[bookmark: _GoBack]Table 1. Pharmaceutical Interventions for Drug-Induced Ototoxicity in Clinical Trials Search Terms
	1
	hearing loss[mesh:noexp] OR deafness[mesh:noexp] OR hearing loss, bilateral[mesh:noexp] OR hearing loss, conductive[mesh:noexp] OR hearing loss, functional[mesh:noexp] OR hearing loss, high-frequency[mesh:noexp] OR hearing loss, mixed conductive-sensorineural[mesh:noexp] OR hearing loss, sensorineural[mesh:noexp] OR hearing loss, central[mesh:noexp] OR hearing loss, noise-induced[mesh:noexp] OR hearing loss, sudden[mesh:noexp] OR hearing loss, unilateral/ OR (deaf[tiab] OR deafness[tiab] OR hearing loss[tiab])

	2
	ear[mesh:noexp] OR ear, middle[mesh:noexp] OR ear, inner[mesh:noexp] OR cochlea[mesh:noexp] OR basilar membrane[mesh:noexp] OR cochlear aqueduct[mesh:noexp] OR cochlear duct[mesh:noexp] OR "organ of corti"[mesh:noexp] OR hair cells, auditory[mesh:noexp] OR hair cells, auditory, inner[mesh:noexp] OR hair cells, auditory, outer[mesh:noexp] OR labyrinth supporting cells[mesh:noexp] OR round window, ear[mesh:noexp] OR scala tympani[mesh:noexp] OR scala vestibuli[mesh:noexp] OR spiral ganglion[mesh:noexp] OR spiral lamina[mesh:noexp] OR "spiral ligament of cochlea"/

	3
	(ear[tiab] OR cochlea*[tiab])

	4
	# 1 OR #2 OR #3

	5
	cell death[mesh:noexp] OR apoptosis/

	6
	(cell death[tiab] OR apopto*[tiab])

	7
	#5 OR #6

	8
	#4 AND #7

	9
	anibiotic[tiab] OR aminoglycoside[tiab] OR cisplatin[tiab] OR carboplain[tiab] OR plantinum[tiab] OR tobramycin[tiab] OR gentamicin[tiab] OR amikacin[tiab] OR kanamycin[tiab]

	10
	ototoxicity[tiab] OR ototoxic[tiab]

