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H=944)L (Cynomolgus Monkey, Macaca fascicularis )
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Architecture area: 3,754.27m?

Total floor area : 12,131.50m?

ABSL2 : 160 monkeys

ABSL3 : 160 monkeys, 50 Cages for small animals
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Infectious disease facilities

Architecture area: 3,754.27m

Total floor area : 12,131.50 m

ABSL2 : 160 monkeys

ABSL3: 160 monkeys, 50 Cages for small

animals
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Aging Farm
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-Aging Farm_—
Alzheimer disease
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A= AFIVIZE T BEpstein-Barr virus DARTEEFHIE - mdlc LD RERSDEL-

MEITEARDRERICDIET EBIEICK > TEIEFHITEZEZONSIBAEH 1= MEIZHEWNZTIFUICETEBIZL SR BIE T 5, Epstein-Barr virus (EBV) R
FTI0% D ANBELELTNSEEREDISNILATHS, EBVELIEXEE TIIBEZRBETHS, LOLELS, REETICKYFEEHILTHIEAMONTINS, RiRE
TIIH AP TH—FET DH=I/4FILAging FarmZ AWV TEMNIGEVWERBIZEL TN E R E RS OBIREEBVEIZMICRETLT-,

CD4 T-cells (Th cells) anti-CD3 and CD28 #ll;& (TCR) Ri&IZ&1T5
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Age- Tolerant T-cell phenotypes are favored in geriatric subjects
o CD3+ CD4+ CD4+ CD69
aSSBOCIaI::ed proliferatio'n o \ _
ce J e 8 .
(ABCs) T s N " . : PBMC
’-: a0 8 L) v *
z =% S v
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Distribution of T cell subsets among CD4+ and CD8+ T cells 5 a0 g . stimufation
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Obesity Group

Obesity Group Selection
« Weight: more than 5 kg Ave. 3-3.5 kg

* Blood exam: Glu (>80 mg/dl), T-CHO (>150 mg/dl), or
TG (>100 mg/dl)

Hyperlipidemia
e T-CHO (>150 mg/dl) or TG (>100 mg/dl)

Diabetes Mellitus
e Glu (>90 mg/dl)
« HbAlc (>6 %), weight loss?
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- Familial Progress of Diseases -

Hyperlipidemia and Diabetes

16 ys
| -, BW 800kg
18 ys 17 ys |
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SPF Cynomolgus monkey colony at TPRC

(approx. 1700 monkeys)

Obesity Group

Weight: 90
More than 5 kg (Ave. 3-3.5 kg)

Hyperlipidemia: 26

Diabetes Mellitus: 10

20
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EEICOh-2BEHMFCEREICEHFBRIIERDEILEZMDICEDETERIIRAMTHSD . CNODMREFFAHEIE. BEFCLEGE
i, SERENESHRLEENIE VTR T HZEIIEBH THETH D, T, GBS LIURBEREREETEZH AU I7ILIUYIC
FYEMEL,. EELGEBELSITEITIRINEEBILEVIFUBEENHEINTNSA, — AT, VIFUEREOREFE
DIETHARBIEELE>TWNS, FCT HEA—DEXAZVAFIILa0=Z—Z2 BT BREESVRIVEICB T2V ENLGRELE
DFEEEZBIEL. Aged GroupB EUVHERFHAZIAFILICAD DIV IOFDHF o HREL REIGEDBTEZTV., TOEEEEKE
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Grouping of CMs at TPRC Regimen and Subject

Trivalent Flu Vaccine

Cynomolgus monkey colony at TPRC 15 ug ea./CM sampling sampling sampling
: 4 4 4 4
< ; WW 16w

Influenza seasonal vaccine: HA antigen 15ug each by subcutaneous injection
[A/California/7/2009 (X-179A) (HIN1) pdm09]  [B/Phuket /3073/2013 (Yamagata lineage) ]
[A/Hong Kong/4801/2014 (X-263) (H3N2)] [ B/Texas/2/2013 (Victoria lineage) ]

Obesity Group Weight: 90
e o More than 5 kg (Ave. 3-3.5 kg)

