Figure

Statistical test

n

P value
number Number of samples
Figure Wilcoxon matched-pair test 8 cells, 5 mice (Control) P=0.0078
1C (two-tailed) 8 cells, 5 mice (4-CIN) ’
Fi R ted ANOVA foll d by Tuckey’ 6 cells, 4 mice (Control) P=0.0015 (Control vs. 0 Glc)
'?;re epeated measures °"e'wfi'1 o clowed by Tuckeys 6 cells, 4 mice (0 Glc) P=0.2007 (Control vs. 0 Glc + Lactate)
posthoctes 6 cells, 4 mice (0 Glc + Lactate) P=0.0280 (O Glc vs. 0 Glc + Lactate)
Figure | Repeated measures one-way ANOVA followed by Tuckey's 5 cells, 4 @|ce (Control) P=0.0008 (Control vs. Oxamate)
16 post hoc test 5 cells, 4 mice (Oxamate) P=0.0004 (Control vs. Oxamate + Lactate)
5 cells, 4 mice (Oxamate+ Lactate) P=0.7811 (Oxamate vs. Oxamate + Lactate)
Ei R ted ANOVA foll d by Tuckev’ 7 cells, 5 mice (Control) P=0.0277 (Control vs. Oxamate)
|g:Tre epealed measures one—w?i test oflowed by Tuckey's 7 cells, 5 mice (Oxamate) P=0.9561 (Control vs. Oxamate + Pyruvate)
posthoc tes 7 cells, 5 mice (Oxamate + Pyruvate) P =0.0460 (Oxamate vs. Oxamate + Pyruvate)
7 cells, 5 mice (Control P=0.0236 (Control vs. O te POMC
Figure | Repeated measures one-way ANOVA followed by Tuckey’s c.e s, 5 mice (Control (Control vs. Oxamate neuron)
1K post hoc test 7 cells, 5 mice (Oxamate POMC neuron) P =0.9603 (Control vs. Oxamate POMC neruon + Pyruvate)
7 cells, 5 mice (Oxamate POMC neuron + Pyruvate) P =0.0145 (Oxamate POMC neuron vs. Oxamate POMC neuron + Pyruvate)
P=0.0016 (Ctrl vs 2-DG)
n=6 (Ctrl) P=0.0120 (Ctrl vs. 4-CIN)
Fi =5 (2-DG P=0.0355 (Ctrl vs. CBX
‘gure Odinary one-way ANOVA followed by Tuckey’s post hoc test n=5( ) (Ctrlvs )
2C n=6 (4-CIN) P=0.7092 (2-DG vs. 4-CIN)
n=6 (CBX) P=0.4239 (2-DG vs. CBX)
P=0.9558 (4-CIN vs. CBX)
P<0.0001 (Ctrl vs 2-DG)
n=5 (Ctrl) P<0.0001 (Ctrl vs. 4-CIN)
Fi =5 (2-DG P=0.0009 (Ctrl vs. CBX
fgure Odinary one-way ANOVA followed by Tuckey’s post hoc test n=5 ( ) (Ctrl vs )
2D n=6 (4-CIN) P<0.0001 (2-DG vs. 4-CIN)
n=6 (CBX) P<0.0001 (2-DG vs. CBX)
P=0.6091 (4-CIN vs. CBX)
i + i = + i + i
Figure | Repeated measures one-way ANOVA followed by Tuckey's 6 cells, 5 mlée (Control Tanycy‘tlc lactate) P=0.9974 (Control Tanycytllc lactate vs. 0 Glc Tanycytllc lactate)
o) post hoc test 6 cells, 5 mice (0 glc + Tanycytic lactate) P=0.0288 (Control + Tanycytic lactate vs. 4-CIN + Tanycytic lactate)
6 cells, 5 mice (4-CIN + Tanycytic lactate) P=0.0258 (0 Glc + Tanycytic lactate vs. 4-CIN + Tanycytic lactate)
6 cells, 5 mice (Control P=0.0143 (Control vs. O te t; ti
Figure | Repeated measures one-way ANOVA followed by Tuckey’s ce S mice (Control) . (Control vs. Oxamate anch ic)
oM post hoc test 6 cells, 5 mice (Oxamate Tanycytic) P=0.9099 (Control vs. 4-CIN Oxamate tanycytic + Lactate)
6 cells, 5 mice (Oxamate tanycytic + lactate) P=0.0474 (Oxamate tanycytic vs. Oxamate tanycytic + Lactate)
Fi 5 mice (T " Mct1: P=0.0009 (Tanycyte vs. POMC neurons)
Ig;re Unpaired Student's t-tests (two-tailed) 4 .mlcle:(O'\jgycy e) Mct2: P=0.0028 (Tanycyte vs. POMC neurons)
mice ( neuron) Mct4:P=0.0272 (Tanycyte vs. POMC neurons)
_ TanSeramb P=0.0231 (Mct1/4TenSeambe positive cells vs. Mct1/4 TPWYVeKD positive cells)
. ) . 4 mice (Mct1/4 'an>eramble)
Figure | Odinary one-way ANOVA followed by uncorrected Fisher's P=0.8494 (Mct1/4Ta"Seramble negative cells vs. Mct1/4 T#™¥eKD negative cells)
30 LSD 4 mice (Mct1/4TanyoytekD)
P=0.0037 (Mct1/4TanSerambe positive cells vs. Mct1/4 T2"Srambe negative cells)
P=0.0053 (Mct1/4TenSeramble positive cells vs. Mct1/4 T2V eKD negative cells)
) TanSerambi P=0.0320 (Mct1/4TanSerambdld positive cells vs. Mct1/4 T2YeKD positive cells)
. ) . 4 mice (Mct1/4 'anseramble)
Figure | Odinary one-way ANOVA followed by uncorrected Fisher's P=0.8944 (Mct1/47anSeramble negative cells vs. Mct1/4 T2YeKD negative cells)
3D LSD 4 mice (Mct1/4TanyeyiekD)

