Supplementary Table 1. Pharmacological manipulation of the Diffuse Noxious Inhibitory Controls circuitry. Listed by year and first author.

DNIC EXPRESSION BEFORE

DNIC EXPRESSION AFTER

FIRST AUTHOR YEAR ANIMAL _  CONDITION INJECTION SITE ANAESTH. _ READOUT _ TESTING STIMULUS _  COND. STIMULUS READOUT PLACE TARGETED SYSTEM COMMENT
-} -} -} -} -} -} -} -] -} -} -]
Thermal
. ot . § p-chlorophenylalanine:rreversible inhiitor of
stsasy Dickenson AH 1581 s Nave chlorophenylalanine Systemic ip) 300 m/kg/day (3 ays) Halothane eoh Elecrical el Spinal WOR Executive system Expressed Notexpressed o (o entaon
o0o1mg/g
Morphine Systemic i) Ee Systemic Expressed Notexpressed
- o el Morphine: i opild receptor agonist (MOR)
= ek vic o ina
7260590 LeBarsD 1981 @ Nave Halothane eph Electrical . Spinal WOR
sloxone stemic (A stemic
Naloxon Systemic i) 0304me/is systemi Expressed Epressed
ot aOue/ke
sz Kraus 1581 o Nave Naloxone Systemic(i) 100j/kg A Ben Eectial Chemicl Vocalization systemic Expressed Notexpressed Naloxone: Opiid receptor antagonist
7 0ue/e
s LeBarsD 1081 ) Nale Naloxone Systemic(i) 03mefkg Halothane eph Eectrical Thermal Spinal WOR Systemic Bxpressed Notexpressed Naloxone: Opiid receptor antagonist
Cinanserin Systemic i) amg/ke systemic Expressed Notexpressed Cinanserin: 124 and SHT2C receptor
antagonist
ot Thermal
e chitour® e (@50 Nave Metergoline systemic(iv) sme/ke Halothane eph ectrical . Spinal WOR Systemic Expressed Notexpressed Metergoline: 5-HT1,5:472 and 5417 receptor
7 antagonist
Shydroxytryptophan Systemic i) smy/g Systemic Expressed Expressed (enhanced) S hydroxytryptophan: Serotonin precursor
5.5 ma/ke
Shydroxytryptophan Systemic(ip) 166 me/ks Systemic Expressed Expressed (enhanced)
some/kg
76820 Kraus 1582 ““ Nave NA Beh Eectrical Chemical Vocalization
(@.50) Cinanserin Systemic ) omy/g Systemic Expressed Expressed (enhanced) Cinanserin: 5-HT2A and 5 HT2C receptor
antagonist
Shydroxytryptophan +
il Systemic (ip) 50mg/kg +10mg/kg systemic Expressed Expressed
fat Xylocaine s than echanical Thermal Pescending system cpresse ot expresse
e Caddensw 1983 s Naive e Infusion (c2) 2590 (5%) Halothane eoh Mechanical el Spinal WOR I Expressed Notexpressed
esi236 Dickenson AH 1083 il Nale Morphine G EE e ot ] sugin02u Halothane eph Eeaical Thermal Spinal WOR Top-down system Expressed Notexpressed Morphine: i opild receptor agonist (MOR)
(@, ™ periaqueductal grey (PAG) v & o p-down sys z @ wopi ptor age
ot temic i e alothane ectrica ermal stemic cpresse spresse ES S Inhibitor o enkephialinase (dervative of
2986769 Villnuevat 1985 s Nave ess2 Systemic i) 0me/ke Haloth: eoh Electrical Thermal Spinal WOR sy Expressed Expressed e
Expressed (paw)
" Morphine slfate ntathecal(ith) 15ugin 2041 Ascending TS or Cs Expressed S
63236 Villnueval 1986 e Naive Halothane eph Elecrical Thermal Medullry WOR Notexpressed (il
g Naloxone: Opiid receptor antagonist
Naloxone Systemic(i) oame/ig Ascending TS or Cs Bxpressed Expressed
ougin2ul
0sugin2ul
A Intracerebroventricular 1250810 200 e i etorprese
- Morphine sulphate Gen) gl Syst pressed Notexpressed Morphine: i opioid receptor agonist (MOR)
o Bouhsssira 198 P Naive 10uin 2l Halothane eoh lectrical Thermal Spinal WOR
¢ aougin 230 Naloxone: Opiad receptor antagonist
Naloxone Systemic(i) 04mefig Systemic Expressed Expressed
