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(min) (min) (min) (min)
M/M/B: 0.3/4/5
C57BL/6NCr (1) 12 253 + 1.2 36 + 1.3 54 + 1.1 67.6 = 29.5 62.3 + 30.2
C57BL/6NCr (i) 10 20.7 %= 1.1 32+ 10 50 =+ 0.5 119.0 = 7.5* 114.0 = 8.9
ICR(1#) 11 442 + 1.1 35+ 20 73 + 35 62.3 + 14.7 550 = 11.8
ICR (i) 10 354 = 1.0 30 + 04 6.6 = 0.5 95.1 + 45 88.5 * 4.1%

*P<0.05, **P<0.05, +P<0.01,++P<0.01compared with the same strain. Mean®=SD

ERTRELE=ZFESMREEDKE IR
ERRLSEE 1 0D nAGNE ) S\ % B R B S\ % B R B LR B RR B R RS

4%\ P A (9reniﬁjr)F'aEl ﬁﬁ?ﬁiﬁf)ﬁ %%(Tniﬁjr)FaEl (min)
M/M/B: 0.3/4/5
1= 36 + 1.3 54 + 1.1 67.6 = 295 62.3 = 30.2
4;E e 43 + 0.3 6.8 + 0.7 770 £ 29 70.3 + 2.3
83 &l 41 + 0.3 6.2 = 1.0 62.8 + 4.6 56.6 += 5.4

C57BL/6NCr, male, n=4
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RTRL T ZBREEBZEDATRIOY  GABAZEBREFEDIZAYS L, BELU
FTEXARDTINT7/— L ERESE-FEFFETHSH(Kawai S. et al., Exp.Anim.,2011),
ATREDUDERETHLITFNAT—ILDERES(CEYFROHNICEETHENTES,
HHEEL(E. Kawai S b, B LU R KEMMEERIEZDI|REZITTIC. ATRIDUF2.5(8E
(2O (R2). AE10gH1=Y0.1mIIBE 5T & 5 IZFHELT-,
Z0Ob3—)LIX http://www.rincgm.jp/department/lab/08 &Y F > O—KA[RETH S,

RK2L-MBESHMBEOLES

5% ) [SIE AR5 5T RE WES
ATRIDY FShb—JL BAEETIEKRASH 1 mg/ml 0.75 mg/kg
AR NN SEYSLIMHUR) Yokt 5 mg/ml 4 mg/kg

JMILTo7/—IL RELI7—IL Meiji Seika 77 LIk =1t 5 mg/ml 5 mg/kg
TFINAT—)L ToOFEEY BASETEKASH 5 mg/ml 0.75 mg/kg
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ATFREIDU(FEb—)L BARSET 2K/ K ES1)
SAYVSL(ZEYS L, HURKkHKE)
- JDRILT7/—IL(RRILT7—)L . Meiji Seika 77 LK E4T)

ZHEREMEBEDATIEOVED T HEEST

M/M/B | R | KE(g) | 5G| REEE
(mg/kg) 3] ﬁlﬁiﬁ

0.3/4/5 ICR(Mtf)  28.6+0.5

0.3/4/5 ICR(If)  28.4%0.4 sC 6/8
0.375/4/5  ICR(Itf) - ip 0/2
0.45/4/5 ICR(IH#) - ip 2/4

0.6/4/5 ICR(It£) - ip 6/10
0.75/4/5 ICR(tf)  31.1%+0.3 ip 13/13
0.75/4/5 ICR(Ii)  28.3%+0.4 sC 6/6
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Atipamezole
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Production of pups following embryo transfer.

Anesthetic No.of 2=cell No.of 0 0
azent embryos recipients % of Implants % of pups
& transferred* P
0.75M/M/B 166 10 71.3+14.4 4461147
Isoflurane 182 10 68.8+20.2 42.3+13.8
*Two—cell embryos from C57BL/6NCr
ZHEREERMEEZRANTL. AVIILTUEEEL

ERESLUR

EFRICA

BEITEL,
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Production of pups following genetically modified mice embryo transfer.