	11
	#9 OR #10

	12
	#4 AND #11

	13
	#8 AND #11

	14
	#12 OR #13

	15
	"4,5-dihydro-1-(3-(trifluoromethyl)phenyl)-1h-pyrazol-3-amine"[mesh:noexp] OR adalimumab[mesh:noexp] OR adapalene, benzoyl peroxide drug combination[mesh:noexp] OR adapalene[mesh:noexp] OR algestone acetophenide[mesh:noexp] OR ampyrone[mesh:noexp] OR anti-inflammatory agents, non-steroidal[mesh:noexp] OR anti-inflammatory agents[mesh:noexp] OR antioxidants[mesh:noexp] OR antipyrine[mesh:noexp] OR apazone[mesh:noexp] OR aspirin[mesh:noexp] OR beclomethasone[mesh:noexp] OR benzydamine[mesh:noexp] OR betamethasone valerate[mesh:noexp] OR betamethasone[mesh:noexp] OR budesonide[mesh:noexp] OR bufexamac[mesh:noexp] OR celecoxib[mesh:noexp] OR clobetasol[mesh:noexp] OR clofazimine[mesh:noexp] OR clonixin[mesh:noexp] OR corticosterone[mesh:noexp] OR cortisone[mesh:noexp] OR curcumin[mesh:noexp] OR cyclooxygenase 2 inhibitors[mesh:noexp] OR cyclooxygenase inhibitors[mesh:noexp] OR desonide[mesh:noexp] OR desoximetasone[mesh:noexp] OR dexamethasone isonicotinate[mesh:noexp] OR dexamethasone[mesh:noexp] OR diclofenac[mesh:noexp] OR diflucortolone[mesh:noexp] OR diflunisal[mesh:noexp] OR dipyrone[mesh:noexp] OR epirizole[mesh:noexp] OR etanercept[mesh:noexp] OR etodolac[mesh:noexp] OR fenoprofen[mesh:noexp] OR feprazone[mesh:noexp] OR fludrocortisone[mesh:noexp] OR flufenamic acid[mesh:noexp] OR flumethasone[mesh:noexp] OR fluocinolone acetonide[mesh:noexp] OR fluocinonide[mesh:noexp] OR fluocortolone[mesh:noexp] OR fluorometholone[mesh:noexp] OR fluprednisolone[mesh:noexp] OR flurandrenolone[mesh:noexp] OR flurbiprofen[mesh:noexp] OR fluticasone[mesh:noexp] OR glycyrrhetinic acid[mesh:noexp] OR glycyrrhizic acid[mesh:noexp] OR halcinonide[mesh:noexp] OR heparinoids[mesh:noexp] OR hydrocortisone[mesh:noexp] OR ibuprofen[mesh:noexp] OR indomethacin[mesh:noexp] OR indoprofen[mesh:noexp] OR ketoprofen[mesh:noexp] OR ketorolac tromethamine[mesh:noexp] OR ketorolac[mesh:noexp] OR meclofenamic acid[mesh:noexp] OR mefenamic acid[mesh:noexp] OR mesalamine[mesh:noexp] OR methylprednisolone hemisuccinate[mesh:noexp] OR methylprednisolone[mesh:noexp] OR mometasone furoate[mesh:noexp] OR naproxen[mesh:noexp] OR nedocromil[mesh:noexp] OR niflumic acid[mesh:noexp] OR olopatadine hydrochloride[mesh:noexp] OR oxyphenbutazone[mesh:noexp] OR paramethasone[mesh:noexp] OR phenylbutazone[mesh:noexp] OR piroxicam[mesh:noexp] OR prednisolone[mesh:noexp] OR prednisone[mesh:noexp] OR salicylates[mesh:noexp] OR sodium salicylate[mesh:noexp] OR steroids[mesh:noexp] OR sulfasalazine[mesh:noexp] OR sulindac[mesh:noexp] OR suprofen[mesh:noexp] OR tilorone[mesh:noexp] OR tolmetin[mesh:noexp] OR triamcinolone acetonide[mesh:noexp] OR triamcinolone[mesh:noexp]
14 adalimumab[tiab] OR adapalene[tiab] OR algestone acetophenide[tiab] OR ampyrone[tiab] OR anti-inflammatory agents[tiab] OR antioxidants [tiab] OR antipyrine[tiab] OR apazone[tiab] OR aspirin[tiab] OR beclomethasone[tiab] OR benzydamine[tiab] OR betamethasone[tiab] OR budesonide[tiab] OR bufexamac[tiab] OR celecoxib[tiab] OR clobetasol[tiab] OR clofazimine[tiab] OR clonixin[tiab] OR corticosterone[tiab] OR cortisone[tiab] OR curcumin[tiab] OR cyclooxygenase 2 inhibitor*[tiab] OR cyclooxygenase inhibitor*[tiab] OR desonide[tiab] OR desoximetasone[tiab] OR dexamethasone[tiab] OR diclofenac[tiab] OR diflucortolone[tiab] OR diflunisal[tiab] OR dipyrone[tiab] OR epirizole[tiab] OR etanercept[tiab] OR etodolac[tiab] OR fenoprofen[tiab] OR feprazone[tiab] OR fludrocortisone[tiab] OR flufenamic acid[tiab] OR flumethasone[tiab] OR fluocinolone acetonide[tiab] OR fluocinonide[tiab] OR fluocortolone[tiab] OR fluorometholone[tiab] OR fluprednisolone[tiab] OR flurandrenolone[tiab] OR flurbiprofen[tiab] OR fluticasone[tiab] OR glycyrrhetinic acid[tiab] OR glycyrrhizic acid[tiab] OR halcinonide[tiab] OR heparinoid*[tiab] OR hydrocortisone[tiab] OR ibuprofen[tiab] OR indomethacin[tiab] OR indoprofen[tiab] OR ketoprofen[tiab] OR ketorolac tromethamine[tiab] OR ketorolac[tiab] OR meclofenamic acid[tiab] OR mefenamic acid[tiab] OR mesalamine[tiab] OR methylprednisolone[tiab] OR mometasone furoate[tiab] OR naproxen[tiab] OR nedocromil[tiab] OR niflumic acid[tiab] OR olopatadine hydrochloride[tiab] OR oxyphenbutazone[tiab] OR paramethasone[tiab] OR phenylbutazone[tiab] OR piroxicam[tiab] OR prednisolone[tiab] OR prednisone[tiab] OR salicylate*[tiab] OR steroid*[tiab] OR sulfasalazine[tiab] OR sulindac[tiab] OR suprofen[tiab] OR tilorone[tiab] OR tolmetin[tiab] OR triamcinolone[tiab]

