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Mice have been the most useful animal models for humans and have contributed to life sciences in the
study of gene function, drug discovery and the development of novel treatments for complex diseases.
The primary mission of the Experimental Animal Division is to collect, preserve, conduct quality control
of, and distribute useful mouse models created in Japan as a global hub of mouse resources. In

addition, we develop novel mouse models that meet emerging research needs and relevant technologies
to achieve our primary mission.

IMF)Y-ADNE 77 mEEE Rl
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(1) Collection Gene Trap 4% \ / Wild-derived 0.5%
We have collected 260 (130 live and 130 ENU-induced X
frozen) mouse strains and archived 7,801 mutant 7% '

mouse models for human diseases and gene

. . . .. Mutant 8%
function analysis from universities and
research institutions in Japan (Fig. 1). The
mouse models include gene knockouts,
fluorescent reporters of biological phenomena,
conditional strains containing the Cre-lox,
Flp-FRT and TET systems, and genome-edited

strains as well.
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(2) Preservation

Mice with a high demand are maintained as live stocks, while
mice with a lower demand are preserved as frozen embryos
or sperm and stored in liquid nitrogen in collaboration with
the Bioresource Engineering Division. Rapidly increasing
genome-edited strains have been frozen-stored efficiently by
sperm freezing. To protect our stocks from disasters, we have
established a partial duplicate of the all frozen strains at the
backup facility of Harima Institute.
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Experimental Animal Division

We have distributed our mouse resources to users at 471
domestic and 654 overseas organizations in 36 countries,
resulting in 638 outstanding papers and 32 patents. Among
them, the knock-in C57BL/6-App<tm3(NL-G-F)Tcs>
(RBRC06344) mice with mutations of Altzheimer’s patients
have become the most frequently requested strain in FY2015.
The autophagy reporter, GFP-LC3 (RBRC00806), mice have
also been widely distributed and used at 243 organizations
worldwide. Our mice have been distributed mainly as live
animals, in addtition to frozen embryos or sperm, recovered

litters from frozen embryos or sperm and organs or tissues.
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(3) Quality control Asian Mouse Phenotyping Consortium (AMPC) & & j# # i
We tested the deposited live mice for pathogenic microbes BT T %,
(from Jan to Dec, 2015) and detected intestinal protozoa and
pinworms in 39.4% and mouse hepatitis virus in 3.9 % of (5) International collaboration
deposited mice. In this fiscal year, we cleaned up 57 strains We have disseminated mouse resources deposited by Japanese
by using cesarean section and 19 strains by using embryo scientists and registered the mice in the International Mouse
transfer, thereby eliminating the pathogens, and archived the Strain Resource (IMSR), a one-stop shop database of the
deposited strains as specific pathogen-free mice. We international mouse repositories. Our division together with
examined the genetically modified mice using Knock-Out- Japan Mouse Clinic and Technology and Development Unit
(254 strains), loxP- (161 strains) and Frt- (139 strains) survey for Knowledge Base of Mouse Phenotypes has participated in
tests to confirm their genetic quality and to provide accurate the International Moue Phenotyping Consortium (IMPC) and
information on the genetic modifications. We optimized PCR attended regular teleconference calls, international meetings
protocols of 1,689 genetically modified strains and made and workshops. Moreover, we are collaborating with
these protocols available on the website. We have revised the members of the Asian Mouse Mutagenesis & Resource
web pages regarding the quality of mouse resources for Association (AMMRA) and Asian Mouse Phenotyping
distribution. Consortium (AMPC).
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(4) Distribution
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Fig. 2 Embryonic and adult lacZ analysis of the gene expression in konckout mice

LTW5, lacZLR—2EHTS/vI7TRITAITDNT lines for 39 genes derived from knockout ES cells of KOMP
&, X-gal ROl K2 L PR EZH L2 (X2), and EUCOMM repositories and disseminated the mouse lines
through IMPC website. Besides, we have started pilot study In

(1) Production and distribution of IMPC knockout collaboration with the Gene Engineering Division, for efficient
mice production of knockout mice in the IMPC by using
Our division has established germ line transmission knockout CRISPR/Cas9 system with wild-type Cas9 or D10A nickase.