Intracerebroventricular
rphine base in2 semic Expressed Notexpressed
- REEES Giev) ELIIR e 5 I Morphine: -opiid receptor agonst (MOF)
76 Bouhassira D 1088 ) Nl Halothane €oh Mechanical Thermal Spinal WOR
z Naloxone: Opiid receptor antagonist
Naloxone Systemic i) oame/ig Systemic Bxpressed Expressed
ot Thermal
2075 singz 1500 N Nave Naloxone Systemic(i) o4mefig Halothane eph Eectrical Medullary WOR Systemic Expressed Notexpressed Naloxone: Opiid receptor antagonist
(@.50) Mechanical
Morphine enlorhyrate 1mglke Expressed Notexpressed
Nave Systemic i) Systemic
Morphine: -opiid receptor agonst (MOF)
1397003 Bouhsira D 1992 ft BEEED QETA Halothane eoh Elctrical Thermal Spinal WOR Benss CEe)
(@50
Perisqueductl grey
s Morphine chiorhydrate: Systemic i) 1mg/kg Systemic Bxpressed Expressed
03pafkg
) ot . suprenorphine 1ug/ke aothane e emors muscle § Buprenorphine: Partal -opioi receptor (VOR)
#5070 Guirimand 1585 e Naive A Systemic i) i Halothane e Elecrical Thermal iceps femris musd Systemic Expressed Notexpressed er
3ug
Rat Thermal
smis Okadak 1996 o Naive Capsaicin Sciaticnerve (catton ball 15% Thiamylal sodium em ectrica ermal Jaw-opening reflex (10) Ascending TS or Cs Expressed Notexpressed
ot 250gin 02500
srasson oualéc 1008 Nave Morphine hydrochioride Halothane eph Electrical Thermal Medullary WOR Top-downsystem Bpressed Expressed Morphine: -opid receptor agonist (MOR)
(@.50) phine h magnus (RN) suginosul o i p-downsy: ® phine: -opioldreceptor agonst (MOR)
Isofturane: General anaesthetic
" osmac Expressed (08MAC)
12818052 Jinks st 2003 e Nave soflurane Gaseous (nhalec) Isoflurane eoh Thermal Mechanical Spinal WOR Systemic Expressed y
(MAC=12%20.1%) R omenvstionneesey toprodims ity
Dexmedetomiding 3/ (5 min)
Systemic i) Systemic Expressed Notexpressed
hydrochloride 05 ug/kg/hr il end Dexmedetomidine: a2 adrenoceptor agonist
Phenylephrine: al. adrenoceptor agonist
ot Phenylephrine Systemic(i) Sg/ke/min (10min) Systemic Expressed Notexpressed ver! prorse
75 anadaT Natve evoflurane " Secrical Thermal
19697515 sanad: 2009 @w s e lect o
Atipamezole hydrochioride [ Systemic(im) osme/ke Systemic Expressed Expressed Phentolamine mesylate:a1/2 adrenoceptor
Phentolamine mesylate Systemic(im) 01mefig Systemic Expressed Expressed
NOTSTATED
Rpe7se1 nuathecal(th) e Ascending TS o Cs Bxpressed Expressed
NA Beh Chemical Chemical
Rat
1931081 Lapirot0 2009 i) Naive RP67580 Intrathecal (ith) 20in 1041 Ascending TS or Cs Expressed Notexpressed RPG7S80: NKIR antagonist
Muscimo: Neurotoxin, GRBA-A sgonist
Microinjection eft ot erorese
Muscmol Rl 0.250mol n 100n! Halothane eph Electrical Thermal Medullry WOR Ascending TS orCs Expressed Notexpressed
Subcutancous pellets 75mg 2) Systemic Expressed
Morphine sulfate Notexpressed
Subcutaneous osmotic
ot y 144/h (64 mg/mi) Systemic Bxpressed Morphine: s opiid receptor agonst (VOR)
20015058 Okada-Ogawa 2009 o Naive minipumps Urethane eph Thermal Thermal(fastand sow) Spinal WOR
Udocaine Mieroinjection rosrel s00n) (4%) Top-down system Expressed Expressed
Expressed (elect)
" Naloxone Systemic(i.p) 2mefhe + 1me/ks s Systemic Expressed Vohimbine: a2 sdrenoceptor antagont
en aive alothane e erma e al flck atena ot expressed (chem
030612 Wen¥R 2010 e N Haloth: Beh Thermal fanal Talflck atency (TF) Not expressed (chem.)