	16
	acetaminophen[tiab] OR adalimumab[tiab] OR adapalene[tiab] OR algestone acetophenide[tiab] OR ampyrone[tiab] OR anti-inflammatory agents[tiab] OR antioxidants [tiab] OR antipyrine[tiab] OR apazone[tiab] OR aspirin[tiab] OR beclomethasone[tiab] OR benzydamine[tiab] OR betamethasone[tiab] OR budesonide[tiab] OR bufexamac[tiab] OR celecoxib[tiab] OR clobetasol[tiab] OR clofazimine[tiab] OR clonixin[tiab] OR corticosterone[tiab] OR cortisone[tiab] OR curcumin[tiab] OR cyclooxygenase 2 inhibitor*[tiab] OR cyclooxygenase inhibitor*[tiab] OR desonide[tiab] OR desoximetasone[tiab] OR dexamethasone[tiab] OR diclofenac[tiab] OR diflucortolone[tiab] OR diflunisal[tiab] OR dipyrone[tiab] OR epirizole[tiab] OR etanercept[tiab] OR etodolac[tiab] OR fenoprofen[tiab] OR feprazone[tiab] OR fludrocortisone[tiab] OR flufenamic acid[tiab] OR flumethasone[tiab] OR fluocinolone acetonide[tiab] OR fluocinonide[tiab] OR fluocortolone[tiab] OR fluorometholone[tiab] OR fluprednisolone[tiab] OR flurandrenolone[tiab] OR flurbiprofen[tiab] OR fluticasone[tiab] OR glycyrrhetinic acid[tiab] OR glycyrrhizic acid[tiab] OR halcinonide[tiab] OR heparinoid*[tiab] OR hydrocortisone[tiab] OR ibuprofen[tiab] OR indomethacin[tiab] OR indoprofen[tiab] OR ketoprofen[tiab] OR ketorolac tromethamine[tiab] OR ketorolac[tiab] OR meclofenamic acid[tiab] OR mefenamic acid[tiab] OR mesalamine[tiab] OR methylprednisolone[tiab] OR mometasone furoate[tiab] OR naproxen[tiab] OR nedocromil[tiab] OR niflumic acid[tiab] OR olopatadine hydrochloride[tiab] OR oxyphenbutazone[tiab] OR paramethasone[tiab] OR phenylbutazone[tiab] OR piroxicam[tiab] OR prednisolone[tiab] OR prednisone[tiab] OR salicylate*[tiab] OR steroid*[tiab] OR sulfasalazine[tiab] OR sulindac[tiab] OR suprofen[tiab] OR tilorone[tiab] OR tolmetin[tiab] OR triamcinolone[tiab]

