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Figure S1. Western blot analysis confirms direct induction of mitochondrial fusion occurs independent of Drp1
expression. (A) tetracycline-inducible Mfn2, (B) Drp1 knockout, and (C) leflunomide treated KPC cells were probed for

Mfn2, Drp1, and Vinculin as a loading control.
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Figure S2. Pathway analysis generated from discriminant metabolites identified by univariate Student’s t-test.
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Figure S3. Pathway analysis generated from discriminant metabolites identified by SAM.
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Figure S4. Pathway analysis generated from discriminant metabolites identified by PLS-DA VIP.
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Figure S5. Pathway analysis generated from discriminant metabolites identified by RF classification.



Pentose Phosphate Pathway

Oxidative Branch

6-Phospt

6-Phosphogluconolactone \

Glycolysis

Glucose

\\ l

\ Non-oxidative Branch

Ribulose 5-Phosphate

Xylulose 5-Phosphate

Erythrose 4-Phosphate
Ribose 5-Phosphate

Glycero-manno Sedoh 1,7-Phosph d

'/v Sedoheptulose 7-Phosphate —\

llose

heptose 7-Phosphate

Glucose 6-Phosphate

/ Fructose 6 Phosphate

Fructose 1,6-] bIS Phosphate
Glyceraldehyde
3-Phosphate

>\
F—

G\yceraldehyde
3 Phosphate

Phosphoenol Prruvizy

Alanine «——— Pyruvate/

Dihydroxyacetone
Phosphate

PRPP

[ TTT——

Purine Metabolism

PRPP ]
I— de novo synthesis
GMP IMP ] AMP
l Inosine <—Adenosine/
Guanosine Salvage
Adenine
. Hypoxanthine
Guanine
Xanthine
Catabolism
Uric acid
Allantoin

Acetyl-CoA \

/" Krebs

Alpha-Ketoglutarate

N-Methyl THF

S Adenosyllmethlomne
S+ Adenosylhomocysteme
Serine
N{:ystmﬂe
Cysteine
Sulfinic Acid ¥~ Cystatiuonlne
Pyruvate +—— Cyste\ne

Cysteine and
Methionine

Metabolism

Folate

THF

Cystme

S-Formyl-L-

gl Glutamylcystelne

Glutathione
c CIe e metabolism Glutathione
GSH+—*GSSG

S+ Adenosylmelhlonlne

5

Methylthioadenosine

o e o . . Al ni
— - D-Arginine & D-Ornithine Metabolism | """
Pyrimidine Metabolism rging o Argin _l
Glutamine Argit 1 }‘ vrea l Putrescine
l Aspartate SI’J%;I::E L-Omithi D-Omnithi
Carbamoy| Phosphate l J Spermidine
‘ Citruline
l Aspartate: I
Orotate Spermine

Uridine Monophosphate

I~ Carbamoyl Aspartate
Uridine Diphosphate
Dihydroorotate
Uridine Triphosphate ———— RNA Dihydroorotate
Dehydrogena_se
Cytidine Triphosphate————— Cytidine (Mitochondria)
Deoxycitidine Triphosphate Orotate
Uridine
Deoxythymidine Monophosphate Orotidine
Dihvd " Monophosphate
Deoxythymidine Triphosphate ihydrouract
‘ Uridine
Monophosphate
DNA Uracil Eos
b-Alanine

Figure S6. Significantly altered metabolic pathways in fusion induced KPC cells interconnected. Top 8 altered metabolic

pathways identified from our overlapped discriminant metabolite set in fused KPC cells are mapped to show their
interdependent relationships among each other.



Figure S7. Full Uncut Western Blots

From Figure S6A

250 kd

- - 150 kd
e emTEee

. —

Mfn2
-

= 75kd

From Figure S6B

150 kd
~ 100 kd

75kd

Mfn2 - ——

250 kd
150 kd

- o *» e g 100 kd

Drp1 | 48 iy

75kd

Vinculin (eee ses s s oun

VInCUlin - [ e e w o == | 220 kd
v ~~ 150 kd
Drp1 100 kd
75 kd
- e
From Figure S6C
Mfn2 —
D e - - -
Drp1 (s &% &5 8 o o
75kd
VINCUIIN | e e s o o o
75 kd



