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A: schematic diagram of P2X7 receptor; B: three functional states of P2X7 receptor by ATP stimulation.
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Fig.1 Schematic diagram of P2X7 receptor and its three functional states
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On contact with ATP and LPS, the P2X7R forms a non-selective ion pore. This allows the efflux of K" and the influx of Ca®', which results in activation

of NF«kB and neuclear transcription of IL-1pB, and also drives the conversion of pro-caspase-1 into mature caspase-1. Pro-IL-1B and caspase-1 are in-

corporated into the lysosome. Pro-IL-1p is converted into mature IL-1B by action of caspase-1 within the lysosome and is released into the extracellular

environment. Caspase-1-dependent processing of pro-Il-1f may occur in the cytosol following activation of P2X7 receptor and may be released via

mechanisms independent of the lysosomal pathway (marked with “?”). Mature IL-1f enhances allodynia and hyperalgesia.
E2 P2XT7Z R {ZHEIL-1PFEAALHI
Fig.2 Mechanism of IL-1p release induced by P2X7R activation
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Table 1 Models of bone cancer pain

ElilokyS iE PEI TS A
Cell line Strain Sex Injection site
Mouse 66.1 Unknown Unknown Femur
4Tl BALB/cAnNCr Female Femur
BALB/cJ WT Unknown Femur
C3H/SCID Female Femur
ACE-1 Nude nu/nu Male Femur
B16-F10 C3H/SCID Male Femur
CS57BL/6 Unknown Tibia
C26 C3H/SCID Male Femur
G3.26 B6C3/F1 Male Humerus
HCa-1 C3H/Hel Male Dorsum of the foot/thigh
Lewis lung C57BL/6 Male Femur
CS57BL/6L Unknown Femur
Unknown Unknown Tibia
MC57G C57Bl/6J Male Femur
NCTC 2472 B6C3/F2 Male Humerus
B6C3-Fe-a/a Unknown Femur
C3H Male Calcaneus/calcaneusa/femur
C3H/He Male Femur/humerus
Unknown Tibia
C3H/Hel Female Humerus
Male Femur/tibia
Unknown Femur/tibia
C3H/HeN Male Calcaneusa/femur
Unknown Femur
C3H/HeNCr Male Calcaneusa
C3H/HeNCrl Male Calcaneusa/femur
C3H/SCID Male Femur
Unknown Unknown Femur/calcaneus
NCTC 2472-GFP C3H/Hel Male Femur
PC3N-A6-WT SCID Male Femur
Unknown C3H/He Male Calcaneus
Rat AT-3.1 Copenhagen Male Tibia
AT3B-1 Wistar Male Tibia
MADB-106 Sprague-Dawley Female Tibia
MATLyLu Copenhagen Male Femur
MRMT-1 Sprague-Dawley Female Tibia
Male Femur/tibia
Unknown Female Tibia
Walker 256 Sprague-Dawley Female Tibia
Sprague-Dawley Male Tibia
Unknown Unknown Femur/tibia
Wistar Female Tibia

Unknown Tibia

TE IR ()98 Sk S50 A7, &1 B A ATP AT 3 15 i 98 4 23 )
PR B AR AL, R T R R A M AR K B
Az I A8 ) TR BSORR i 968 48 B ()32 3, ELATP X 24
F B8 i P2X T 52 44 i /i 354, il iE mRNASER

O 1 O RN K= ) SCHR A AT, RIP2X 752 AR AE

G R AP P R AT — 5 EL Al ) i R (22 R P R R
FIA 22 4 R L L s AN R B fle ) v A AR K
(R IR T, R KSR/ B R R AR A v, JE i
A 22 Ge i 77 VA S RE W 2% B BB 4R I A 1 B
A, SR S I 7T RE L2 B FURACT,
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FP2X75% 14 38 i WENFATel . PI3K/Akt. ROCK
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JH P 45 A 0160 i A B b SR A P2 X7 52 A R A2
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(R2IA . B0 4 )& B 1 g A1 A 23R i 1) 40k, 3
R B G SR 5 e 9 AR 04T ] B, e ) S 7
)98 200 B DA B SR 0 () 24 i R TSR = R AT, ik
JE£ (1) ATPRESE B W 20 i 45 f0 % 0 BB I P2X 7 524K,
1 )5 & R OK & 2 R E ¥, WITNF-a, IL-1P.
IL-6FNIL-185%, IX LU ff [R5~ 35) i X A W1 G ik v pif 42
TGP, AR, TNF-aids 7] LU 26 4 & 1§-2(COX-2),
SR AN T A 48 TG BRBUER B2 A4 () US04

Hansen %5 58 N 5112 FIP2X7 52 7% 5 5% /) BR,
W FL R I, P2XT 52 AR 1R /)N RO B T i 2 Ik, ik
FMEIP2X T2 AR FE HU 71 A-438079 2 E 45 24 )5, ANfE
TRAT 1L 4H U BALB/cI B i /N RRAINCTC2472
B R A CIHE /N BRHRAT A . EANRILEIR,
P2X7 52 A AE B Ji i B A F 5 48 S I R e 22 9 22
PEIFAH B, DRI BELWTP2X 752 44 1y e B 2 DR R fa /N BRL
8 11 8 RE i A0 220 PR SR A0 S S Rk S . (H T X
SEIOVEINicke 25 Bt FH () P2X75% A8 6 2 R /N B b 15
TE—P2XT AR BT 548K [P2X 7 (K) variant], %
FARIE B BE A RIE, © ] ReREP2X 732 1R FIAE
H, B A GEHERRP2X T 2 AR5 B i I E A . 3R
ATV 2 AR R 3R I BUHE 27, 75 Walker256 3L Ik
S M5 5 0K A R AR A R, R TS A P2XT 2 A
Tk KPR 2 A, BHIBNZ 2 44 B B 5 Bk 2 1
B R AERF, P2XTSZARAE K BCE R R A A 32 2
2 38 I O B /D I 5T 48 p38/MAPK A 5 il % /1
S,

18 MR IR R A ] 5] R A R 22 R G 1 ] SE A
SR, AT 51 AT i T A K I FE AR AT 08
A DL S BN T 0 AT S04k R G0 0E R B TS B
FREEIOR, AT 5 5 08 14 9 0 0 B R 4k . RESE1W
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