk, AL
34 FFE oA or SFFE S AT VAR AYEJAT. F 2FS FUEA A 21 AlelA 64 Al Aol 3
ot EE F7MAe dlEW Y H2E(Edinburgh Handedness Test)ollA 8}& % ule} o] e E&Folglom 3 A
o] 3z} 7hEe] HISAHS gRIgemN WA 7|dE g5 ghmcloint. A3 At = aydista o
gz oA S90S dem Y7 ddol wet BE AVMAEY] FoE I}tk

<1-2> SLC6A4 DNA wlE 3} &4

SLC6A4 DNA (Homo sapiens (human) solute carrier family 6 member 4,
https://www.ncbi.nlm.nih.gov/gene/6532) MEst A& 93] e F7PAERE 92 d HES IJL A
|5 AE 38 dE DNAGITE. AAF A A S Eo] = -34 H -5 Alo] ZERE] CpG-FF 992 57
CpG ¢ (CpGl = =34, CpG2 = -30, CpG3 = -16, CpGd = -7, % CpG5 = -5)F XTI, A4E AL ~
-66 bpoll AH-E] fFdAF2] -230 bp ~ + 960 bpell $1X5F= CpG A3 (CpG island) ] A1 SLC6A4S] A} AJ 2
| 74A] €] HefolH, CpG A A 9 A CpG g 5} FEo] 74 =
(http://www.ncbi.nlm.nih.gov/epigenomics). ©]& & AFto|A ~3zdd JHo] Cp6 Ao WEs 72
Bl SS oulgtth, w3, OpG A ¥l WA SLC6A4 F-lol A fLdsiAl WEshE Fejolth. wEkA,
P CpG WEs}t 3 SLC6Ad HE Alolo] #AE Al Fst=d AFsittn datsict.

>

T

(]

o T oL

SLC6A4 T RWE 999 wdest B4 uo]dulolE I ZAPA (bisulfite pyrosequencing) WS AFE3}o]
FREAT. FAFoR, HAUERY] WY 8ccE Hx oA AF S EDTA FHEO Yol M, 24A1F
oYl DNA &7} E71e3 A9ol= -20ToA W RASAcE PR 2 AE EEFo]W & Pyrosequencing
Assay Design Software v2.0(Qiagen, Hilden, Germany)< AF&3te] AAFHATE. FHA5F7] (thermocycler) &
23] =T 4AA-S(Polymerase chain reaction, PCR)S ¥o7 ZFZANHTE. PR ¥H2& DNA 20ug, 10 X
Taq 459 5ul, hot-start Taq % ® A (Enzynomics, Daejeon, Korea) 2.5uf, 7 2.5mM dNTP &3H& 240, 1
w0 Primer=S 10 pmol/ul ® 10 pmol/ul biotinylated-Primer-AsolA] S FH ATt S22 I 2 AP dwt
Al Zhol= #ele] wet P ATEH: 95 TollA 10 & &<t ¥4, 95 C, 55 C B 72 TelA 45 Alo]&& 30
Z7k, 72 TollAM 5 #3F HF . 2 % op7kRA Ao Y] FdEom PR v (2u)S FRlstaL oEE B
Zupol= Aoz FiAlglelStl. thE AlE I (multichannel pipettes)S 913 PSQ 96 AZE 4] kAol
ut2} streptavidin Sepharose HP beads(Amersham Biosciences, Uppsala, Sweden)E& AF&3}e] 16 ~ 18 ul9]
Hho] 9 ®o] Ry PR AlFL=E @ 7ie DNA BE3S Fvesitt. 24249 A|d4 Zgto]lw 9] 15 picomoles

