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Miyazawa T, Itabashi K, et al: Nationwide
cohort study on prevention for mother to
child transmission of HTLV-1 in Japan. The
37 of the

Annual Meeting European

Society  for Paediatric Infectious

Testfor overall effect: Z=1.07 (P = 0.29)

01
STBF (£3 months) ExFF

2)  EREEE HTLV-1 RGO BLIR & 5. Diseases, Ljubljana, Slovenia, May. 2019
/NEAEE52(1) 1 105-109. 2020
H. ZnAORA PERE O A - B gtk
2. PR 2L
D CEREA. BB AAERIZBIT D
F2 EHRIRE GALT) ERBANLREOLE (6 3CHL)
control (Formula) Short—termﬁ[}eﬂiigeeding (=3 N .
Author Study area Stu_dy Study_ : - Timing of_ant\body Study Design
year period population N Antibody Definiti Antibody test of infants
e efinition N e
positive rate positive rate
U‘fg”gug’a OL;:;Zana NA |+ UTALoHmER| 8| 0%(0) | BF<3months | 3 | 0% (0) =12 months  |Retrospective
Ureta-Vidal| French FrUThooHEER BF = 3months 18 months )
1999 Guyana 1989-NA (BAE ) 23 0% (0) (Z4M) 12 | 8.3% (1) " 12 years Retrospective
B FrUTHLOHER B o . :
Kashiwagi | Okinawa 1986-1991 (et 78| 12.8%(10) | BF=3months [ 39| 5.1%(2) 1-19 years Retrospective
5 1) T A - 18
2004 | Japan yqq5 1ggg| ¥ Y T HODHER 31 | 399,(1) | BF=3months | 25 | 40%(1) | 1-17years |Retrospective
(Rim&Ed)
Tazkgggk' Kiig:‘:“a 1986-2006| % + U 7A b H4E 8 331 4.8% (16) | BF<3 months |126| 1.6% (2) =18 months  |Retrospective
Masuzaid Nj’aggjﬁk" 1998-2008| % v U 7 bR [218|  3.7% (8) | BF<3months |36 | 3.7 (1) 3years  |Retrospective
Mggfgh" N‘j‘ags;*ﬁk" 2011-2017| % + U ThbOH~IR| 91| 44%(4) | BF=90days |35| 85%(3) | =36months |Retrospective
TOTAL 841| 5.2% (44) 278| 3.6% (10)
2 AZTFVUAORER  HRAE G AUT) LREANLEREDLE
STBF (£3 months) ExFF Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
Uemura 1989 ] 3 0 8 Not estimable 1989
Ureta-Vidal 1999 1 12 0 23 1.7% 554[0.24,126.51] 1999 >
Kashiwagi 2004 2 39 10 78 31.4% 0.40[0.09,1.74] 2004 —
Kashiwagi_2 2004 1 25 1 31 42% 1.24(0.08,18.85 2004
Takezaki 2009 2 126 16 331 416%  0.33[0.08 1.41) 2008 —
Masuzaki 2013 1 36 g 218 10.7% 0.76 [0.10,5.87] 2013 E———
Moriuchi 2017 3 35 4 91 105% 1.95[0.46,8.27] 2017 I e —
Total (95% CI) 276 780 100.0% 0.69 [0.35, 1.36] ‘
Total events 10 39
[ _ _ E— I + J
Heterogeneity: Chi*=5.40,df=5(P=0.37), F=7% 0.01 10 100



* 3 EMRFLEE 6 0HUT) LB ATREOLE (4 3CH)

KA BURSRRIRREFLACHE L e N TR O HER (2 3CHK)

Control (formula) short-term breast feeding
Author Study Study (< 6 months) Timing of antibody .
Study area . f - - . Study Design
year period population Antibody L Antibody test of infants
N o Definition | N .
positive rate positive rate
Nakayama Kagoshima FrUTFhonHER
1952 Japan 1986-1990 (RfEEL) 53 | 1.9% (1) |[BF=6 months| 41| 9.8% (4) 1-5years Retrospective
(HE35) (STBFIZFIfE? &)
Takezaki Tsushima
1997 and Kamigoto, |1985-1991|F v U 7 A S o 48| 162 | 2.5% (4) |BF=6 months| 51| 3.9% (2) =30 months  |Retrospective
Nagasaki, Japan
Vi 5 1) 7 A - 8
Ureta %92l French Guyana | 1989-NA | T J(l%}%gg)mi” 23| 0%(0) |BF<6months| 29| 6.9% (2) 181;”;:::85 Retrospective
M‘;%“lzsak' Nagasaki, Japan|1987-1997|% + U 7 " b @ 4 12| 962 | 2.4% (23) |BF <6 months|169| 8.3% (14) 3 years Retrospective
TOTAL 1200| 2.3% (28) 290| 7.6% (22)
B3 A&7 F U AORER  EHIRRRE (6 202HLT) LRBNTREOLE
STBF (£6 months) ExFF Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
Nakayama 1992 4 41 1 53 85% 517[0.60,44.53] 1992 =
Takezaki 1997 2 51 4 162 187% 1.59[0.30,8.42) 1997 —ru———
Ureta-Vidal 1999 2 29 0 23  54% 4.00(0.20,79.43] 1999
Masuzaki 2013 14 169 23 962 6B7.3% 3.46[1.82,6.60) 2013 ——
Total (95% Cl) 290 1200 100.0% 3.29[1.85, 5.84] -
Total events 22 28
e - . i - R = 5 4 + {
O
=T . STBF (<6 months) ExFF