£
€

Hyperlipidemia: 26

HighGlu/DM:
10 GLU T-CHO TG

( ExNo. Age M/F (mg/d)  (mg/dl)  (mgdi) HbAlc  Weight
10 [ 2 3 2 6 #001 26 M 38 84 72 3.7 6.70
\ Elderly  #002 25 M 41 111 76 35 3.68
\ =
#003 23 M 39 43 33 3.3 4.39
#004 14 M 34 76 17 3 4.25
Young #005 12 F 31 97 29 2.8 3.87
#006 10 M 55 50 36 3.4 4,73
>20 years: approx.100 _) DM #007 14 F 274 118 186 13 2.19
Aged Group #008 17 F 230 130 160 10.6 3.00
Immune response to Flu Vaccine

anti-HA IgG titer T-cell immune response NF
Elderly Young IL-2 . IFN-y 5 -

2500 2500 2500 &05 »pre 810 - pre 827 - Pre
s - #001 = e o o = #004 * Soa = on 208 aow 220 - 6w
g 2000 =002 E200  fF S & #005 2000 < 5., f Sus <15
5 1500 =« #003 31500 = #006 1500 éo‘z ./' o 04 §1.0 \.
E 1000 E 1000 % 1000 §M uz'g_-vl g ; 05 ”

& 500 T 500 Bz, 500: Foo ke oo
VI S - W DD W W * *
B EREEEEX BN EEE TR 0 2 4 6 8 10 12 16 & A"é\% 0“0‘* & ,\o“@ o en‘\* _\uéa d‘o"’ &@P‘\ _@e.(& & ebe‘\* _@é‘g 0“0 é’a‘a _\n‘é‘q 0%0
weeks post imm unization weeks postimm unization 0@& 0& < ooq,@ (‘Q% < o& 00# <o & (‘dﬁ <o ooy OQ“ <o GQ% GQ" 2

BERXH=U4H)Lan=—&lY . Aged group, Obesity groupZZEELEHELI=. 1V TILIUHFIIFUETER . HARRIZR T 5% 14
MM REREZENLI-ECA, YoungBE [ZHE AR | Elderly B TIXEL . DMETIEIZ D EEHICELEHL T, BEEIZE, o=, NI H &
VEERBICHES T OFUERBERDOREFTEROETHNEEINT-, 21



Life style-related Diseases in humans

Diabetes Mellitus Accelerates Ap Pathology in
Brain Accompanied by Enhanced GA
Generation in Nonhuman Primates

Sachi Okabayashi'-?, Nobuhiro Shimozawa', Yasuhiro Yasutomi',
Katsuhiko Yanagisawa®, Nobuyuki Kimura'3#*

PLOS ONE | DOI:110.1371/joumnal.pone.0117362 February 12,2015
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Dilution factor

HTLV-1REH=OALFILETILDFEIL

ErTHIM B MmMED AL A(HTLV-1) B2 (.

—ER D R F (ZH A THIRS B %K (ATL) . M EFBERRE (HAM/TSP)E S|

ZRITIENHONTULBAN, FORIEANZXLIZDWTIEREFRBALENZL, FHELFEIISN TLVEL,
AT TIE HTWV- 1R LR B DRERBT S IV FTHEDOREXEIEL. TORBLELGBHTV-IREH=V14HF)L

DFEILZER A 1=,

Detection of HTLV-1 provirus
HTLV-1 positive cell

Infection HTLV-1+ cell : IV

\ \ \

4w

K Infection Regimen

Expt. 1 (#001, #002)

Infection | (Ow)
ATL-056i 2x1077 cells/monkey

ATL-0401x10"7 cells/monkey

Expt. 2 (#005, #006)
Infection | (Ow)

ATL-0401x10"8 cells/monkey (#005)
QL-OSGi 1x10"8 cells/monkey (#006)

Oow 2w

.Y

Infection II (4w)

6w...

ATL-0401x10"8 cells/monkey

NG #001 #002 (6w)

‘
NC  [I—  #005 #006 (2w)

N

HTLV-1 pX

Detection of HTLV-1 Tax-expressing cells
#001 16w : PHA, IL-2

Specimen 002-001-4 L2 PHA+
i D3+ CD8+

Specimen 002-001-4 [L2 PHA+
=S CD3+ CD4+ =

Qz1

Q-1
T RRRRSRRRSSE
&

0200 za0 W00 150 200 250
[ 1,000) FECA +1.000)
#005 4w : IL-2,IL-4

Determination of anti-HTLV-1 Abs in plasma

5000 @—+001 200 =O=#005
#002 #006
4000 150
3000 | |
| 100
2000 | | \
|
|
1000 J 50 l
)
0 0
0 20 40 0 10 20

Weeks post infection

Specimen 002-005-5+ Specimen_002-005-5+
= CD3+ CD4+ =g CD3+ CD8+

Tax (Lt-4)