A4S s A7FsElTE. A4S PyroMag AloF 71E(Qiagen)E AH&3Fe] PyroMark ID Al2=¥lell A 2|24 A

gk dHlolEl= 3.0 T Siemens Trio Z ] o]w]d A28l (Siemens Medical Systems, Erlangen, Germany)= A}-&
3] d5H%Y. &4l dA /3 (Diffusion tensor images, DTI) TR vzl W49} S/ oz Hw o]wA
ANPAE ALESle] 55 WS A7 (repetition time, TR) : 6300 ms: °l= AlZF(echo time, TE) : 84
ms; AloF(field of view, FOV) : 230 mm; 128 X 128 ®mjEZ~; 7+Ao] {l+ 3mm &gtol~ F4; EA(voxel)
7] 1.8 mm X 1.8 mm X 3.0 mm; &b 8k = 20; &}olX& 4= =50; b- & 0 0 ¥ 600 s/mm2; A S1=H
W E 6/ 8 9 T2 ol wisl 38 sl Fx ekl ZE= 7FE Al (iPAT-GRAPPA) = 2.

<1-4> WRI 7}&

DTT ddlolele] Akl AHEgE 98] w9 7154 MRI(Functional MRI of the Brain, FMRIB) Software
Library(FSL W& 4.1.9, 4= Oxford, http://www.fmrib.ox.ac.uk/fsl/)E& A}&3}t}t. TBSS version 4.1.9
g ol gste] ZF At gk wWlA GdelA] FA wd(skeleton) B4 wEJC™, JHU A %=(Johns Hopkins
University (JHU) white matter tractography atlas)ollA @] AF = &Xof stz BAG 3} FA wo)
daro] HAE AGolA FA #S FE8IF . FAE 03 1 Abolel 272} 7k (scalar value) ©.2A] W alz A7
2 e 82 Gk BEdES SAskE gtol™, M AR WAl 24 (microstructural) ®sk 2
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[0080]
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[0085]

[0086]

[0087]

[0088]

S50l 10-1933893

24 A44S WIS Jo Leld vk FA olslolE Zzke] WAl AFZA WD, RD, AD 5] DII she}
U ST 2 WA Qeels o8 AF A% 9 el §A90 a4 SxEde] $425.

Brain Extraction Tool (BET)& AF&3}e], ¥ YHEE EHd+=
o ojskE ¥ wlxA(mask)7F BHAE FRrel A AAE AT i Etez SRt A E_%‘; FA wu By
olg o H83FTT.

TBSS &A1& Falstr] ol =4 dlolHE dEHstr] 9l FA o|n|A¢] FAS HAAMSHITE. FMRIB H]AdE o]
"X 55 =7 (FMRIB Non-linear Image Registration Tool, ENIRT)ES A}&3le] 2z} Z7ixte] FA o|m|X| =
o] AHFI Ixlxlmn EZ F7Hontreal Neurological Institute 152 T &=)o =2 W
olulX|= Z} A tAEe] X FA olm|Xof H-EEHATE, WHIE FA FFS o] &35l
At FEle] ZE WA goo] FAS Yehls H FA 24 9435 AT
BAREE Xgal7] 918 FA>0.29] A gz A=A

FMRIB58_FA ®1Zgl o|n
g3k, By
Bshe FA 942

=
FA 2 olm|x|&= F

FSL #9d3} 223 (FSL randomize program, University of Oxford, Oxford, United Kingdom)& A}-&3le] Z+
A7kxte] FAZ}E ©lo]Ele] Voxel-wise cross—subject statistics® ZA-€3tth. MDD Abel A3 thx-
7k FA HIALE 918 2-%E t-HAS AAEIT. gAgke] §l= FEl2E A3E ’\]'“(15}04 5000 7e] €&
2EQY. FY2EH IV &4 100 7he] voxels o]Aoldal, #9 L& Us HluE ¢8] family-wise
error (FVE) X% P<0.01= At MDD Zhxpe} A7Fs ozt ko] FA ghol v/]’ﬁlﬁi o2 WA )
o] & F-atA X FSLe] John Hopkins University (JHU) ICBM-DTI-81 @1AHa Zx|ol A Zelw ). o]x3}d
nkA~H olm|X]&= FSLE ARgslo] AldeE JIdozRE 719 B4 9 Y9(regions-of-interests, ROI)CZE A<
H Ak, 7 FA b, F 83 4 AS(AD) R HALE g AF(RD) #hS ROIAA FESHQITHE 1).

