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VIROLOGY AND PA HOGENES!S

Human T-cell lymphotroplc virus type 1

(I-ITLV 1,also known as adult T-cell Iymphorna :

virus type 1) belongs to the oncovirinae sub-
family of human retrovmlses LIke HIV, it tar-
- gets CD4* T cells. However, there are 2 critical
 differences in pathogene
tion rate is very high
low in HTLV-1 infecti Therefore, compared

with HIVA1, HTLV-1 ‘ha relatively low viral

* burden and high genetic stability. Secondly,
although HIV:1 induces death of CD4* T cells,
HTLV-1 induces proliferatic
transformation of infected

- differences. paxﬂy explain the dis
of dlseases caused b these 2 retrovxmses

DISEASE ASSOCIAT \ ;
HTLV—'! lNFECTlON:' S
Although nost mfected ndmduals
remain asymptomat1c, HTLV ~may result
in?2 ma;or dlseases, adult* .cell leukemla/
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firstly, the replica- -
V=1 mfecuon, but

and ultunateiy, :

. HAM/TSP?

k’,Dli'sgqsré,jbyrr‘)ai ° 'Vbiume. 32, tNurynber“Z”,T February 2013

“lymphoma (ATLL) and HTLV—lf-associéted i .
- myelopathy (HAM)/tropical spastic para-

paresis (TSP). ATLL results from clonal
proliferation of CD4* T cells, which con- .

tain HTLV-1 provarus randmnly mtegratedj e
“in to' their. _genome. “Four clinical vatiants .

of ATLL are described: acute, lymphoma- -

type, chronic and- smoldenng, Wlth different - ot
,_chmcal mamfestanons and prognosis. The
clinical course of acute and lymphoma-type

CATLLis qmte aggressive, and overall median

survival is- 7.7 ‘months - despite aggressxve
 treatment.! In Japan, >1000 cases of ATLL i
56 are dxagnosed annvally, and the lifetime risk
~ of ATLL 4in HTLV-1 infected individuals is - : i
. approximately 5%. ATLL is extremely unu-  be transm:t‘;cd D vertically (ﬁm‘ﬂ mother to.
.+ -sual before 30 years of age. ATLL develops 1
= -:after a long “incubation penod (a ‘median - 2 ¢
: age of onset is 67 years), and i is. unlikely to -
~develop -if HTLV-1 infection acquired in

~adult life. Risk factors for the development -
- of ATLL include high viral load and family

o hlstory of ATLL? . :
~: - Incontrast, HAM/TSP is a'sfowly pro- .- .
- gressive disorder characterized by unilateral -

“the transmlssmn of HTLV-1is

EP!DEMIOLOGY o G
: An es‘amated 10-20 million peo-
ple worldwxde are infected with HTLV-1,
although hxghly ‘endemic areas are hmltedn i
to Southern Japan, We Central Africa,
the Canbbean, Central ‘and South Amenca’;,", i
and Melanesxa 8’Ifhxs geographxcal clustmmg' S

(MTCT) Unhke HIY, Wh;ch may be nan's-‘ ‘
mitted by free virions or via mfected celIs,

longed contact for transmxssmn HTLV 1: may v

yblood«bom  tr mi < i ) 1, '
_TLV»l ser oprevalence m wom

‘of sexual ,nansmlssmn from men to women,*'~

,compared wnh women to men. B}ood-bomei

“or bilateral lowe1 limb weakness and spastic—:f' ;"

- ity, 1umbar pain and detrusor mstabxhty The

lifetime risk of HAM/TSP is estimated to be
- ~ mission m Japan and

0.25% in Japan? and 1.9% in Jamaica and
Trinidad.* In a. Us plospecnve study, 3.7%
of HTLV-1 carriers were diagnosed with
HTLV-1-infected . individuals
with. higher proviral load® and/or. part1cu1ar
genetic background” may be at greater risk

~of developing HAM/TSP. HAM/TSP may
- develop after an mcpba‘aon penod of several

-years to decades.

e

Transmission throug

~also possible. -

TRANSM!SSION ey
 HTDV s pnmanly transrmtt d. _f o
vemcally from moth‘ 10 ¢
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CHTVT