X3 Vero E6ffiRa- 1155 T Filobacterium rodentiumD#EBE FREMEEE
MREEFRICRE8TAVOXA—MUEED T4 S A MRIBE(FRKRHIEE) S RO EDEE(NEXENH RS,

Fig. 3 Transmission electron micrograph of Filobacterium rodentium co-cultured with Vero E6 cells.
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So far, we have successfully generated germ line
transmission-confirmed founder mice with a deletion mutation
for 23 genes. So far, we have distributed knockout mice to
domestic and overseas 26 users. Regarding the knockout
mice with lacZ reporter gene, we have conducted the gene

expression analysis by X-gal staining (Fig. 2).
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Members

Z & [Head of Experimental Animal Division]
57K 3E Atsushi YOSHIKI, Ph.D.

B{EHIZE S [Senior Research Scientist]

8 BBAE Fumio IKE, Ph.D.

EARAI L FE T, 1980 F DA LIRS T S 2
RIS R+ Sy O B R FiZ5 & [Research Scientist] z
Lj’E)hTII A9 D/ a4 JoN AR SRS %E‘B 15?:& Shinya AYABE, D.V.M., Ph.D. tg%
CAR(H1— )7 3F )V X (Cilia-associated respiratory bacillus, {5 f2BA Toshiaki NAKASHIBA, Ph.D. 14
. oy — . S =
T LBEMEME KSR L XV o A
. . £ . . . BTk [Senior Technical Scientist]
Filobacteriaceae fam. nov., Filobacterium rodentium gen. FE BT Noriko HRAWA  FRER #TJ2E Hatsumi NAKATA, Ph.D.
nov., sp.nov. EMIFUTZ.
T ZHIVAZ Y7 |l [Technical Staff ]
. ‘e . . FREERRE FRIKF Maiko DUIN - #_ BBS Ayumi MURAKAMI
(1)Scu.ant|f|c name given .to CAR bacillus, a e 65 < equmimnaks PIER FeHE Masayo KADOTA
respiratory pathogen of mice and rats JIIE B5F Reiko KAWAI FHERE ZT— Kyuichi TAGUMA
CAR bacillus (cilia-associated respiratory bacillus, @$ *ﬁgHiroyukiOKAMOTO ﬁ%i %U%Tomomi HASHIMOTO
Gram-stain negative bacterium, Fig. 3), which is known one EFﬂﬂﬁﬁ“M'zuho‘WAMA 777777777 :F 6"'\-§H'royaSUH|RAK| 777777
of etiological agent of rodent chronic respiratory disease and TR - [Assistant]
had been with no scientific name since firstly reported in JEFF 2571 Tomoe SAKAI FRLL B S F Yuriko NAKAYAMA
1980, was finally given a binominal name, F zlobacterlacez.w BB [Agency Staff]
fam. nov., Filobacterium rodentium gen. nov., sp. nov in 1L BAZE Akemni KOSHIYAMA 357 BBEB Teruo SAITO
collaboration with the Microbe Division and the National AP B ZRyujiTAKEUCHI  KALR F3F Chiharu OKUBO
: oo : T i 1B &8 Hozuki KODAMA
Institute of Radiol s ) ﬂ%ﬂ;ﬁ?HwokoKATSUMURA BE#E
fstitnte of Raclologieal Serences R B Atsushi CHOEI 223 BAZE Akemi YASUI
BB ZUFERikaTAKASHIVA — HEF FEZCF Ayako KAJITA
TN BUNG- Chiimi 0GAWA — 3REH 1A+ Hiromi SAKATA
SEEF B Naoki HIRANO AL FFF Hisako NAKAYAMA
&8 B Mayu HIROSE 2 EF Junko KURAOKA
FBAS SE8F Michiko HASHIMOTO  FHIT] EEF Yoko TAGUCHI
B8 == F vukiko SEKI LA BB Tatsunori YAMAMURA
PP BRMI Yasutaka NODA #3872 Shinobu YUUKI
LLI™F BEZE Yoshitaka YAMASHITA
JN—bFZA<— [Part Timer]
BB FF Fiko SAITO W& 3% F Yoko SHIMA
FREE BIJF Noriko ASO
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