	17
	"24,25-dihydroxyvitamin d 3"[mesh:noexp] OR "25-hydroxyvitamin d 2"[mesh:noexp] OR acetylcarnitine[mesh:noexp] OR acetylcysteine[mesh:noexp] OR alpha-tocopherol[mesh:noexp] OR ascorbic acid[mesh:noexp] OR beta carotene[mesh:noexp] OR beta-tocopherol[mesh:noexp] OR biotin[mesh:noexp] OR calcifediol[mesh:noexp] OR calcitriol[mesh:noexp] OR carnitine[mesh:noexp] OR cholecalciferol[mesh:noexp] OR cobamides[mesh:noexp] OR cod liver oil[mesh:noexp] OR dehydroascorbic acid[mesh:noexp] OR dihydrotachysterol[mesh:noexp] OR dihydroxycholecalciferols[mesh:noexp] OR ergocalciferols[mesh:noexp] OR flavin mononucleotide[mesh:noexp] OR folic acid[mesh:noexp] OR formyltetrahydrofolates[mesh:noexp] OR fursultiamin[mesh:noexp] OR gamma-tocopherol[mesh:noexp] OR hydroxocobalamin[mesh:noexp] OR hydroxycholecalciferols[mesh:noexp] OR inositol 1,4,5-trisphosphate[mesh:noexp] OR inositol phosphates[mesh:noexp] OR inositol[mesh:noexp] OR leucovorin[mesh:noexp] OR magnesium[mesh:noexp] OR niacin[mesh:noexp] OR niacinamide[mesh:noexp] OR nicorandil[mesh:noexp] OR nicotinic acids[mesh:noexp] OR palmitoylcarnitine[mesh:noexp] OR palmitoylcarnitine[mesh:noexp] OR panax notoginseng[mesh:noexp] OR panax[mesh:noexp] OR pantothenic acid[mesh:noexp] OR phytic acid[mesh:noexp] OR pteroylpolyglutamic acids[mesh:noexp] OR pyridoxal phosphate[mesh:noexp] OR pyridoxal[mesh:noexp] OR pyridoxamine[mesh:noexp] OR pyridoxine[mesh:noexp] OR riboflavin[mesh:noexp] OR superoxide dismutase[mesh:noexp] OR tetrahydrofolates[mesh:noexp] OR thiamine monophosphate[mesh:noexp] OR thiamine pyrophosphate[mesh:noexp] OR thiamine triphosphate[mesh:noexp] OR thiamine[mesh:noexp] OR thioctic acid[mesh:noexp] OR tocopherols[mesh:noexp] OR tocotrienols[mesh:noexp] OR tocotrienols[mesh:noexp] OR vitamin a[mesh:noexp] OR vitamin b 12[mesh:noexp] OR vitamin b 6[mesh:noexp] OR vitamin b complex[mesh:noexp] OR vitamin d[mesh:noexp] OR vitamin e[mesh:noexp] OR vitamin k 1[mesh:noexp] OR vitamin k 2[mesh:noexp] OR vitamin k 3[mesh:noexp] OR vitamin k[mesh:noexp] OR vitamin u[mesh:noexp] OR vitamins[mesh:noexp] OR xanthopterin[mesh:noexp]