CURRENT STRATEGY IN JAPAN TO
PREVENT MTCT OF HTLV-1

* Since ZOII it is recommended that

all pzegnant women in Japan are screened for

- HTLV-1 antibody by particle agglutination

or chemﬂummescent enzyme. immunoassay,
- with Western blotting and/or polymerase chain
- reaction - for conﬁrmatmn (Fig, 2).2° Particle
,aggiutmanon and chemﬂummescent enzymev
. immunoassay have hxgh sensitivity and speci-
- ficity, but still give a substantial number of
: false—posm
~demic ‘areas. Wester blottmc is also some-
. times inconchisive, Polymerase ohamxeactxon
~ is both sensitive and specific. Pregnant women

with HTDV-1 mfectxon receive detazied mfors' '

mation about HID

feeding strategies. Unless th y\nge birth to

high-risk infants (eg, premature babies), they
are advised to undertake exclusive formula-

feeding, freeze-thawing of expressed breast -

milk or breastfeeding for a maximum of 3
‘motths. Ongomg support: is ori

o of the offspnng 3 years of ag

PERSPECT!V SINOTHER
ENDEM[C’ OUNTR&ES

. pr
Japan wzll be unportant in mformmg preven»
tative strategles in chel settmgs :

©2013 Lippincott Williams & Wilkins

-~ results, especlally in nonen- -

itical, especially

- for those who have chosen the latter 2 options.

We recommend anti-HTLV-1 anﬁbody testmg .
! o :

L

. features - of HTLV. neurologic “disease’ i
“the "HTLV - Outcomes Study. Neuroloay E

‘Available  at:
vkeukou/kekkaku—k’msenshou19/c_ii/ht1v~1 d.pdf.
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RIFERIZHFBHTLV-1EFREEEFIEDEL Y fE A4

Screening system of HTLV-1 carrier in pregnant women:
The ATL Prevention Program in Nagasaki.

okl ZHEE 1R ZEEA
Takashi TSUKIYAMA Kiyonori MIURA Hideaki MASUZAKI
. . = 2 B S U

ENTHREBMmMBED 1 J)VR-18) (Human T-lymphotropic Virus Type |1 HTLV-1) (&, ARATHBREEBMSE")
VINEE (Adult T-cell Leukemia: ATL) THTLV-1EEEBESEE (HTLV-1 Associated Myelopathy: HAM) @
FROAIVZAT, WINHBEWNFEFEEDTVWFREARGH EUEBTH D, HICATLIEWLWTTARIET S
E. BAGFRBZEIZEY., FCACHIETT D, RERTE, HTLV-1EERZOEREN S RO FHZE
HOROBWEHNEE, HTLV-1EFREPFLIETH D, GFREOTGEREBEIHIARETHDH,. RBET
(F1987F K WHIE L THEBOHTLV-1R ) —Z2 %70 F+ U PEBICHL TREBEDONAZIT> TV
b, 50, FhZCBHDRUBAHCZTDHREETRSET 5,

. ABSTRACT
Human T-lymphtropic virus type 1 (HTLV-1) is a cause of adult T- cell Leukemia (ATL) and HTLV-1
Associated Myelopathy (HAM). However, there is no effective treatment of ATL and HAM at present.
Most cases of ATL have poor prognosis and die in a short period after onset of the disease. To reduce
the risk of HTLV-1-associated disease in the next generation, preventing mother to child infection of
HTLV-1 is most effective protocol. Major route of mother to child infection is through the maternal
breast feeding. Therefore the screening system of HTLV-1 carrier in pregnant woman has been estab-
lished since 1987, and intervention in maternal breast feeding of HTLV-1 carriers is performed in Na-
gasaki. In this review, we summarize the result of ATL Prevention Program Nagasaki for 26 vyears.

Key words; HTLV-1 carrier, screening, pregnancy
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HTLV-1 8RB LE DR YA
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Table 1. FERZH-HTLV-1BF LR

Sk WE BREEG RREG HTLV-UAAErE
ANTRE 962 23 939 2.4%
EERETLEE 160 14 155 8.3%
EHEEXE 346 71 275 20.5%
X 2
AL 5588 157
AT—EH 1265
SHEA-EH 123
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patt, FNLNDING — 2 ([FHERBEBESN
% D, WBEICIE—EDIEE THERBDOHINTE
EL. BREBEOHENTAZENCLDHD .