Control (formula)| Frozen-thawed breast milk feeding
Author Study Study . . Timing of antibody .
year Study area period population N Ant.lbOdy Inclusion N Ar_wt_lbody test of infants Study Design
positive rate positive rate
Maehama| Okinawa BT 12 hours freezing - .
1002 Japan 1986-1989|F v+ U 7 A b D HAER| 46 0% (0) ina home froazer 26 T7.0% (2) 1-3 years Prospective
"i';‘é';' Ojka”[‘)aa‘ga 1983-1984% v U 7 o idiz B [108|  46% (5) |2 hgﬁr;gfgz'”g 33 0% (0) 24 months | Prospective
TOTAL 154 3.2% (5) 59 3.4% (2)
B4 AZTF VA GURSRRRREFLACHE & 784 N LA O Hhlg
FTBMF ExFF Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
Maehama 1992 2 26 0 46 12.2% 8.70[0.43,174.69] 1992 »
Ekuni 1997 0 33 5 108 87.8% 0.29[0.02,5.14] 1997 .
Total (95% Cl) 59 154 100.0%  1.32[0.29,5.99] e RT—
Total events 2 5

Heterogeneity: Chi*= 2.58, df=1 (P=0.11), F=61%

Testfor overall effect: Z=0.36 (P=0.72)

1
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Review question

The aim is to compare effects of frozen breast milk, short-term breast milk and breast milk nutrition on child
borne infection (antibody positive proportion of children aged 18 months and older) to infants born from
HTLV-1 carrier mother with complete artificial milk feeding.

Searches

We will search the following electronic bibliographic databases: PubMed (from 1949), CINAHL (from 1981)
Web of Science (from 1900), the Cochrane databases (from 1939) and Google Scholar.

[Japanese only; Ichushi, CiNii, KAKEN, database of Health Labour Sciences Research Grant, Google
Scholar]

We will also examine the lists of references in the included studies and related previous systematic reviews.
The search strategy will include the terms below.

("HTLV” or “human T-lymphotropic” or “human T-cell leukemia”) and ( (“mother” and “child”) or (“milk” or
“vertical”) ) and (“transmission” or” infection”)

There will be no language restrictions.

Types of study to be included

Randomized controlled studies or intervention studies (single arm trials, non-randomized studies,
guasiexperimental studies, etc.) and observational studies (Cohort studies, Case-control studies, Case-
series, etc.)

Condition or domain being studied
HTLV-1 mother-to-child infection.

Participants/population
Mother with HTLV-1 infection, and her child.

Intervention(s), exposure(s)

Frozen breast milk, Short-term breast milk and Long-term breast milk nutrition

As primary, "short-term” will be defined by under 60 days and "long-term" was by more than 60 days.
And secondary, "short-term" will be defined by under 6 and 7 months and "long-term" was by more than 6
and 7 months.

Comparator(s)/control

Complete artificial milk feeding (or exclusively formula feeding).

These could potential be: another intervention group, a no intervention group, an as-usual group or a no
control group.

Primary outcome(s)
HTLV-1 antibody positive proportion of children.

Timing and effect measures
After 18 months of age under 15 years old.
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Secondary outcome(s)
HTLV-1 antibody positive proportion of children.

Timing and effect measures
After 24 and 46 months of age under 15 years old.

Data extraction (selection and coding)

Titles and/or abstracts of studies retrieved using the search strategy and those from additional sources will
be screened independently by two review authors to identify studies that potentially meet the inclusion study
type outlined above.

The full text of these potentially eligible studies will be retrieved and independently assessed for eligibility by
two review team members. Any disagreement between them over the eligibility of particular studies will be
resolved through discussion with a third reviewer. If possible, extracted information will include: study setting;
study population and participant demographics and baseline characteristics; details of the intervention and
control conditions; study methodology; recruitment and study completion rates; outcomes and times of
measurement; indicators of acceptability to users; suggested mechanisms of intervention action; information
for assessment of the risk of bias.

Two review authors will extract data independently, discrepancies will be identified and resolved through
discussion (with a third author where necessary).

Risk of bias (quality) assessment

Two review authors will independently assess the risk of bias in included studies. We will also assess the risk
of bias for randomized controlled trials in included studies according to the Cochrane Handbook for
Systematic Review of interventions version 5.1.0.

We will judge allocation sequence concealment, blinding of participants and personnel, blinding of outcome
assessment, incomplete outcome data, selective outcome reporting and other potential threats to validity, if
applicable.

Strategy for data synthesis

We will provide a synthesis of the findings from the included studies, structured around the type of
intervention, target population characteristics, type of outcome and intervention content. Also, if possible, we
will provide summaries of intervention effects for each study by calculating risk ratios (for dichotomous
outcomes) or standardized mean differences (for continuous outcomes) and perform meta-analysis

Analysis of subgroups or subsets
We will analyze by regions (ex, Japan), study type, type of intervention(s) and type of participants/targeted
population.

Contact details for further information
Naohiro Yonemoto
nyonemoto@gmail.com

Organisational affiliation of the review
Kyoto Univeristy School of Public Health, Showa University, Kanazawa Medical University, Kagoshima
University

Review team members and their organisational affiliations
Assistant/Associate Professor Naohiro Yonemoto. Kyoro University
Professor Kazuo Itabashi. Showa University

Dr Tokuo Miyazawa. Showa University
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