DTl FAE W]E3ste] AD 2
Afel EA% Sagel W
Lhebdich, o]xie] @) A
Aotk Aol wEgom ol A% Az v V%A Add FBL AL Wad 24 w4 FEE
Foglth webd AD 2R @ FA g WSt ZAH 24 Y vA Fx WA ddse o
v,

<1-5> A X E ¥W¥E wAl (support vector machine, SVM) 7|

1" 'PO
jg
e
flo
v}
i

ik AGE AEste] F2F AR —5—/‘33 ¥d3d. F
2 FA 32 2 AR 9 2719 S7F B x4
2+ ¥ 2] (axonal pathologies)ol W1Z+&}al RD7} =% 38} (myelination

o =

e
fo o2 — b~
O et 2o S

MDD 100% 2 thEat F7FAF 1009 el HEFe] M AAE AAA AR, AZEY dEA] §-42F (SLC6A4) ]
g3} JRE o] &3t AXE W #R(SW) AddA Edold AME(training set)E& A3, o|F HZEE A
E(test set)olE 24 MDD <A 212 MDD A eHS o Z3FA . SW 37 (classifier)E Edold AEq
Al MDD9F ARl R ZAIEO] Q= AMHES dIdoR W] M MAR A4 AR, AZEY JEA &
A} (SLC6A4) wWEsl AHKHS 7[Wko= MDDoF A/dRlel gk WHES T, H2E AECAE A2 MDD
of 7 FAtel] oisiA MDD X ehe dSEHITHE 4).

<1-6> A4 £4

FE Ag BhA g WD FAS AFF U kel AFEBANH Aol A% WH(AY, W W 2 HRS
A5k el vig x2 Aol UF - -AAS Agste] BTG s} DNA WH Aol Qn

o

Lo

o] o] HuEoEE WG FAFOR I FWMS(ANCOVA) E2jo] MDD Bxte} A7}3 thzdt Alole
SLC6A4 = RE] F-9 weste] xo]l& AAEr] 93] A=A & 5 Bonferroni's EAO] CpG 91X
4~(CpG1, CpG2, CpG3, CpG4 % CpGs)E A ZF P<0.05/5 = 0.012 AA=Act., WMAZ wA Fx] A8
A W37 o]l HuHongE MDD Fxbel 77Fe izt Ik ROI AD #k¥ RD #he] Aeole dHE I
o2 3 ANCOVAZ AFg&-3le] B4 AT}, Bonferroni's ®A o] ROI =& 443 F ROIE P<0.05 / 2 = 0.0252
HAEF A

f

o i

=% FA, AD 2 RD # 3} SLC6A4 wEs} Alole] A #AS EAsly] 8, w=3F2} DNA methylation AFo]<]
B 9019 AHS A3 U= Pearson'sd @ BAVE o, WA w4 o] W3y} o]de B
E] 7

1T}, Bonferroni's HAo] 5 7o CpG XS H3E T ZF ROI+= P<0.05/5 = 0.01%2 HE=Z HX2EHSA
RE B4 A8 PSS BlAH 12.0(SPSS, Chicago, IL, USA)S AF&3le] 35 Ac}t. %3k Fisher? r-to-z
I (FF)S AFEsle] 7 Jd aFe AT Al 3ol Zols: BT

R

ANCOVA®ll Ttk AR SA1 A= AlLkat dd Al5=e] Hlals GPower 4 Z2IHE ARESte] 30, =
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AAES ANCOVAS] ™3t Cohen's foF A# xfojo]] thdl Cohen's qoll A U= &3 7|5 7|Hlo 2 s} T},
<AAld 2> A¥ds
<2-1> JATFTATFH 4 A3H 543 SLC6A4 DNA wIE 3} )

HDRS A& AYstals MDD ket A4 dixat ol FAIFSZ Fost Zol= ITh(3E 1). SLC6A4 DNA o
€3} 4252 (oheno 2 #olE =% 73 I7)E 714 A7 d2(F(1,81) = 8.365, P = 0.005; ¥ 1B
o} MDD &2}l CpGeoll Al f-o]&kAl =4 tH(Cohen 's f = 0.322, ¥ n2 = 0.094).