Yohimbine Intrathecal i.th) 30ugin 2030 Executive system Expressed Notexpressed
20357157 Makino K 2010 i Nale Phenylephrine 005g1n 00541 Sevoflurane. e Eeaical Thermal Biceps femors musdie Top-downsystem Expressed Notexpressed Phenylephvine: L adrenoceptor agonist
(@,50) viee! magnus (V) pein 005 s p-down sy: press o phrine: plor a
151054 LapirotO 2m fe Nai sul W e snmolin 0254 Halothane eoh Elecrical Thermal Medulary WOR Executive syst Expressed Not 4 Sulpiride: Dopamine receptor 2antagonist
pio ) i o o n 025y ne o ric alary cecutive system cpresse expresse: piride: Dopamine receptor 2 antagonist
Systemic s.c) amg/ke Systemic Expressed Notexpressed
t scle nflammation Micrinjecton rostral 20ugin 05yl Top-down system Expressed Expressed
2029 de Resende A 2m Nalotone NiA Beh Mechanical Thermal Paw withcrawal Naloxone: Opid receptor antagonist
(@501 by carrageenan s pi o ”
Microinjection medullary
reticulars nucleus dorsals | 20451 0.5l (persde) Top-down system Expressed Notexpressed
»
21900650 Robbins A 2m i) Nave Morphine sufate Subcutanous pellets 75mg (x2) Urethane e Thermal Thermal Medulary WOR Systemic Expressed Notexpressed Morphine: s opiald receptor agonist (MOR)
DAMGO-enkephalin Intrathecal i.th) Sugin10d Ascending TS or s Expressed Notexpressed
DAMGO:opioid and 8-opioi receptor agonist
Naloxone Systemic(i) 04melig Systemic Epressed Expressed
. ot " . erma Deltorphin :5-opiaid receptor agonist (0OF)
s Normandin A o s Naive Halothane eoh Electrical el Mecullary WOR
Dettorphin it Intrathecal i) sugin 10 Ascending TS or s Expressed Notexpressed Naloxone: Opid receptor antagonist
Naltrindole: 5opold receptor antagonist (00F)
Naltindole Systemic i) amglke Systemic Expressed Expressed
0250l n 10001
Musdmol IS o2enma o Top-down system Expressed Notexpressed ey
Rat
ebbi s aive alothane. fectrical ermal u
20681000 ChebbiR 200 & N Haloth eph ect i 3 T/ Kynurenates Excitatory amino acid receptor
antagonist
nurenate ol in 200n! op-down sysem Expressed Expresse
Kynurenat e Inmol in 2000 Top-down syst 2 pressed
Aipamezole Topicallyinthespinalcord 100ugin soul Exccutive system Expressed Notexpressed
Nave anae
Vohimbine Systemic (s.c) smg/ke Systemic Expressed Notexpressed Yohimbine: a2-sérenoceptor antagonist
ot Ondansetron: 5 HT3 receptor antagonist
26010460 Banisterk s i Ondansetron Topically i thespinalcord 1004 in 5001 tsoflurane eoh Mechanical Nechanical Spinal WOR Executive system Notexpressed Expressed
)
Spinalnerve ligation j
P Reboxetine mesylate | Topically Inthe spnal cord 1004in 5001 Executive system Notexpressed Expressed
(NR) and j-opioid receptor (MOR) agonist
Tapentadol Systemic s.c) 1mg/ke Systemic Notexpressed Expressed
Systemic{ip) 3ma/kgin 104 Systemic Expressed
Naloxone Notexpressed
Intracerebroventricular Naloxone: Opiid receptor antagonist
racereprovent 10pgin 1041 systemic Expressed SRR
2msse ttomi ¥ 206 s Nl e A Beh Mechanical Chemical Paw withdrawal Vohimbine: a2 adrenoceptor antagonist
g (@,50) . Eecical . o2 e
Vohimbine Intrathecal (i.th) 200 in 1041 Executive system Bxpressed Notexpressed WAY-100635: 5 HT1A receptor antagorist
WaY-100635 Intrathecal 1.th) 3ugin 104l Executive system Expressed Notexpressed
. ot Dural stimulation with Propranola: Non-selective B-adrenoceptor
5 er 7 Propranoll ol gavage me/ie/day (8 days alothane ectical ermal il semic ot expresse Expressed
