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Supplementary Figure S1. Schematic representation of the in vivo experimental design to induce cisplatin-induced ototoxicity in mice. Mice underwent the deafening procedure by systemic administration of cisplatin and furosemide; click evoked ABR was measured on day 0 and day 7 to assess auditory function. Abbreviations: ABR: Auditory brainstem response; CIS: cisplatin; FUR: Furosemide; IP: intraperitoneal.
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Supplementary Figure S2. Western blot images of CB1R with its respective positive control. The images show original Western blot bands of CB1R in mouse brain tissue lysate (B) and UB/OC1 cells (UB/OC1) with respective GAPDH housekeeping.
[image: A close-up of a test

AI-generated content may be incorrect.]

Supplementary Figure S3. Western blot images of CB2R with its respective positive control. The images show original Western blot bands of CB2 in mouse liver tissue lysate (L) and UB/OC1 cells (UB/OC1) with respective GAPDH housekeeping.
[image: A close-up of a test

AI-generated content may be incorrect.]

Supplementary Figure S4. Western blot images of TRPV 1 with its respective positive control. The images show original Western blot bands of TRPV 1 in mouse brain tissue lysate (B) and UB/OC1 cells (UB/OC1) with respective GAPDH housekeeping.
[image: A close-up of a test

AI-generated content may be incorrect.]
Supplementary Figure S5. Western blot images of PPAR α with its respective positive control. The images show original Western blot bands of PPAR α in UB/OC1 (UB/OC1) cells and mouse heart tissue lysate (H) with respective GAPDH housekeeping.
[image: A close-up of a test

AI-generated content may be incorrect.]

Supplementary Figure S6. Western blot images of PPAR δ with its respective positive control. The images show original Western blot bands of PPAR δ in mouse brain tissue lysate (B) and UB/OC1 cells (UB/OC1) with respective GAPDH housekeeping.
[image: A close-up of a test

AI-generated content may be incorrect.]

Supplementary Figure S7. Western blot images of PPAR γ with its respective positive control. The images show original Western blot bands of PPAR γ in UB/OC1 (UB/OC1) cells and mouse heart tissue lysate (H) and with respective GAPDH housekeeping.
[image: A close-up of a test tube
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Supplementary Figure S8. Western blot images of NAPE-PLD. The images show original Western blot bands of NAPE-PLD in mouse brain tissue lysate (B) and UB/OC1 cells (UB/OC1) with respective GAPDH housekeeping
[image: A close-up of a test
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Supplementary Figure S9. Western blot images of ABHD 4. The images show original Western blot bands of ABHD 4 in UB/OC1 cells (UB/OC1) and mouse brain tissue lysate (B) with respective GAPDH housekeeping.
[image: A close-up of a test results
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Supplementary Figure S10. Western blot images of FAAH. The images show original Western blot bands of FAAH in UB/OC1 cells (UB/OC1) and mouse brain tissue lysate (B) with respective GAPDH housekeeping.
[image: A close-up of a test

AI-generated content may be incorrect.]








Supplementary Figure S11. Western blot images of NAAA. The images show original Western blot bands of NAAA in UB/OC1 cells (UB/OC1) and mouse brain tissue lysate (B) with respective GAPDH housekeeping.
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Supplementary Figure S12. Western blot images of DAGL α with its respective positive control. The images show original Western blot bands of DAGL α in mouse brain tissue lysate (B) and UB/OC1 cells (UB/OC1) with respective GAPDH housekeeping.
[image: A close-up of a test
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Supplementary Figure S13. Western blot images of DAGL β with its respective positive control. The images show original Western blot bands of DAGL β in mouse brain tissue lysate (B) and UB/OC1 cells (UB/OC1) with respective GAPDH housekeeping.
[image: A close-up of a test
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Supplementary Figure S14. Western blot images of MAGL. The images show original Western blot bands of MAGL in mouse brain tissue lysate (B) and UB/OC1 cells (UB/OC1) with respective GAPDH housekeeping.
[image: A close-up of a test