DNARZE : U PIVE A LAPCREIFDNADIR L &
TEWICENTTREETHY. WBETHERE
T NIZAICIE. RRBEAIN THINPCREA
CLDEMEZERT DN TED 2, BHOD
B TIFHERBHICEDAIVAEDBD TLF
WEIDREFRET S CCDBESNTE>TLD PV,
Kle. DAIWREDZWVHTLV-1F+ U P TE
ATLORE R IRV b, UPILEA
LPCRIEZRVICONARED Z—X([EEFD L
BHOND,

4-2. BEIEBICHEIFBY 7ILY A4 LPCREEZEAL
TR OHTLVAR U —= v 5o 25740 (RIBH
=)
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EIBETIREBEATLY AV RBF RS IE
WEBHBEESRES (&R BBEHA RIF
RNERARZR) 8L T, U PIVYA ALPCR
HEEBAUREROHTLV-IRO2 U -2V R
FLAEWEILTULD (Figure1) V., £9. —XK
BEC L TELEMPRENZHL TV EBEL
A —TPAED UL IEZCLEIAEZTT D, TL T,
BiED U < [FEEBM C 2SN TN TOBKIE
ERAZRERBERCESH SN, BEBBECLT
WBEZTTD. WBEATHIERBDHIIHZ TR
mzERmTL. JFPILEY A LAPCRAECKBHTLY-1
TJOOA4 V20— KNEEZTT> TLWD, DAV
T LEBBLIEBDEIBE,. BBELEN 72D
DFEM CRHRHTEL TLD,

EBETE, 1987FEN 5201 EFETDHBE/FIC
265,048 DFBE R O~ L TY,6766

RIBEFE THITSN., BRIRAYITE,238FIHHTLV-
1+ v P CBEZHSNE (Table2) 70,

HTLV-1DO—RIEEICFBBHEN—TFEDEET
PIRT D760, 1 KIREBHETH 27258 TH.
WITHREZEHE L TOWBEETTD CENBET
53V, L. WBERICIFHERBDHHIZE
T3z, BEBETIIHERBDHCPCREZHE
TU. BECEEOHEZT> TS, HERS
BIOPCIEDAIVZEN RO TLFEWVIBTFEET
BZENBESNCIZE>TETHY V. 910U
ENDFEVVBIICEVWTHBFREZTRIINSH
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Table 2. RIGERICHITDITBOHTLV-1AERX T -2 F g (1987TEE-20115EE)

=3 A IERIIARER  HRRER BEREY HBHER ERENEEEER
(A) (B) B)/ (A% © (D) D)/ (B)%

1987 18,962 - - 511 390 -

1088 18,233 9,579 52.5 1,076 691 7.2
1989 17,256 16,241 88.3 856 702 4.6
1990 16,517 14,504 87.8 804 658 4.5
1997 16,671 14,221 85.3 725 630 4.4
1992 16,036 12,123 75.6 677 566 47
1993 15,769 10,422 66.1 600 513 4.9
1994 16,951 9,814 61.5 523 477 4.9
1995 14,780 11,820 80.0 463 420 3.6
1996 15,182 12,966 85.4 396 342 2.6
1897 14,431 12,273 85.0 321 310 2.5
1098 14,672 12,403 84.5 366 339 2.7
1999 14,121 12,008 85.0 290 279 2.3
2000 14,098 10,286 73.0 287 276 2.7
2001 13,871 11,279 81.3 242 229 2.0
2002 13,260 10,724 80.9 230 211 2.0
2003 12,971 10,493 80.9 197 180 1.7
2004 12,947 9,990 77.2 184 177 1.8
2005 12,148 8,987 74.0 133 127 1.4
2006 12,410 8,909 71.8 144 138 1.6
2007 12,175 8,713 71.6 139 129 1.5
2008 12,173 8,930 73.4 131 124 1.4
2009 11,838 9,664 81.6 134 114 1.2
2010 13,340 9,998 74.9 145 119 1.2
2011 11,654 9,711 84.0 112 97 1.0
= 361,366 265,048 77.6 9,676 8,238 2.85
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Table 4. BIBBOHTLV-13 v 1) 7IER1, 27T5BIANEIR L =R BAEDEF (19995-20114)