25700539 Boyerh 200 [ b pranaiol ol gavag 10mg/ke/day (8 days) Haloth eph eect h Medullary WOR Sy Notexpressed » antagonist
Spinalcord (tpically) 10045in s0u! Executive system Notexpressed Expressed
Citalopram
Systemic s.c) omy/g Systemic Notexpressed Notexpressed
Citslopram +
SR Spinalcord (topcally) 1004 +100ug 0 5040 Executive system Notexpressed Notexpressed
B Gitalopram: elective serotonin
Gitalopram +56269970 | Spinal cord (topically) 10035+ 100ug1 5040 Executive system Notexpressed Notexpressed luocatine: electvesarctonin
Rt Spinalnerve ligation :
91703 Banisterk 2017 tsoflurane eoh Mechanical Nechanical Spinal WOR
(@,50) e o o
Spinalcord (tpically) 1004515030 Executive system Notexpressed Expressed P S
Fluoxetine
Systemic (s.c) 2mekg Systemic Notexpressed Notexpressed CFL BT S
(e soalcord opiah) | 1001100 ectvesem Notexpresse Notexpessed
Fluoxetine +58265970 | Spinalcord (tpicaly) 10045+ 100ug1n 5040 Executive system Notexpressed Notexpressed
Naive Morphine suifae (priming) | SUPene0usosmotic | 7.68ma/ke/day (7days) Systemic Expressed Expressed
minipumps (priming)
Subcutaneous osmotic | 7.6 me/ke/day (7 days)
Morphine sulfate (priming Systemic expressed Notexpressed
! forimine) minipumps (priming) " "
Minipump (priming) + Priming »
Systemic Notexpressed Expressed
Morphine: -opiid receptor aganst (MOF)
ot Miipump (priming) +
2936067 Nationk 08 A Beh Mechanical Chemical Paw withdrawal
(@) Microinjection igh central / Top-down ystem Notexpressed Expressed Nor-binaltorphimine: Kappa opioid receptor
Environmentl bright amygdala (Reen) antagonis (KOR
tghtstress 615) Priming +
" 25kgin05 (persite)
Norbinshophimine | Minlpump priming)
Nicroinjecton eft central Top-downsystem Notexpressed Notexpressed
amydala (LCeA)
Miipump (priming) + J—
Nicrinjecton rosral Top-downsystem Notexpressed Notexpressed
i 2548in 05 (persite) prooun sy > o
Systemic s.c) amg/ig Systemic Notexpressed Expressed
NA Ben Nechanical Chemical Paw withdrawal
Microinjection ight central
e Rat spinanervelgation | 25ugin 054 Top-downsystem Nor-Binaltorphimine: Kappa opioid receptor
0870521 Phelps C 2019 e = Nor-binaltorph amyadala (Rcen) e
Notexpressed Expressed
Nicroinjection ight centrl . cal fchanical al own systr
e ek 25pgin05 4 tsofluran eph Mechanical Mechanical Spinal WOR Top-down system
1mg/kg
Tapentadol Systemic s.c) 2ma/i systemic Notexpressed Expressed
Smg/ke Tapentadol: Norepinephine reuptske inhibitor
(NR) and - opioi receptor (MOR) agonist
ot Osteoarthrits (0] by
021870 Lockwaods ey tsoflurane eoh Mechanical Nechanical Spinal WOR
(@,50) MIA lte stage) Pregabalin Systemic (s.c) 0me/e o i Systemic Notexpressed Notexpressed Pregabalin:Blocker of volage-gated calcum
channels (VGCCs) that inhibits neurotransmitter
1mg/ig +10mefkg
Tapentado +Pregabalin Systemic .. Systemic Notexpressed Expressed
i & retemic(se) 2ma/ig+5mefks v o ¢
se265970 Spinalcord (tpically) 1004gin S04l Executive system Expressed Notexpressed
SB269970:5.HT7 receptor antagonist
MIA early stage)
Aipamezole Spinalcord (tpically) 1004gin s0u Executive system Expressed Notexpressed Atipamezole: a2-acrenoceptor antagorist
Rat
3061363 Lodkwoods 208 G Isoflurane eph Mechanical Mechanical Spinal WOR N R
Tapentadol Systemic s.c) 2mg/kg Systemic Notexpressed Expressed (A1) and - opioi receptor (MOR) agonist