F 1
MDD patients|Healthy t 2 F df P-value
(n = 35) controls (n = /x/
49)

Age (years) 40.34 (11.08) [41.12 (14.11) |[t= - 0.283 81.2 0.786
Gender 10/25 15/34 XZZ 0.041 1 0.84
(male/female)
Education 13 (3.02) 14.14 (3.06) t= - 1.696 82 0.094
(years)
HDRS—17a 20.2 (4.95) 2.18 (2.14) t=20.222 43.11 <0.0013
I[11lness 12.03 (24.55) |- - - -
duration
(months)
SLC6A4 methylation (%)
CpG1 4.25 (1.76) 5.38 (2.14) F=6.397 81 0.013
CpG2 2.45 (1.43) 1.61 (1.21) F=8.365 81 0.005b
CpG3 6.90 (2.00) 6.10 (1.53) F=4.702 81 0.033
CpG4 5.69 (1.96) 5.83 (2.24) F=0.085 81 0.772
CpG5 1.75 (1.50) 1.59 (1.16) F=0.31 81 0.579

df, degree of freedom; HDRS-17, 17-item Hamilton Depression Rating Scale; MDD, major depressive
disorder; SLC6A4, serotonin transporter gene.

2] BAIEA gk 3 dolH e Hi(s.d.) o2 FAFHJY.
IF-SAISH 3 34 5ol et #<] 5. P<0.05
® . Bonferroni ®AL o] &3le] thE wmE 98] SLC6A4 WEEle] §o FES BA; P<0.05/5 (CpGl, CpG2,
CpG3, CpG4 2 CpG5)=0.01
<2-2> TBSS #4], AD ¥ RD %t

oFE ARE A 22 MDD A= 7S dizwd) vlwste] ¥ genust WHEAC didk FA gheol FrelshA
SEFOH(FWE corrected, P = 0.004, 3% 2 2 % 1). oebA, Ao genuet HHAE ROIZ A ost9t).
HEEA ol AD g F o ol 3 Aozl ATk MDD 2 S5 X &3 7] (Cohen 's f = 0.322, n2 =

0.125) vehd A4 =7 (F(1,81) = 11.577, P = 0.001) B} @& AD zHS Vel eh. HkA9] RD 3t ©=
3k 2 7k 9 & zbolrt Ak, MDD 2ES & &3 F7](Cohen 's f = 0.53, n2 = 0.222)E e

A73 HET(F(1,81) = 23.084, P<0.001)XETh %2 RD #S Yelidct. =3, = genud] RD e F +
7kl #9%k ZFol7h Ak, MDD 15 2 &3 A 7] (Cohen 's f = 0.59, n2 = 0.255)2 YEbA A4S gz
T (F(1,81) = 27.793, P<0.001)3} ®]asle] ] =2 RD gk YERITH(E 3 2 = 2).
* 2
Cluster size P-value’ MNI peak Anatomical region

coordinates (mm)
X [y 1
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[0105]

[0106]

[0108]

[0109]

[0110]
[0112]

[0113]

[0114]

[0115]

[0117]

S=50ol 10-1933893

1872 0.004 -2 23 13 = &2] genu(Genu of
corpus callosum)
24 (Body of corpus
callosum)

FA, fractional anisotropy; MDD, major depressive disorder; MNI, Montreal Neurological Institute

coordinates.

AAE ¢l F82H 3 BAE P-value(family-wise comparisons, error corrected, P<0.01).