	18
	"24,25-dihydroxyvitamin d 3"[tiab] OR "25-hydroxyvitamin d 2"[tiab] OR ginseng[tiab] OR acetylcarnitine[tiab] OR acetylcysteine[tiab] OR acetyl-l-carnitine[tiab] OR alpha-tocopherol[tiab] OR anti-apoptotic[tiab] OR ascorbic acid[tiab] OR Astragaloside[tiab] OR beta carotene[tiab] OR beta-tocopherol[tiab] OR biotin[tiab] OR calcifediol[tiab] OR calcitriol[tiab] OR carnitine[tiab] OR cholecalciferol[tiab] OR cobamides[tiab] OR cod liver oil[tiab] OR dehydroascorbic acid[tiab] OR dihydrotachysterol[tiab] OR dihydroxycholecalciferols[tiab] OR ergocalciferols[tiab] OR flavin mononucleotide[tiab] OR folic acid[tiab] OR formyltetrahydrofolates[tiab] OR fursultiamin[tiab] OR gamma-tocopherol[tiab] OR gene expression inhibitor[tiab] OR hydroxocobalamin[tiab] OR hydroxycholecalciferols[tiab] OR inositol 1,4,5-trisphosphate[tiab] OR inositol phosphates[tiab] OR inositol[tiab] OR leucovorin[tiab] OR magnesium[tiab] OR neuron regulation[tiab] OR niacin[tiab] OR niacinamide[tiab] OR nicorandil[tiab] OR nicotinic acids[tiab] OR palmitoylcarnitine[tiab] OR palmitoylcarnitine[tiab] OR panax notoginseng[tiab] OR panax[tiab] OR pantothenic acid[tiab] OR peptide*[tiab] OR phytic acid[tiab] OR pteroylpolyglutamic acids[tiab] OR pyridoxal phosphate[tiab] OR pyridoxal[tiab] OR pyridoxamine[tiab] OR pyridoxine[tiab] OR riboflavin[tiab] OR ROS scavenger*[tiab] OR Src Inhibitor*[tiab] OR superoxide dismutase[tiab] OR tetrahydrofolates[tiab] OR thiamine monophosphate[tiab] OR thiamine pyrophosphate[tiab] OR thiamine triphosphate[tiab] OR thiamine[tiab] OR thioctic acid[tiab] OR TLR signaling modulator[tiab] OR tocopherols[tiab] OR tocotrienols[tiab] OR tocotrienols[tiab] OR vitamin a[tiab] OR vitamin b 12[tiab] OR vitamin b 6[tiab] OR vitamin b complex[tiab] OR vitamin d[tiab] OR vitamin e[tiab] OR vitamin k 1[tiab] OR vitamin k 2[tiab] OR vitamin k 3[tiab] OR vitamin k[tiab] OR vitamin u[tiab] OR vitamins[tiab] OR xanthopterin[tiab]

	19
	3-hydroxyanthranilic acid[mesh:noexp] OR allopurinol[mesh:noexp] OR antioxidants[mesh:noexp] OR bilirubin[mesh:noexp] OR butylated hydroxyanisole[mesh:noexp] OR butylated hydroxytoluene[mesh:noexp] OR canthaxanthin[mesh:noexp] OR carotenoids[mesh:noexp] OR catalase[mesh:noexp] OR dimethyl sulfoxide[mesh:noexp] OR ergothioneine[mesh:noexp] OR free radical scavengers[mesh:noexp] OR grape seed extract[mesh:noexp] OR masoprocol[mesh:noexp] OR melatonin[mesh:noexp] OR nitric oxide[mesh:noexp] OR pentoxifylline[mesh:noexp] OR probucol[mesh:noexp] OR propyl gallate[mesh:noexp] OR pyrogallol[mesh:noexp] OR quercetin[mesh:noexp] OR selenic acid[mesh:noexp] OR silymarin[mesh:noexp] OR superoxide dismutase[mesh:noexp] OR uric acid[mesh:noexp] OR zeta carotene[mesh:noexp]

	20
	3-hydroxyanthranilic acid[tiab] OR allopurinol[tiab] OR antioxidant*[tiab] OR bilirubin[tiab] OR butylated hydroxyanisole[tiab] OR butylated hydroxytoluene[tiab] OR canthaxanthin[tiab] OR carotenoid*[tiab] OR catalase[tiab] OR dimethyl sulfoxide[tiab] OR ergothioneine[tiab] OR free radical scavenger*[tiab] OR grape seed extract[tiab] OR masoprocol[tiab] OR melatonin[tiab] OR nitric oxide[tiab] OR pentoxifylline[tiab] OR probucol[tiab] OR propyl gallate[tiab] OR pyrogallol[tiab] OR quercetin[tiab] OR selenic acid[tiab] OR silymarin[tiab] OR superoxide dismutase[tiab] OR uric acid[tiab] OR zeta carotene[tiab]