FE ALRE BERE EHEARE REIRIRE =

1999 17 5 8 18 148
(%) 79.1 3.4 5.4 12.2

2000 97 2 15 12 126
(%) 77 16 11.9 9.5

2001 85 3 15 13 116
(%) 73.3 2.6 12.9 1.2

2002 70 2 18 , 17 106
(%) 66.0 1.9 17.0 16.0

2003 75 2 10 17 104
(%) 72.1 1.9 9.6 16.4

2004 63 7 ' 18 26 114
(%) 55.3 6.1 16.8 22.8

2005 53 1 11 8 73
(%) 72.6 14 16.1 1.0

2006 | 43 o , 18 8 70
(%) 61.4 14 25.7 11.4

2007 45 0 RV 12 7
(%) 64.3 0.0 19.7 16.9

2008 3 0 20 13 76
(%) 56.6 0.0 26.3 17.1

12009 56 1 2 8 87
(%) 64.4 1.1 25.3 9.2

2010 | no (. 22 9 103
(%) 66.9 1.0 214 8.7

2011 57 0 19 5 81
(%) 70.4 0.0 235 6.1

&5t 875 2 210 166 1275
(%) 68.6 1.9 16.5 13.0
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Table 3. HAEFEKBIZAHFHTLV-1F v ) 7IHFEMEE (2011FE)

1 RIRE 2 iRE IR o
R ey pSETH B (%) (B s/ — RIRERIEED)
1955171 10 1 1 10.00
1956~1960 238 8 8 3.36
1961~1965 2,970 89 87 2.93
1966~1970 13,492 306 294 2.18 (14716%?%0& )
1971~1975 31,839 524 471 1.48
1976~1980 31,166 450 407 1.31
1981~198b 17,798 234 202 1.13
1986~1990 5,024 41 33 0.66
1991~1995 392 3 2 0.51 (350/',6522/07) i
1996~2000 1 0 0 0.00
= 102,920 1,656 1,605 1.46

*  FEROEFIIRIN AR ORE LA S HA L7z ER
* ok ERASEFDNGAIN AR OBRINER CHAE LTTHER

BEFEERFMI BIFN Y
FRIBEERIFEATLO A ABFREB IR NEE (APP) REE” LUSIA

DEAEF. EEBRCHRORITICE > THTLV-1 Bh. BEM, EH) IRRESEETOILEND D,
FFRECHTIBEHESHDI T DGENY, H o, SBEERCHTHHTLV-1DREE T DE
TLV-18SFRELE R T ADEIIICEDH TEE DI xO—=HITFDITHDIEH - hoote )T
THBILERFLTHSTZL, FHEeBNICRITICCNEETHS D,

7.80YIC
ROTERBIFABETH D, 1) BERBEMFHRERMEHNE VT Y

HTLV-18 -+’
FBOHTLV-1UR RO —Z 00T U P TERTEE - BERRZMENIRSE [ 205 /[EL
SNSRI ATREEERT 2 CICRU, TEEBOHTLV- 1 RIRED SE SN T F R
FREGEBIARBEERLLEED2056%MN52.4 RFHMRORIARVBBER V-0
RICETRLSTEDIUNTE D, BERDREE A7 LRFE) AR (EEWRRE  Bl5RHA)
DERF, RICE > TRIFRDATLZGFLUSHET FR23ERERTLIRE - HBIRSS 2012; 1-80.
BHTLV-1RRZ(CEE L T#sRBDRE X 2) RBEATLO AV ABFRRBLUEARBNE
TROIBNICOEL D DRI TRERDFT + VAT EXBimEs (R BIEHEE) ATL (BAT
HBdCICTHICBELT. BEE (R0, BE fBRBmE - U NE) DA IV AGFREEDF
53



HTLV-1 BFRRRFIEDRUMES

3)

4)

5)

6)

7)

8)

9)

10)

1)

B —8E8EA-F+F A M~ 2009; 1-38.
BESEBERNEWHRERSHE TV Y
HEHE - BEBRATENRERE [AFBICHITD
HTLV- 1R OB E R B DERILE & Xt
B AR (EEHEE WO—RD T2
FEWFTMRIBIRESE  2009; 1-14.
ERSES A NS4 v-ERR2011 2011, 1-
389.