AI-generated content may be incorrect.]
Supplementary Figure S15. Western blot images of ABHD 6 with its respective positive control. The images show original Western blot bands of ABHD 6 in mouse brain tissue lysate (B) and UB/OC1 cells (UB/OC1) with respective GAPDH housekeeping.
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Supplementary Figure S16. Western blot images of ABHD 12 with its respective positive control. The images show original Western blot bands of ABHD12 in mouse brain tissue lysate (B) and UB/OC1 cells (UB/OC1) with respective GAPDH housekeeping.
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Supplementary Figure S17. Whole Western blot images of Myosin 7a. The images show original Western blot bands of Myosin 7a in vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping.
[image: A collage of images of dna
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Supplementary Figure S18. Whole Western blot images of NF-κB . The images show original Western blot bands of NF-κB in vehicle treated cells (V) and cisplatin treated cells (T) in cytoplasmic (C) and nuclear (N) compartments along with the cytoplasmic marker αβ tubulin and nuclear marker Lamin A/C.
[image: A close-up of a dna test
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Supplementary Figure S19. Whole Western blot images of NLRP3. The images show original Western blot bands of NLRP3 in vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping.
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Supplementary Figure S20. Whole Western blot images of ASC. The images show original Western blot bands of ASC in vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping.
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Supplementary Figure S21. Whole Western blot images of GSDMD. The images show original Western blot bands of GSDMD and N-GSDMD in vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping.
[image: A close-up of a test results

AI-generated content may be incorrect.]

Supplementary Figure S22. Whole Western blot images of Caspase-1. The images show original Western blot bands of Pro-Caspase-1 and cleaved-caspase-1 in vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping.
[image: A close-up of a dna test
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Supplementary Figure S23. Whole Western blot images of Pro-Caspase-3 and cleaved Caspase-3. The images show original Western blot bands of Pro-Caspase-3 and cleaved Caspase-3 in vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping.
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Supplementary Figure S24. Standard curve of IL-1β ELISA assay. The plot shows a 3-degree polynomial fit curve of the IL-1 β ELISA kit standards. The graph was plotted using curve fitting software CurveExpert 1.4.

[image: ]






Supplementary Figure S25. Whole Western blot images of CB1R. The images show original Western blot bands of CB1R in control cells (C), vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping.
[image: A close-up of a test

AI-generated content may be incorrect.]


Supplementary Figure S26. Whole Western blot images of CB2R. The images show original Western blot bands of CB2R in control cells (C) vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping.
[image: A close-up of a dna test

AI-generated content may be incorrect.]





Supplementary Figure S27. Whole Western blot images of TRPV 1. The images show original Western blot bands of TRPV1 in control cells (C), vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping.
[image: A close-up of a dna test
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Supplementary Figure S28. Whole Western blot images of PPAR α. The images show original Western blot bands of PPAR α in vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping. 
[image: A close-up of a test

AI-generated content may be incorrect.]

Supplementary Figure S29. Whole Western blot images of PPAR δ. The images show original Western blot bands of PPAR δ in control cells (C), vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping. 
[image: A close-up of a test

AI-generated content may be incorrect.]





Supplementary Figure S30. Whole Western blot images of PPAR γ. The images show original Western blot bands of PPAR γ in vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping.
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Supplementary Figure S31. Whole Western blot images of NAPE-PLD. The images show original Western blot bands of NAPE-PLD in vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping. Mouse Brain (B), Liver (L) and Spleen (S) were used as control tissues. 
[image: A close-up of a test results

AI-generated content may be incorrect.]








Supplementary Figure S32. Whole Western blot images of ABHD 4. The images show original Western blot bands of ABHD 4 in vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping.
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Supplementary Figure S33. Whole Western blot images of FAAH. The images show original Western blot bands of FAAH in vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping. 
[image: A close-up of a test
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Supplementary Figure S34. Whole Western blot images of NAAA. The images show original Western blot bands of NAAA in vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping.

[image: A close-up of a test results

AI-generated content may be incorrect.]