F 3
MDD patients (n = 35) Healthy controls (n =|F P-value
49)
Axial diffusivity
aCC 0.001709 (1.08E - 05) 0.001681 (1.09E - 05) 3.204 0.077
bCC 0.001739 (1.32E - 05) 0.001793 (9.43E - 06) 11.577 0. 001"
Radial diffusivity
gCC 0.000345 (7.44E - 06) 0.000283 (8.71E - 06) 27.793 <0.001"
bCC 0.000454 (7.67E - 05) 0.000404 (6.86E - 06) 23.084 <0 0018

AD, axial diffusivity; bCC, body of corpus callosum; gCC, genu of corpus callosum; MDD, major
depressive disorder; RD, radial diffusivity.

Bonferroni R4S ©]&3le] bz HuE 98] 79 +5& BA; P<0.05/2 (BCC, GCC)=0.025.
<2-3> FA, AD 2 RD #t#} SLC6A4 DNA wIE3} Abe) Apole] A#zA

Aol FA @3 CpG3elA1e] SLC6A4 DNA wlEst Apole] frolgh 4w aAI7} MDD FAtol A gl glom
(Pearson's correlation: r = - 0.493, P = 0.003, ¥ 4 ¥ % 3), CpGdollA%E Fomst I3 A4 7 JAdvt
(Pearson's correlation: r = - 0.438, P = 0.01, ¥ 4). =] AD 33 CpG3ollA42] SLC6A4 DNA €3} A}
M frojgh GdaAZE MDD el A A ATt (Pearson's correlation: r = - 0.478, P = 0.004, 3% 4
£ 03). 1AS ugxToAe HFAY DIT 3¢ SLC6A4 DNA wiesh e Apele] folgh A7}t
ATt

W7 genu®l 79, MDD BAfeA froldk AdudAZE GehbA] gtth. ey, 1739 gizatel A= H® genu
o] FA #3 CpG4ollAe] SLC6A4 DNA ®Es} Atole] f-2o¢ JdadAI7E #E= At (Pearson's correlation: r
= -0.372, P = 0.009, ¥ 4 2 = 3). &3, AL oAM= T genud RD @3 CpGdoll A9l SLC6A4
DNA wE3} e Atolol] fofsk ko] A##AAZF et (Pearson's correlation: r = 0.388, P = 0.006, ¥
42 = 3).

%0 %

MDD #xb= & &3 A7](Cohen 's g = 0.5)F YERH A7 t=(FA 2z = - 2.16, P<0.05)¥} H| &}
CpG3oll A e] SLC6A4 DNA wlElsle} kAo FA gk Atolo] §-9J3k A#AAAZS wWc), 3k MDD A= 7 &
3} Z7](Cohen 's q = 0.45)F Vel AAE tiFot(z = 2.56, P<0.05)3 Blndte] A 2] AD k3 CpG3ell
9] SLC6A4 DNA wl’lsl Alolel] fo)et JatatAls Boloh, 18y A74e dixatol ] H# genuel CpGaol Al <]
FA Zk 2 RD %3} CpG4oll 41 €] SLC6A4 DNA =lE s} Alo]] A3 A= MDD Aol Hlsf fojakAl =4 & *rh(FA
©z=0.57, P>0.1; RD : z = 1.04, P>0.1).