P=0.0415 (Mct1/4TanSeramble positive cells vs. Mct1/4 T2nSeramble nagative cells)

P=0.0324 (Mct1/4T2nScramble positive cells vs. Mct1/4 T2nYoYeKD pegative cells)




Figure

Mann-Whitney test (two-tailed)

26 cells, 5 mice (Mct1/4TanScramble)

P=0.0026
3G 26 cells, 5 mice (Mct1/4T2meeKD)
Fi 7 mi M t1/4TanScramble
‘gure Unpaired Student's t-test (two-tailed) mice (Me ) P=0.03374
3H 7 mice (Mct1/4TanyeytekDy
Figure f Mct1 4TanScramble
il Two-way ANOVA followed by uncorrected Fisher's LSD test 6 mice (Mot1/: o KD) Dark pharse: P=0.2454 ; Light phase: P=0.8866 ; Mean: P=0.360
8 mice (Mct1/43MYVieD)
) i 7 mice (Mct1/4 TanScramble) P=0.0378 (Mct1/4TanScrambley
Figure 3J Perason correlation
7 mice (Mct1/4TanyoytekD) P=0.5351 (Mct1/4TameyekD)
Figure Perason correlation 7 mice (Mct1/4TenSeramble) P=0.0084 (Mct1/4Seamele)
3K 7 mice (Mct1/4TanvovieKD P=0.2553 (Mct1/4TanvesteKD)
Figure 7 mi Mct1 4TanScramble
gL Two-way ANOVA followed by uncorrected Fisher's LSD test mice (Mct1/ T ) KD) Dark pharse: P=0.0012 ; Light phase: P=0.3476 ; Mean: P=0.0324
8 mice (Mct1/4 "anyevterd)
Figure 5 mi M t1/4TanScramble .
??M Two-way ANOVA followed by uncorrected Fisher’s LSD test mice (Mc T ) KD) Dark pharse: P=0.0459 ; Light phase: P=0.3042 ;Mean: P=0.0037
7 mice (Mct1/4 '3MeYe Dy
Figure 5 mi M t1/4TanScramble .
gN Two-way ANOVA followed by uncorrected Fisher's LSD test mice (Mc L KD) Dark pharse: P=0.0307 ; Light phase: P=0.5919 ;Mean: P=0.1018
7 mice (Mct1/4 '2neyierDy
Figure Wilcoxon matched-pair test 6 cells, 4 mice (Control) P=0.0312
4C (two-tailed) 6 cells, 4 mice (CBX) ’
Figure Wil iched-nair test (two-talled 5 cells, 4 mice (Control) P=0.6250
4E flcoxon matched-pair test (two-tailed) 5 cells, 4 mice (CBX + Lactate) =
Figure Unpaired Student's ttests (two-tailed) 6 mice (Cx43**tdTomato) P=0.0449 (Cx43*"*tdTomato / Tomato positive vs. Cx43T2V%'*KO t4Tomato / Tomato positive)
4G 6 mice (Cx4372"eK0 tgTomato) P=0.8611 (Cx43**tdTomato /Tomato negative vs. Cx4372"W¥eK0 tgTomato /Tomato negative)
Figure 5 cells, 2 mice (Cx43'OxPloxP
g Unpaired Student’s t-test (two-tailed) ( ) P=0.0011
4l 10 cells, 4 mice (Cx43TanveviekO)
Figure 6 cells, 5 mice (Cx43'P"P: tgTomato POMC
9 Mann-Whitney test (two-tailed) ice (Cx ) P=0.0043
aL 5 cells, 4 mice (Cx43T2VeKO. tyTomato POMC)
Figure Wilcoxon matched-pair test 6 cells, 5 mice (Cx43T@WVeKO: t4Tomato POMC - Control) P=0.0312
4N (two-tailed) 6 cells, 5 mice (Cx43T@WoVeKO: t4Tomato POMC - | actate)
Basal: 6 mice (Cx43'*®"°P) and 10 mice (Cx43Tanyey'ekO) P<0.0001 (Time factor)
P<0.0001 (Column factor,
Two-way ANOVA followed by uncorrected Fisher's LSD test 1 - 4 (Saline): 6 mice (Cx43'F'°®) and 10 mice (Cx43Tanvey1ekO) _ ) ( :
Figure N ‘o P=0.1326 (Time factor x Column factor)
. 1-7 (Glucose 20%): 6 mice (Cx43'P"*P) and 10 mice (Cx43TaWoyekO)
Unpaired Student’s t-test (two-tailed) 6 mice (Cx43'2P1xPy and 10 mice (Cx43TameyieKO) P=0.0130
Mct1: P=0.2001 (Cx43**tdTomato vs. Cx43T@W'eKO tqTomato )
Mct4: P=0.3336 (Cx43*"*tdTomato vs. Cx437™*'*KO tgTomato )
Figure Unpaired Student's t-tests (two-tailed) 6 mice (Cx43**tdTomato ) Ldha: P= 0.9195 (Cx43*"*tdTomato vs. Cx43T2WKO 4 Tomato)
5D 6 mice (Cx437WeKO t4Tomato ) Ldhb: P=0.0119 (Cx43*"*tdTomato vs. Cx43T2™*'eKO t4Tomato )
Glut1: P=0.9195 (Cx43*"*tdTomato vs. Cx4372™¥eKO t4Tomato )
Glut2: P=0.0071 (Cx43**tdTomato vs. Cx43T2WKO t4Tomato )
Figure 7 mi C 43loxP/|oxP
‘gE Unpaired Student's t-test (two-tailed) ice (Cx ) P=0.0428