On hot plate Genetic Embrvo No.of 2—cell
(40°C) after y embryos No. of pups % of pups
background Stage
surgery transferred
- C57BL/6 2—cell 266 104 38.8+3.0
+ C57BL/6 2—cell 306 162 53.3+4.6%

*P<0.05, Mean=*=SE
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@ med80; AT F3 2 80ug/Kg BW
Omed+mid; *TF22240ug/Kg +34 Y 5.1.0.2mg/kg BW
Amed+mid+ati; AT~ 40ug/Kg +25 Y 510.2mg/kg + 7 F /3 AU —)L160ug/Kg
. = JL
Dlcontrol; £ERIRKIZT Nishimura, R et al, JVMS, 56, 559-561 (1994)
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Incidence of cataract in rats and mice treated systemically with ketamine (87mg/kg)
and/or xylazine (13mg/kg)

Incidence of
affected Incidence of different stages of cataract

animals eyes 0 1 2 3 4

Rats
Ketamine-xylazine 10/10 19/20 1 5 7 6 1
Xylazine 4/5 8/10 2 0 8 0 0
Ketamine 0/5 0/10 10 0 0 0 0

Mice
Ketamine-xylazine 8/8 13/16 3 3 6 4 0
Xylazine 4/5 5/10 5 0 4 1 0
Ketamine 0/5 0/10 10 O 0 0 0
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0.3M/M/BIE S Tl B RRELEE ] [ 2 ZE 3 A FE TIZ, 10-159 v h B,
EHRISHIEEE. REEEARMBZEZ+212E5,

Kirihara, Y. et al, 62,173-180, Exp.Anim. (2013)
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Blood biochemical changes in mice after administration of a mixture of three anesthetic agents
Ochiai, Y. et al, 78, 951-956 JVMS (2016)

Table 1.  List of drugs used in this study
Group name Drug Product concentration ~ Agent dose Administration route
Control Saline - — subcutaneous
Saline - — subcutaneous
Iso sa (+) Isoflurane 2% 4 [/min inhalation
Atipamezole* 5.0 mg/m/ 1.8 mg/kg subcutaneous
Iso sa (—) Isoflurane 2% 4 [/min inhalation
Medetomidine 1.0 mg/m/ 0.45 mg/kg
Midazolam 5.0 mg/m! 6.0 mg/kg
MMB Low Butorphanol 5.0 mg/m!/ 7.5 mg/kg subcutancous
Atipamezole* 5.0 mg/m! 0.9 mg/kg
Medetomidine 1.0 mg/m/ 0.9 mg/kg
Midazolam 5.0 mg/ml 12.0 mg/kg
MMB High Butorphanol 5.0 mg/m/ 15.0 mg/kg subcutaneous
Atipamezole* 5.0 mg/m/ 1.8 mg/kg
Pent Pentobarbital sodium 64.8 mg/m/ 48.6 mg/kg intraperitoneal
Ketamine 50 mg/m/ 75 mg/kg _ ‘
K/X Xylazine 20 mg/m/ 10 mg/kg intraperitoneal
Med Medetomidine 1.0 mg/ml 0.9 mg/kg
Mid Midazolam 5.0 mg/ml 12.0 mg/kg subcutaneous
But Butorphanol 5.0 mg/m/ 15.0 mg/kg

Atipamezole* is only administrated in Experiment 3.
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Anesthetic effect of a mixture of alfaxalone, medetomidine, and butorphanol
for inducing surgical anesthesia in ICR, BALB/c, and C57BL/6 mouse strains
Tsukamoto Y et al, J. Vet. Med. Sci. 81(6): 937-945, 2019 doi: 10.1292/jvms.18-0712

ATFRIDSY, ZILTD7XRH0O0 . TRILTD 7/ —ILO3FEIA.
ICR, BALB/cH &K U'C57BL/I6DFELIZHERTH 5

MMB: AT k2P Y 0.3mg/kg, 27 Y T L dmg/kg, TRILT7/—)L 5mg/kg
MBA30: AT 2 0.3mg/kg, 7IL77FH 0O 30mg/kg TRILT7/—IL 5mg/kg,
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