2016 2016

HTLV-I1

Establishment of a non-human primate model using cynomolgus monkeys for
evaluating anti-HTLV-1 mother to child infection drugs.
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Human T cell leukemia virus type-1 (HTLV-1) is transmitted through contact
with bodily fluids containing infected cells most often either vertically from mother to child via
breastfeeding or horizontally in adults. However, no prophylactic vaccine or drug has been
developed. In order to explore the potential of anti-HTLV-1 vaccines/drugs in humans, it is
prerequisite to test its ability in non-human primates. In attempts to establish such an animal
model for testing, we have examined whether cynomolgus monkeys (CM) that have been housed in SPF
conditions were susceptible to productive infection with HTLV-1 in vivo. It is note worthy that all
the four female CM that had been infected intravenously with highly infectious HTLV-I-producing cell

line cells became carriers of HTLV-1 as determined by HTLV-1 specific PCR and antibody tests. These
HTLV-1 carrier CM will be mated to test whether HTLV-1 can be transmitted vertically.

HTLV monkey infection vaccine
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Selection of highly infectious HTLV-
I-producing cell line

OKT-3 activated normal human PBMCs were co-cultured with MMC-
treated HTLV-I* cells and maintained for 2 months in IL-2-containing
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Transmission of HTLV-l from Cynomolgus
monkey cell T lines to human T cells
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OKT-3 activated normal human PBMCs were co-
cultured with four of HTLV-I* CM cells and
maintained for 2 months in IL-2-containing
media. Tax and gp46 expression were examined
by FCM.
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Detection of anti-HTLV-1 Abs
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*plasma x100 dilution

Detection of viral DNA by PCR (approx. 2x1075 cells)
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HTLV-1 genome

LTR | gag | pol 4 enwv  pX | TR
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1 CEM174 1000 ng
2 ATL040 5000 pg

3 ATL040 500 pg

4 ATL040  50pg

5 ATL-040  5pg (1 cell)
6 ATL040  05pg

7 6w H-#001

8 6w H-#002

1000 ng
1000 ng
TD6O0-55 (40 cycle)
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Detection of anti-HTLV-1 Abs
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Detection of viral DNA by PCR (approx. 1x10"5 cells)

HTLV-1 genome

- v | pX -

LTR || gag | pol

#005 2w 500 ng
#005 4w 500 ng
#005: ATL-040

Vm
Tax
— pX2-3 primer set (Tax)
1 ATL-040 250 pg 1 a6 7 8
2 ATL-040 25pg .
3 ATL-040 25pg :
4 ATL-040 0.25pg -
5 ATL-0406  0.025pg
6 500 ng
7
8
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establishing a non-human primate model of
HTLV-I infection using specific

pathogen-free (SPF) cynomolgus monkeys
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