ATLEEE FHEHTLV- 1,Us¢%mﬂ’.=3(ATL 040. ATL- osa)’&?%@bf—

HW=OA4HF)LEKY. IHTLWV-15104K, TODAJLADNA, 71 J)L

RAV N EHREMENRE SN,

ATLEE & HSEHTLV-1 g Z ALVH & T, 100% D HE 2

THTW-1BENZEDO LN HTWV-1BREHD=H A )L HFESL
0

Sht=, 24



“hMIE TR
ANFED30% MG E (2R (WHO report 2009)

ot

-5~10%MNREEZ2F LINIZHERZFEE (KFHIERIE) (Jereb ) et al., Tuberc
Lung Dis 2003)

-— £ DHLEEMIE CREZBHEE)10% (Verver S et al., Int J Epidemiol 2004)
FE R B EAE  20~30% ML - IEFRE. 1% RIE

(WHO report 2009, Marks SM et al.,Am.J.Respir.Crit.Care Med 2000)

H=DAFILERTETIL

~45% N A )L - JEFJE (Capuano SV et al., Infect Immun 2003,
Lin PL et al., Infect Immun 2009)
- INFILIA D% 5 Tlatency M FEAE A (Lin PL et al., Arthritis Rheum 2010)
- BiEMHIEEHY (Flynn AL et al., J Immunol 2014)

ST RAT AN EESTR (Lin PLet al., Nature Med 2013)

Phase IE CHDEMERGER TIXIEREARZTRIEICITOCENANAE,

H—-RBOHEZETIL
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=45 )LEFAL-MERS (b E MG 2SEIZEE)
muly by 0V Q=34

ETI)LIER

MERSaA7} 4 JLA(MERS-CoV) DI IF2 -

W=D AFILERWN=-REFHYMET IILERETLT-,

EETHEATEIVAIILAL, BERMEOCEERTIIEC VN—RO IR TAVIETEDAIVARYT ) LEBACA
79—(~%H$}JAA/T*’\?7D—/DNA?\EFHL\T:o’\?7EI—./DNA§‘?H]H‘FH%I cURTxHav L, BELEESD
[CEEINT=DAMIRED=ZJAFILIZEREL., 1BEBZROZEBITOIOMILAERE EREBRENTEZ1To-.

AREFORFEZHMELT

BRI RBRUIEERTEE N
1.E+08 T
1.E+07 i i = = #P002 7 x 105 TCIDy,
I T |
1.E+06 ;I | #P004 7 x 106 TCIDq,
§1.E+05 I u#P006 7 x 107 TCIDs,
"'?r;)l.E+04 i
o I T 1
O1E+03 T . .
1.E+02 +
1.E+01 + I
1.E+00 - . HEZ &%
.Qo‘i@’b \°<§ é\d&\@@& coé\oe o§§ QQQo &Q.Q 0&\'\&0 oe‘?’& o«\‘y .@\’é,\@é\' “db{\ < eQ\zz @b@o\’ob@
S < Q};‘ \:a’\ >N \/&Q,&,be‘ &

. J
-BACY/O—2DNANSAERLI=MERS-CoVEZ BT, A=V 4/ FIL THOERERBRENHEZEINT-,
-qPCRO#FFR TIL. iz il ELTE B P HSEMERS-CoVDIELRFMEREHEINT-,
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DA IVAERF XX RIS

ERBEFFRDAMILRA(HBV) BEXUVERCEFRIVAILA (HCV) [TEAEZEHHFR DI
BRLENGFEHETIERETHD, MIMIILRITHGEREERTIEEREETHD, HBVIX
DIOFUNFEELTWSIZHEHLLT . hAETIIREFIIIEMLTEY., HeVIXT OF
HHFEEL TG, BREF(ITHITHREBEITEDECAETOREZFRICHEDLTLDIEL,
BEREICERICOBREENZFET S, T-. AVMIILATILEDLGEMET IILHE
ELEL\T—&)L BEEEDOHRERINIERETHOT-,

Tupai (treeshrew):HCVIZRR L, ERERIC KD ITFFA A D F
ELERDOOND, FTIERTIEHBVIZHRET HIEANMSN
TL\%,

U | ERHBYY A LR SR R BE NS, EFTHIAERSESCid <
rbx&ﬁﬁt\frb«r)bx M. HBVY FoO—2DERZRL DI,
i| HBV. HCVRR - ETIILZEBIIL P TH S,
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