MIA lte stage) AS-19:5-HT7 receptor agonist
519 Spinalcord (topically) 1004 ins0p Executive system Notexpressed Expressed
Sumatriptan succinate 06mg/ie/day (7ays)
stemic Expressed ot expresse
ot (priming) subestameousosmotc || 3y (7days) s ” Notexpressed Sumatrptan: 5HT1 receptor agonist
0086616 Nation kK s P Naive NiA Beh Mechanical Chemical Paw withérawal
¢ minipumps Morphine: i opiad receptor aganist (MOR)
Morphine sulfse (priming) 7168 mg/keday (7 days) Systemic Expressed Notexpressed
Naive Vohimbine Intrathecal (i) 1004 in 1041 Executive system Expressed Notexpressed
Duloxetine Systemic (s.c) 0me/g Systemic Notexpressed Expressed
Yohimbine: antag
parial sciaticnerve
o) Pregabalin Orally administered (p.0) omg/g Systemic Notexpressed Notexpressed A S
s Yonedas 200 s Celeconib orallyad a 3 NA Beh Mechanical Chemical Paw withdrawal 5 N a N "
) clecox! vally administered (p.0.) me/ke i i i ystemic ot expresse ot expresse e T T T
release
Duloxeine. Systemic s.c) 0mg/kg Systemic Notexpressed Expressed
hiitor (cOX2)
Osteoarthrits (O] by P oralyad " o s N " " "
e regabalin rally administered (p.0.) e/ ystemic ot expresse ot expresse
Celeconib Orally sdministered (p.0.) 3mg/ke systemic Notexpressed Notexpressed
y ot Spinalnerve ligation Nicroinjection ight centrl . erahine
aumsoee Naveatilova € 200 @ pee Morphine sfate o (s 1ugin02 NiA Beh Mechanical Chemical Paw withdrawal Top-down system Notexpressed Expressed Morphines -opiod receptor agonit (MOF)
Microinjecton dorsal
aloxone oride in fop-downsystem Expressed ot expresse
Naloxane hyrocioride | Mo Ieeton doe, Suginosyl Top-down syst o Notexpressed
Nave
lidocaine FEE ;:;""'“"“ 05l (2% whv) Top-down system Expressed Not expressed
ot ) Naloxone: Opiid receptor antagonist
sisaas Patel R 200 p Isofiurane eph Mechanical Mechanical Spinal WOR
(@.50) o o
Microinjecton dorsal
Naloxane hyrocioride | Mo Ieeton doe, Sugin05 Top-downsystem Notexpressed Notexpressed
Spinalnerve ligation
(v
Micrinjecton nfralimbic
Udocaine S 05w Top-down system Notexpressed Expressed
Antidopamine beta | Micoinjection et lateral
insu semic Expressed ot expresse
hydroxylsse saporin entrcle Suginsy syt o Notexpressed
Naive
Atipamezole hydrochioride Systemic (s.c) 1mg/kg Systemic Expressed Notexpressed Antidopamine beta-hydroxylase saporin:
Neurotonin,
Reboxetine mesylate Systemic ip) 0 mka/dy (3 cays) Systemic Notexpressed Notexpressed Atipamezole: a2 acrenoceptor antagorist
Reboxetine: Norepinephrine reuptake nhbitor
57-dihydronytryptamine + | Intathecal (.4) + Systemic o — otexpresse otexpresse ()
Desipramine hydrochioride ip) Sovein2ou+30me/ie swter Notexpressed Notexpressed
. 5 I
s ek am o W wen r— el L— artonerg ers
Duloxetine hycrochioride Systemic 5.c) 10me/kg/day (3doys) Systemic Notexpressed Expressed
Desipramine: Tricyclc ntidepressant (1CA)
Traumatic bran njury noradrenaine reuptake nhibior (NR)
(TBby e | Escitslopram hydrochloride Systemic (s.c) 10mg/e/day (3davs) Systemic Notexpressed Expressed
reuptake inhibitor (SNRI)
Systemic(p) +Systemic | 10ma/ie/cay (3¢ays)+
Escitalopram + Atipamezole e o Systemic Notexpressed Expressed ctalopram: electiv seotoin reuptte
intibitor (5R)
5,7-dinyaronytryptamine . — N
Desipramine + Systemic{ic) ssystemic. | 0Ugin20ul + 0 mifke systemic Notexpressed Notexpressed