9 mice (Cx43TanycyteKOy




Paired P=0.2103 (Cx43'"F1P /40 vs. Cx43'P1oxP/q10)
Figure Student’s t-test (two—tailed) cx43loxP/onP: 9 mice (day 0) and 9 mice (day 10) P=0.0075 (CX43TanycyteKO/d0 VS. CX43TanycyteKO/d1O)
5F Cx43Tanveyek0: g mice (day 0) and 9 mice (day 10) P=0.7400 (Cx43°®1®/q0 vs. Cxd3Tenevekoyqo)
Unpaired Student’s t-test (two-tailed)
P=0.0121 (Cx43'®'®/d10 vs. Cx43TaveK%q10)
Fi 8 mice (Cx43'/ox®
'gure Unpaired Student’s t-test (two-tailed) mice ( ) P=0.0287
56 9 mice (Cx43Teneneko)
Figure 8 mi C 43loxP/|oxP
9 Mann-Whitney test (two-tailed) mice (Cx ) P=0.1139
5H 9 mice (CX43TanycyteKO)
P<0.0001 (Time factor)
Figure P=0.0206 (Column factor
9 Two-way ANOVA followed by uncorrected Fisher's LSD test 18h - 17h: 7 mice (before TAT-Cre) and 7 mice (6 days after TAT-Cre) . ( )
51 P=0.0001 (Time factor x column factor)
P<0.0001 (Time factor)
Figure P=0.0037 (Column factor
9 Two-way ANOVA followed by uncorrected Fisher's LSD test 14h - 13h: 7 mice (before TAT-Cre) and 7 mice (6 days after TAT-Cre) ) ( )
5J P<0.0001 (Time factor x column factor)
Figure P<0.0001 (Time factor)
gK Two-way ANOVA followed by uncorrected Fisher's LSD test 14h - 13h: 7 mice (before TAT-Cre) and 7 mice (6 days after TAT-Cre) P=0.1704 (Column factor)
P<0.0001 (Time factor x column factor)
P<0.0001 (Time factor)
Fi -
'9UT€ 1 Two-way ANOVA followed by uncorrected Fisher's LSD test | 14h - 13h: 7 mice (before TAT-Cre) and 7 mice (6 days after TAT-Cre) P=0.0002 (Column factor)
5L P=0.0147 (Time factor x column factor)
Figure ) , . Dark phase: 7 mice (before TAT-Cre) and 7 mice (6 days after TAT-Cre) Dark phase: P=0.0261 (Before TAT-Cre vs. 6 days after TAT-Cre)
Unpaired Student’s t-tests (two-tailed) ] . . .
5M Light phase: 7 mice (before TAT-Cre) and 7 mice (6 days after TAT-Cre) Light phase: P=0.0394 (Before TAT-Cre vs. after TAT-Cre)
Mct2: P=0.7581 (Cx43**tdTomato vs. Cx4372™*'*KO t4Tomato )
" Cartpt: P=0.4184 (Cx43*"*tdTomato vs. Cx43T2WeKO tqTomato )