* 4
SLC6A4 methylation
CpG1 lcoG2 |63 [ oG4 [co65
FA
MDD patients
gCC - 0.068[- 0.195 (0.27) [- 0.28 (0.108) |- 0.253 (0.15) |- 0.132
(0.702) (0.458)
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bCC - 0.301|- 0.255 (0.15) |- 0.493|_ bf— 0.142
(0.084) ) 0.438 (0.01) (0.492)
(0.003)
Healthy controls
gCC - 0.191|- 0.17 (0.249) |- 0.203|- 0.372|- 0.095
(0.192) (0.167) a (0.519)
(0.009)
bCC - 0.022 (0.83) |- 0.03 (0.840) |- 0.042|- 0.117(0.013 (0.931)
(0.778) (0.428)
AD
MDD patients
gCC - 0.188|- 0.315 (0.07) |- 0.419 (0.14) |- 0.361|- 0.301
(0.288) (0.036) (0.084)
bCC -0.225 (0.2) |- 0.252| - 0.478|— 0.341|- 0.293
(0.151) a (0.049) (0.092)
(0.004)
Healthy controls
aCC 0.215 (0.143) |- 0.139|- 0.101{0.201 (0.170) |- 0.042
(0.345) (0.493) (0.779)
bCC 0.024 (0.872) |0.012 (0.938) |0.068 (0.647) |[0.082 (0.577) |- 0.080
(0.587)
RD
MDD patients
gCC 0.034 (0.847) 10.124 (0.486) [0.190 (0.282) [0.168 (0.341) [0.042 (0.815)
bCC 0.237 (0.178) [0.156 (0.378) [0.307 (0.077) 10.294 (0.092) ]0.021 (0.907)
Healthy controls
gCC 0.200 (0.173) 0.153 (0.298) |0.175 (0.234) 0.388 (0.006)" 0.064 (0.664)
bCC 0.028 (0.850) ]0.041 (0.780) ]0.022 (0.883) |0.107 (0.470) [-0.041 (0.783)
[0118] AD, axial diffusivity; bCC, body of corpus callosum; FA, fractional anisotropy; gCC, genu of corpus
callosum; MDD, major depressive disorder; RD, radial diffusivity;, SLC6A4, serotonin transporter gene.
[0119] 2E dolEE= dH(P-value) & A3 Pearson's 43 AlFE FoixTh.
[0120] ‘. Bonferroni BA& o]g3te] thE HlwZ 98 SLCeAd WEsle] fo $3& ®WA; P<0.05/5 (CpGl, CpG2,
CpG3, CpG4 # CpG5) = 0.01.
[0121] " EAR $94 P = 0.01.
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k1
N2

1
(g
~

EH2
- Medication-Naive Patients with . Medication-Naive Patients with
MDD MDD
0.00185 1 [ Healthy Controls 0.0005 4 * p<0.001 B eathy Controls
] ) —
*p=0.001
1
0.00180 A
0.0004 - * p<0.001
7
3 ﬁ
= =
£ 0.00175 4 s
(a] (=]
< & 0.0003 -
g §
3 0.00170 2
0.0002 4
0.00165 -
0.00160 - 0.0001 -
Body of Corpus Genu of Corpus Body of Corpus Genu of Corpus
Callosum Callosum Callosum Callosum
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2 Body of Corpus Callosum

Residual FA values

Residual FA values

omn

() Medication-Naive Patients with MDD

0.08 0.0002
=-0.478
0.06 0.00015 0 D004
L w 00001
=]
0.02 E}
A 0.00005
0 =
[
0
-0.02 ‘g
&
.04 0.00005
-0.06 -0.0001
-0.08 -0.00015
-8 -6 -4 -2 0 2 4 6 -8 -6 -4 -2 0 2 4
SLC6A4 Methylation at CpG3 SLC6A4 Methylation at CpG3
Genu of Corpus Callosum /A Healthy Controls
0.08 0.00015
A =0.388
0.06 = p=0.006
0.0001 a p=0-
0.04
. B
0.02 S 0.00005
= A
0 e
g o .
-0.02 E
5=
v
-0.04 & 0.00005 \ 20 4
-0.06 L4 a
-0.0001 A 8 A
-0.08 &
-0.1 -0.00015
-8 -6 -4 -2 0 2 4 6 8 -8 =6 =4 =2 0 2 4 6
SLC6A4 Methylation at CpG4 SLC6A4 Methylation at CpG4
T
bisulfite L ! :
4
PCR
4
00— 0G0
-D—0—0—0—-0—
HEZEY MM SHx
(sLcead) O &2 0] Hlo|H
Training sample (N-1)
Study sample g grme————
283 Hx} 1003 : i : ;
P i P ey { Train
i algorithm
H ]

Supportvectormachine

Testsample

fESOY =Xt
1 subject

2EE YA
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