Escialopram

(ip)

10 mg/kg/day (3days)




Supplementary Table 2. DNIC expression after systemic drug application. Listed by the drug.

DNIC EXPRESSION DNIC EXPRESSION

PMID CONDITION DRUG INJECTION SITE  ANAESTHESIA READOUT PHARMACOLOGY
BEFORE DRUG AFTER DRUG

6260285 Naive Naloxone Systemic (i.v.) N/A Beh Expressed Not expressed Opioid receptor antagonist
6257327 Naive Naloxone Systemic (i.v.) Halothane Eph Expressed Not expressed Opioid receptor antagonist
2247225 Naive Naloxone Systemic (i.v.) Halothane Eph Expressed Not expressed Opioid receptor antagonist
27178898 Naive Naloxone Systemic (i.p.) N/A Beh Expressed Not expressed Opioid receptor antagonist
20302612 Naive Naloxone Systemic (i.p.) Halothane Beh Expressed Not expressed Opioid receptor antagonist
21330219 | . Muscle. Naloxone Systemic (s.c.) N/A Beh Expressed Not expressed Opioid receptor antagonist
inflammation
27178898 Naive Naloxone rllov) fcula N/A Beh Expressed Not expressed Opioid receptor antagonist

Systemic (i.v.) + MOR-DOR agonist + opioid

7260590 Naive Morphine +Naloxone o Halothane Eph Expressed Expressed ’
Systemic (i.v.) receptor antagonist
MOR-DOR agonist + opioid
3171978 Naive Morphine +Naloxone |i.c.v.. +Systemic(iv.) | Halothane Eph Expressed Expressed gonist + oplol
receptor antagonist
MOR-DOR agonist + opioid
3378576 Naive Morphine +Naloxone |i.c.v.. + Systemic (iv.) | Halothane Eph Expressed Expressed 8 P!
receptor antagonist
Systemic (i.v. MOR-DOR agonist + opioid
1397003 Naive Morphine +Naloxone | SYstemic (i-v.) + Halothane Eph Expressed Expressed agonist + opiol
Systemic (i.v.) receptor antagonist
Opioid receptor antagonist + MOR
23843537 Naive Naloxone + DAMGO | Systemic (i.v.) +i.th. Halothane Eph Expressed Expressed plol P agonmg !
Naltrindole +
23843537 Naive . Systemic (i.v.) +i.th. Halothane Eph p p d DOR ist + DOR agonist
Deltorphin Il
7260590 Naive Morphine Systemic (i.v.) Halothane Eph Expressed Not expressed MOR-DOR agonist
1397003 Naive Morphine Systemic (i.v.) Halothane Eph Expressed Not expressed MOR-DOR agonist
1397003 | PAGlesion Morphine Systemic (i.v.) Halothane Eph Expressed Expressed MOR-DOR agonist
20016098 Naive Morphine sulfate | Subcutaneous pellets | Urethane Eph Expressed Not expressed MOR-DOR agonist
Subcut
20016098 Naive Morphine sulfate ubcutaneous Urethane Eph Expressed Not expressed MOR-DOR agonist
osmotic minipumps
21929659 Naive Morphine sulfate | Subcutaneous pellets | Urethane IHC Expressed Not expressed MOR-DOR agonist
Subcutaneous