Figure . , . 6 mice (Cx43**tdTomato)
Unpaired Student’s t-tests (two-tailed) Pomc: P= 0.6335 (Cx43**tdTomato vs. Cx43 7K t4Tomato )
SN 6 mice (Cx4372WeKO t4Tomato )
Agrp: P=0.4722 (Cx43*"*tdTomato vs. Cx43T2WeKO tgTomato )
Npy: P=0.0492 (Cx43*"*tdTomato vs. Cx43T2WeKO t9Tomato )
Pomc: P=0.071 (Tomato Positive vs. Tomato Negative)
Darpp32: P=0.158 (Tomato Positive vs. Tomato Negative,
Figure ) , . 4 mice (Tomato Positive) PP ( iy 9 ) )
Unpaired Student’s t-tests (two-tailed) ) . Gpr50: P=0.319 (Tomato Positive vs. Tomato Negative)
S2C 4 mice (Tomato Negative) i )
HuC: P=0.027 (Tomato Positive vs. Tomato Negative)
Darpp32: P<0.001 (GFP Positive vs. GFP Negative)
Gpr50: P=0.001 (GFP Positi . GFP Negative
Figure , ) ) 5 mice (GFP Positive) pr ( sitive vs egativ )
Unpaired Student’s t-tests (two-tailed) . ) Pomec: P=0.06 (GFP Positive vs. GFP Negative)
S2F 5 mice (GFP Negative) o )
HuC: P=0.07 (GFP Positive vs. GFP Negative)
P=0.0003 (Week 1
Fi 7 mi Mct2 POMCScrambled
gure Unpaired Student’s t-tests (two-tailed) mice (Mo )
S3B 6 mice (Mct2PomeKP)

P=0.0045 (Week 3

( )
P=0.0018 (Week 2)
( )
P=0.0008 (Week 4)




P=0.1135 (Week 1)
P=0.0534 (Week 2)

Figure . ) 7 mice (Mct2POMCSerambled)

330 Unpaired Student’s t-tests (two-tailed) ) POMCKD P=0.5188 (Week 3)
6 mice (Mct2 ) P=0.7470 (Week 4)
P=0.8773 (Week 5)

Fi 4 mi M t1/4TanScrambIe P=0.0200 (M t1/4TanScrambIe iti Il M ”/4TanScrambIe ti I
|g:;e Unpaired Student’s t-tests (two-tailed) mice (Me Tanyos KD) Me oyt KDPOSI ve cefls vs. Mo TamortekD negative cells)
S 4 mice (Mct1/4 'anyeyteDy P=0.0134 (Mct1/4 "@WY'€D positive cells vs. Mct1/4 127D negative cells)

Fi 4 mi M t1/4TanScrambIe P=0.0037 (M t1/4TanScrambIe iti Il M ”/4TanScrambIe ti I
igure Unpaired Student's t-tests (two-tailed) mice (Mci ) (Mc positive cells vs. Mc negative cells)
S4B 4 mice (Mct1/4TanyeyiekD) P=0.0324 (Mct1/4TamoeKD positive cells vs. Mct1/4 TeWYeKD negative cells)

