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limited
protection
against
cisplatin

Experimental
group: inhibitor
(10 uM) for 1h,

then CIS (500

uM) for 6h;

DMSO for 6h;
CIS (500 pM)

for 6h, 2x
rinsed in EM;

inhibitor* (10

uM) for 1h,

then CIS (500
uM) + inhibitor

for 6h;

inhibitor (10

uM) for 1h,

then CIS (250-

1000 uM) for

6h;
cycloheximide
(1-100 IM) for
1h then
cycloheximide
+ CIS (250-750
uM) *61

pharmacologic

al inhibitors

were tested

Assessment
of 10 head
neuromasts,
hair cell
counting
(SO1, SO2,
101,102,
103, OP1,
and M2)

FUT-175, Z-
LLF-CHO
presented a
narrow
protection
against
cisplatin in
comparison to
3-MA, D-
methionine
and leupeptin.

The pattern
of
protection
seen in this
cell death
inhibitor
library
screen
indicates
that there is
considerabl
e overlap in
the cell
death
pathways
activated by
cisplatin.




Regeneration
after cisplatin

E;itresctellf is delayed in
et comparison to
. NEO or GEN e
requires % Inhibiting
proliferation regeneration proliferatio
Flubendazole until 96 hpt. .
; to analyze . . n with Flu
. shows a little Incubating
the time of .. . . blocked the
. toxicity to hair . larvae in Flu .
regeneration Experimental | FM 1-43FX . production
3-5 dpf AB cells. N during .
after wild-type Flubenda Incubatin group: CIS (50 | assay (IO1- repeneration of new hair
Macke | treatment typ _ zole (Flu, stop producing ne uM) for 24 h + 4, M2, eget cells. It
X . and n=38 . X larvae in significantly L
nzie, with . microtub . the new hair Flu* (5uM); MI1, MI2, indicates
. . transgenic n.a. per 50 uM tubulin . not stated | flubendazole blocked the
Raible, different Et rou ule cells in durin Control group: 02, S01, addition of that
2012 ototoxin X group assembly zebrafish s EM, CIS S02), . proliferatio
. (krt4:EGFP) recovery . . new hair cells.
and if blocker) . (50uM) for 30 | proliferatio .. nhasa
. . zebrafish significantly . Incubation in .
proliferative min-10 h n assay dominant
. blocked the Flu preserved X
regeneration . X role during
. addition of a little .
is the . . regeneratio
X new hair cells protection
predominan n of lateral
There was no .
t dose- line.
mechanism dependent
of hair cell P
remeneration effect of Flu
& on
regeneration.
Experimental
group: 2 YO-
PROI (2 pM)
to screen of for 30 min then
FDA- incubation in
approved one of the
drug library library
reveals compounds (4
compounds inhibits pg/ml) for I h Assessment Benzamil ) The.
. that protect . and then + CIS protected hair | protective
Vlasits . - sodium reabso of 10
ot hair cells 5-6 dpf AB n=>9 epithelial ption in (50 uM) for nenromasts cells from compounds
al‘ from wild-type n.a. per 0-100 pM | Benzamil sodium tlllje distal not stated not stated 24h; protective (10 1-4 cisplatin- should be
’ cisplatin zebrafish group channel compounds (0, , induced develop in
2012 convoluted SO1-2, M2, . . L.
and tubules 0.5,1,5,10,50 MI1-2,02) hearing loss in | studies in
determine uM) + CIS; ? zebrafish. mammals.
the optimal CIS (0-100
concentratio uM) +
nof benzamil (0, 5,
protective 10, 25, 50, 100
compound uM) for 24h;
Control group:
CIS (50 pM)

for 24h




Experimental Carboplatin ..
group: was not Combinatio
to screen a potential drug detepted asa n doses of
library of 88 (0, 10, 50, 100, toxic. Anti- 'drl',lg's that
anti- cancer 200 and 400 ; cancer dmgs individually
, drugs to uM) for 1 or 6 Hair gell vmcpstme causes no
Hirose ettty 5 dpf AB n="7- h: CIS (50 M) counting (Vinc), hair cell
etal. e - wild-type n.a 10 per 50 uM - - - - - +’ Dox or \znc (SO1, 802, vinorelbine loss could
2011 e zebrafish group or Vino (1-100 O1 and (Vino), cause
cells of the LM) or 5-Fu OCl) doxorubicin significant
zebrafish (1-50 pM) for (Dox) hair cell
lateral line Give Claitioll preseqteq death when
> synergistic used
group: EM ototoxic together.
(150 L) effects.
Experimental A .
. pocynin
to gro?T]:M()JiS « decreased the
investigate L . apocynin . TU.NEL .
the 5 dpf mco(;ma'mld (125,250,500 Hair Eell reaction e;nd Apocyntm
. . . ¢ adenine countin, reven revents
Choiet | protective HEL-OCI transgenic to study the n=4 | dinucleotide ) and 1000 pM) (SO, SOg2, c]ijsplatin- ]chsplatin
al. effects of (Brn3C:EG effect of per 1000 pM | Apocynin ROS reduction | not stated not stated for 6h, THEN . . X
2011 | apocynin on cells FP) apocynin group phqsphate 3x rinsed in 01, 0Cl), induced hair mduceq
cisplatin- zebrafish oxidase EM: Control TUNEL cell loss at the apoptotic
induced hair (NADP H g’roup' assay neuromasts at cell death.
cell death oxidase) apocynin low .
concentration
(125,250,500 (125-250 M)
and 1000 pM) i

Abbreviations: CIS, cisplatin; RA, Rapamycin; SIRT1, Sirtuin 1; Qx, quinoxaline; COP, copper; dpf, days post-fertilization; mpf, months post-fertilization; GM, gentamicin;
NM, neomycin; OPC, optimally protective concentration; h, hour; EM, embryo media; TL, total length; min, minutes; RI, Rheotaxis index; FF, fenofibrate; SnPPIX, tin
protoporphyrin IX; TBBPA, tetrabromobisphenol-A; ROS, reactive oxygen species; DMSO, vehicle dimethyl sulfoxide; Rho-Pt, rhodamine-conjugated platinum reagent; HGF,
hepatocyte growth factor; dexmedetomidine, DEX; YOH, yohimbine; N-acetylcysteine, NAC; Texas red-conjugated Neomycin, NRT; CIM, cimetidine; Flu, F