29369967 Naive Morphine sulfate erans N/A Beh Expressed Expressed MOR-DOR agonist
osmotic minipumps
Subcut
30286616 Naive Morphine sulfate | pcutaneous N/A Beh Expressed Not expressed MOR-DOR agonist
osmotic minipumps
3171978 Naive Morphine sulphate o) R Halothane Eph Expressed Not expressed MOR-DOR agonist
3378576 Naive Morphine base rllev) U8 Halothane Eph Expressed Not expressed MOR-DOR agonist
29369967 BLS nor-binaltorphimine | Systemic (s.c.) N/A Beh Not expressed Expressed MOR agonist
30870321 SNL Nor-binaltorphimine Systemic (s.c.) N/A Beh Not expressed Expressed KOR antagonist
2986769 Naive ES52 Systemic (i.v.) Halothane Eph Expressed Expressed Inhibitor of enkephalinase
(derivative of Thiorphan)
B hi
8750730 Naive uprenorphine Systemic (i.v.) Halothane EMG Expressed Not expressed Partial MOR agonist
hydrochloride
26010460 SNL Tapentadol Systemic (s.c.) Isoflurane Eph Not expressed Expressed NRI and MOR agonist
OA-MIA (late
30821870 stage() Tapentadol Systemic (s.c.) Isoflurane Eph Not expressed Expressed NRI and MOR agonist
OA-MIA (at
30461363 mge()a € Tapentadol Systemic (s.c.) Isoflurane Eph Not expressed Expressed NRI and MOR agonist
OA-MIA late Tapentadol + NRI and MOR agonist +
30821870 ( P . Systemic (s.c.) Isoflurane Eph Not expressed Expressed goni
stage) Pregabalin See below
OA-MIA (late
30821870 stage() Pregabalin Systemic (s.c.) Isoflurane Eph Not expressed Not expressed
Blocker of voltage-gated calci
Orally administered ocker o1 Yo age gated calclum
32315711 PSNL Pregabalin (b0 N/A Beh Not expressed Not expressed channels (VGCCs) that inhibits
p-0- neurotransmitter release
OA-MIA (late Orally administered
32315711 ( Pregabalin rally administere N/A Beh Not expressed Not expressed
stage) (p.0.)
26010460 SNL Yohimbine Systemic (s.c.) Isoflurane Eph Not Not eptor
32745472 Naive Atipamezole Systemic (s.c.) N/A Beh p Not a,-adr
hydrochloride
Atipamezole
hydrochloride + Systemic (i.m.) + a,-adrenoceptor antagonist + ot,-
19697515 Naive v i ystemic (i.m.) Sevoflurane EMG Expressed Expressed 2 P! gonist +a;
Dexmedetomidine Systemic (i.v.) adrenoceptor agonist
hydrochloride
Phentolamine Contralateral biceps ay,-adrenoceptor antagonist + a
19697515 Naive mesylate + femort (iom) P Sevoflurane EMG Expressed Expressed 2 P gor g
Phenylephrine o adrenoceptor agonist
Non-selective B-adrenocept
28700539 |Migraine model Propranolol Oral gavage Halothane Eph Not expressed Expressed n-selective B-adrenoceptor

antagonist

D detomidi
19697515 Naive e:\r/r;o:hfor:‘ildeme Systemic (i.v.) Sevoflurane EMG p Not eptor agonist