Supplementary Figure S35. Whole Western blot images of DAGL β. The images show original Western blot bands of DAGL β in vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping.
[image: A close-up of a dna test
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Supplementary Figure S36. Whole Western blot images of DAGL α. The images show original Western blot bands of DAGL α in vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping. Mouse Brain (B), Liver (L) and Spleen (S) were used as control tissues. 
[image: A close-up of a test
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Supplementary Figure S37. Whole Western blot images of MAGL. The images show original Western blot bands of MAGL in control cells (C), vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping.
[image: A close-up of a dna test
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Supplementary Figure S38. Whole Western blot images of ABHD 6. The images show original Western blot bands of ABHD 6 in vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping. Mouse Brain (B), Liver (L) and Spleen (S) were used as control tissues.
[image: A close-up of a test
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Supplementary Figure S39. Whole Western blot images of ABHD 12. The images show original Western blot bands of ABHD 12 in vehicle treated cells (V) and cisplatin treated cells (T) with respective GAPDH housekeeping.
[image: A close-up of a test

AI-generated content may be incorrect.]












Supplementary Figure S40. Whole Western blot images of Cleaved Caspase-3. The images show original Western blot bands of Cleaved Caspase-3 in control cells (1), cisplatin treated cells (2) and cisplatin + SR144528 treated cells (3) with respective GAPDH housekeeping.
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Supplementary Figure S41. Weights of cisplatin-treated animals. Weights of each animal (each color represents an animal) measured across the experiment from day 0 to day 7.
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Supplementary Figure S42. Negative controls for IHC. Cochlear cryosections incubated with 488-anti-rabbit secondary antibody 1:300 and acquired using the parameters set for anti-CB2R immunostaining (A,B); cochlear cryosections incubated with 488-anti-rabbit secondary antibody 1:500 and acquired using the parameters set for anti-DAGLβ and ABHD6 immunostainings (C,D). The sections were counterstained with Hoechst nuclear dye (blue); scale bar-50μm.
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Supplementary Figure S43. Effects of SR144528 treatment on cell viability of UB/OC1 cells. The graph shows cell viability after treatment with SR144528 (2 μM) on UB/OC1 cells. Data is represented as mean±SEM for 3 independent experiments.
[image: Immagine che contiene testo, schermata, diagramma, linea
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[bookmark: _Hlk200619067]Supplementary Figure S44. Ratio of biosynthetic-to-degradative enzymes (DAGL β/ABHD 6) in vehicle and cisplatin-treated UB/OC1 cells. The plot represents the ratio of the protein expression of biosynthetic-to-degradative enzymes (DAGL β/ABHD 6) vehicle (VEH) and cisplatin (CIS)-treated UB/OC1 cells. Data is represented as mean±SEM for 3 independent experiments. 
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Supplementary Table S1. eCBs-binding receptors in UB/OC1 cells and in their respective positive controls
	RECEPTORS
	POSITIVE CONTROL
	REFERENCE FOR THE POSTIVE CONTROL
	EXPRESSED IN THE CELL LINE (YES/NO)

	CB1R
	BRAIN
	(67)
	YES

	CB2R
	LIVER
	(68)
	YES

	TRPV1
	BRAIN
	(69)	YES

	PPARα
	HEART
	(70)
	YES

	PPAR δ
	BRAIN
	(71)
	YES

	PPAR γ
	HEART
	(70)	YES





Supplementary Table S2: eCBs metabolic enzymes in UB/OC1 cells and in their respective positive controls
	ENZYMES
	POSITIVE CONTROLS
	REFERENCE FOR THE POSTIVE CONTROL
	EXPRESSED IN THE UB/OC1 CELL LINE (YES/NO)

	NAPE-PLD
	BRAIN
	(72)
	NO

	ABHD4
	BRAIN
	(73,74)
	YES

	FAAH
	BRAIN
	(75-77)
	YES

	NAAA
	BRAIN
	(78,79)
	YES

	DAGL α
	BRAIN
	(80-83)
	YES

	DAGL β
	BRAIN
	(81-83)	YES

	MAGL
	BRAIN
	(84,85)
	NO

	ABHD6
	BRAIN
	(85,86)
	YES

	ABHD12
	BRAIN
	(85)	YES
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