	21
	"lymphocyte specific protein tyrosine kinase p56(lck)"[mesh:noexp] OR "oncogene protein pp60(v-src)"[mesh:noexp] OR "proto-oncogene proteins pp60(c-src)"[mesh:noexp] OR cell-penetrating peptides[mesh:noexp] OR glutathione peroxidase[mesh:noexp] OR glutathione[mesh:noexp] OR hydroxyl radical[mesh:noexp] OR hypochlorous acid[mesh:noexp] OR jnk mitogen-activated protein kinases[mesh:noexp] OR mitogen-activated protein kinase 10[mesh:noexp] OR mitogen-activated protein kinase 8[mesh:noexp] OR mitogen-activated protein kinase 9[mesh:noexp] OR peptides[mesh:noexp] OR peroxides[mesh:noexp] OR proto-oncogene proteins c-fyn[mesh:noexp] OR proto-oncogene proteins c-hck[mesh:noexp] OR proto-oncogene proteins c-yes[mesh:noexp] OR reactive oxygen species[mesh:noexp] OR singlet oxygen[mesh:noexp] OR src-family kinases[mesh:noexp] OR toll-like receptor 1[mesh:noexp] OR toll-like receptor 10[mesh:noexp] OR toll-like receptor 2[mesh:noexp] OR toll-like receptor 3[mesh:noexp] OR toll-like receptor 4[mesh:noexp] OR toll-like receptor 5[mesh:noexp] OR toll-like receptor 6[mesh:noexp] OR toll-like receptor 7[mesh:noexp] OR toll-like receptor 8[mesh:noexp] OR toll-like receptor 9[mesh:noexp] OR toll-like receptors[mesh:noexp]

	22
	Carbamathione[tiab] OR glutathione peroxidase[tiab] OR glutathione[tiab] OR hydroxyl radical[tiab] OR hypochlorous acid[tiab] OR jnk inhibitor*[tiab] OR kinase*[tiab] OR oncogene protein*[tiab] OR peptide*[tiab] OR peroxide*[tiab] OR reactive oxygen species[tiab] OR ROS scavenger*[tiab] OR singlet oxygen[tiab] OR toll-like receptor*[tiab]

	23
	"coenzyme Q10"[tiab] OR Q10[tiab] OR methionine OR "sodium thiosulfate"[tiab] OR ebselen[tiab] OR Ginko[tiab] OR amifostine[tiab] OR pantoprazole[tiab]

	24
	#15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 or #23

	25
	#14 AND #24

	26
	"Clinical Trial" [PT:NoExp] OR "clinical trial, phase i"[pt] OR "clinical trial, phase ii"[pt] OR "clinical trial, phase iii"[pt] OR "clinical trial, phase iv"[pt] OR "controlled clinical trial"[pt] OR "multicenter study"[pt] OR "randomized controlled trial"[pt] OR "Clinical Trials as Topic"[mesh:noexp] OR "clinical trials, phase i as topic"[MeSH Terms:noexp] OR "clinical trials, phase ii as topic"[MeSH Terms:noexp] OR "clinical trials, phase iii as topic"[MeSH Terms:noexp] OR "clinical trials, phase iv as topic"[MeSH Terms:noexp] OR "controlled clinical trials as topic"[MeSH Terms:noexp] OR "randomized controlled trials as topic"[MeSH Terms:noexp] OR "early termination of clinical trials"[MeSH Terms:noexp] OR "multicenter studies as topic"[MeSH Terms:noexp] OR “Double-Blind Method”[Mesh] OR ((randomised[TIAB] OR randomized[TIAB]) AND (trial[TIAB] OR trials[tiab])) OR ((single[TIAB] OR double[TIAB] OR doubled[TIAB] OR triple[TIAB] OR tripled[TIAB] OR treble[TIAB] OR treble[TIAB]) AND (blind*[TIAB] OR mask*[TIAB])) OR ("4 arm"[tiab] OR "four arm"[tiab])

	27
	#25 AND #26 

	28
	#27 AND english[la]