HTLV-1Ees 7 — A HTLV-1as&xEE  2010;
1-3.
EBEATLY A IV A FREBIERER NS
XBigRESs (BE BBxEE) EREBEATL
DA IV 2BFRREFIERRRNIEE (APP)
REE ~20FDHPH~ 2008; 1-21.
EBBATLY A IV ABFRAEBIEHARB NS
E¥ERpES (B BBZEH) FIRBEE
EBEATLO AV AGFREBIEAER NS
%= (APP) HEZ 2012

BIFEEE. HTLV-18FRBEHLE —RIFRICSH
(F22EBORMY A —. BERBERFERSE
S5 2011; 47 769-71.

BIFFEH. HTLV-IBFREICDOVT. BRE
BhEMEEE 2011; 140: 808-11.

=AEER. BIFER. HTLV-1. BREARE
& 2011; 65: 1029-37.

B, SEER,. ISR §GFREDE
B —HTLV-1—. BRRBARER 2012; 66:
182-9.

54



TR 244 7 H 10 B
B % & {L

Rl B ATL BRI IET R HF S EE SRS
(FBR: RIFRZEVBERBZ &b RERSTRET)

AT LRBTEEGIEMERGHEELEOERRN (FK2 44E3 A 3 1 HEE)

THREIVATLEFREEBIEFEGAFLZICZH AN EEZE LIRSS L ETE
T, ZOE., T2 SEOFEEIRG, BIOL 2011 F45 0%/ NI EFEEE~D
TUr— b REDERNELEVELEDOTTFRDEBYVERENEZLET,

APP2009 127 B /T AEB L TAIENBE, SEENLARAS ST ML BHEES
EBZEbR2n—#3ReBETHOLHAERD HILV-1 FUERELZITH 2 21220 £,
INRBDORAEFTIIIBFEEEZENT LETHREBHRE~DIH AL I "L AL BE
Wi LET, A

¥/, AFEET A ZERIZ. BFEETIAEEREY HETERE, A—L%
ICCOERWEEEETLIOBEVWLET,

Tel : 095-895-2445 (RIFR Z &b FKER)
A—)VT7 KL A : odadis@pref. nagasaki. lg. jp

1. FEFEBRERDL

B R OP RS R T H XA U REEFICAA T L, 2003 2E121E 2%% 21 Y 5A % 2005
END 1 EWERE, 2011 FIZIX 1%E TIERTLTWEY, BAERZBEE LZERoRE
BRER (HE) 13EFE 0% 2 00BABREETETLTOWE LR, £EMNICEEE
W20 =D TL & 92009 LKL 80%E B2 TWE T,

SEIEHUA nkBttE| ERhk

E Hjiﬁ ﬁﬁﬁ ﬁﬁm*ﬁﬁﬁ ﬁﬁ*ﬁﬁﬁ ﬁ K’Eﬁﬁ
(A (B) (B)/(AREE|  (C) (D) (D)/(B)%
1987 18,962| - - 511 390| -
1988 18,233 9,579 52.5 1076 691 1.2
1989 17,256 15,241 88.3 856 702 4.6
1990 16,517 14,504 87.8 804 658 45
1991 16,671 14,221 85.3 125 630 44
1992 16,036 12,123 75.6 677 566 47
1993 15,769 10,422 66.1 600 513 49
1994 15,951 9814 615 523 477 49
1995 14,780 11,820 80.0 463 420 3.6
1996 15,182 12,966 854 396 342 2.6
1997 14,431 12,273 85.0 321 310 25
1998 14,672 12,403 84.5 356 339 2.7
1999 14121 12,008 85.0 290 279 2.3
2000 14,098 10,286 73.0 287 276 27