19697515 Naive Phenylephrine Systemic (i.v.) Sevoflurane EMG p Not a-adr agonist

5-HT,, 5-HT, and 5-HT; receptor

6978166 Naive Metergoline Systemic (i.v.) Halothane Eph Expressed Not expressed A
antagonist
5-HT; d 5-HT, t
6976820 Naive Cinanserin Systemic (i.p.) N/A Beh Expressed Expressed »an wcreceptor
antagonist
5-HT; d 5-HT, t
6978166 Naive Cinanserin Systemic (i.v.) Halothane Eph Expressed Not expressed uan acreceptor
antagonist
S-hydroxytryptoph: Serotonin precursor +5-HT,, and 5-
6976820 Naive ydroxytryptophan+| o e mic (i.p.) N/A Beh Expressed Expressed P =
cinanserin HT,¢ receptor antagonist
6978166 Naive 5-hydroxytryptophan Systemic (i.v.) Halothane Eph p p in precursor
6976820 Naive 5-hydroxytryptophan Systemic (i.p.) N/A Beh P P in precursor
27891703 SNL Citalopram Systemic (s.c.) Isoflurane Eph Not expressed Not expressed SSRI
27891703 SNL Fluoxetine Systemic (s.c.) Isoflurane Eph Not expressed Not expressed SSRI
OA MIA (late
32315711 stage()a € Duloxetine Systemic (s.c.) N/A Beh Not expressed Expressed SNRI
32315711 PSNL Duloxetine Systemic (s.c.) N/A Beh Not expressed Expressed SNRI
Duloxetine
32745472 T8I hv;m:hlo'ri " Systemic (s.c.) N/A Beh Not expressed Expressed SNRI
32745472 TBI Reboxetine mesylate Systemic (i.p.) N/A Beh Not expressed Not expressed NRI
57-
32745472 T8I i s N ie)+ N/A Beh Not expressed Not expressed
Desipramine Systemic (i.p.) P P fibers +TCA
hydrochloride
Escitalopram
32745472 T8I by dmchlpo e Systemic (s.c.) N/A Beh Not expressed Expressed SSRI
Escital + Systemic (i.p.) +
32745472 81 scitalopram ystemic (i.p.) N/A Beh Not expressed Expressed SSRI + a,-adrenoceptor antagonist
Atipamezole Systemic (s.c.)
5,7-
dihydroxytryptamine +|  Systemic (i.t.) +
32745472 TBI Desi i Systemic (i.p.) + N/A Beh Not d Not d
esipramine s em‘f(' p.) / el ot expresse ot expresse fibers + TCA  SSRI
hydrochloride + Systemic (s.c.)
Escitalopram
) § Subcutaneous
30286616 Naive Sumatriptan succinate N N/A Beh Expressed Not expressed 5-HT, receptor agonist
osmotic minipumps.
Orally administered
32315711 PSNL Celecoxib ra "a(pmo";'s ere N/A Beh Not expressed Not expressed COX-2inhibitor
OA MIA (late Orally administered
32315711 (late Celecoxib rally administere N/A Beh Not expressed Not expressed COX-2inhibitor
stage) (p.o)
Not expressed for
12818952 Naive Isoflurane Gaseous (inhaled) Isoflurane Eph Expressed isoflurane above 1.2 General anaesthetic

MAC

Abbreviations: SNL- spinal nerve ligation model; TBI - traumatic brain injury; OA MIA - monoiodoacetate model of osteoarthritis; PSNL - partial sciatic nerve ligation; BLS - bright light stress; PAG -
peri grey; i.p.-i i i.th. - intrathecal (L4/L5 - lumbar 4/5), Beh - behaviour, Eph - in vivo i EMG - phy; IHC - i i istry; MAC -
alveolar i i TCA - tricyclid i ; SSRI - selective serotonin reuptake inhibitor; NRI - selective noradrenaline reuptake inhibitor; SNRI - selective serotonin-|
noradrenaline reuptake inhibitor; MOR - p-opioid receptor; KOR - k-opioid receptor; DOR - 5-opioid receptor; COX2 - cyclooxygenase 2.