Mct2: P=0.8204 (Mct1/4TanSeramble g pfct1/4TanycytekDy
Ldha: P=0.5561 (Mct1/4TanScramble g - \fct1/4 TanyeytekDy

- 4 mice (Mct1/4 TanSerambley Ldhb : P= 0.5457 (Mct1/4 TanSeramble v pfct1/4 TanyeyteKD)
igure
s? 4C Unpaired Student's t-tests (two-tailed) 4 mice (Mct1/4 TaVVeKD) Gek: P=0.1381 (Mct1/4TanSeramble v pft /4 TanyeytekD)

Glut1: P=0.2479 (Mct1/4 TanSeramble g pfct/4 TanyoyteKD)

Glutd : P= 0.9174 (Mct1/4TanScramble ys - pfot1/4 TanyeytekDy

Cx30: P=0.7825 (Mct1/4 TnScramble s - pfct1/4 TanveytekD)
P<0.0001 (Time factor)

Figure 20h - 19h: 6 Mct1/4 TanSeramble mice and 8 Mct1/4 TaWoeKD mice P=0.2310 (Column fact
g Two-way ANOVA followed by uncorrected Fisher's LSD test . (Column factor)

S4D P=0.9890 (Time factor x column factor)

Figure 20h - 19h: 7 Mct1/4TenSeramble mice and 8 Mct1/4 T8k mice P<0.0001 (Time facter)

Sg4E Two-way ANOVA followed by uncorrected Fisher's LSD test ' P=0.2308 (Column factor)
P=0.3695 (Time factor x column factor)
P<0.0001 (Time factor)

Fi =
1gure Two-way ANOVA followed by uncorrected Fisher's LSD test 20h - 19h: 7 Mct1/4TanSeramble mice and 8 Mct1/4 T2VeY'eKD mice P=0.5215 (Column factor)

S4F P=0.6883 (Time factor x column factor)
» -

Figure ‘ ' N o P<0.0001 (Time factor)

S4G Two-way ANOVA followed by uncorrected Fisher's LSD test 20h - 19h: 7 Mct1/4 TanSeramble mice and 8 Mct1/4 TaWVeKD mice P=0.0305 (Column factor)
P=0.0034 (Time factor x column factor)

Figure M Whit test 5 cells, 4 mice (WT) P=0.0025
S5D ann-¥Whiiney tes 7 cells, 5 mice (WT+CBX) =

Figure 7 cells. 6 mi Cx4.3'0xPlloxP
9 Mann-Whitney test cells, 6 mice (Cx ) P=0.0006
S5K 7 cells, 6 mice (Cx43TaMereko)

Fi 1 f 4 loxP/loxP. T POMC _ |
'gure Paired Student's t test (two-tailed) 6 cells, 6 mice (Cx43 ;tdTomato Control) P=0.6042
S5M 6 cells, 6 mice (Cx43' PP tqTomato POMC - Lactate)

Figure Unpaired Student's ttests (two-tailed) 6 mice (Cx43**tdTomato) P=0.0070 (Cx43*"*tdTomato / Tomato Positive vs. Cx43**tdTomato /Tomato Negative)
S6D 6 mice (Cx43 7Y eK0 t4Tomato ) P=0.0056 (Cx43T2KO 14Tomato / Tomato Positive vs. Cx4372WV'eK0 tqTomato / Tomato Negative)

Mct1: P=0.5679 (Cx43"*tdTomato vs. Cx43T'KO tqTomato )
Mct4: P=0.6651 (Cx43*"*tdTomato vs. Cx43 72K t4Tomato )

Figure 6 mice (Cx43*"*tdTomato -P=0. 4, . TanycyteKO

SQGE Unpaired Student's t-tests (two-tailed) ( ) Ldha: P=0.8780 (Cx43**tdTomato vs. Cx43 fdTomato)

6 mice (Cx437WeKO t4Tomato )

Ldhb: P=0.5127 (Cx43*"*tdTomato vs. Cx43T2"¥*KO tqTomato )
Glut1: P>0.9999 (Cx43**tdTomato vs. Cx43T2WKO tqTomato )
Glut2: P=0.5127 (Cx43*"*tdTomato vs. Cx43T2KO t4Tomato )




